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Preface to the Second Edition

In 1990, the report for the New Jersey State Department of Health, which
formed the basis for the first edition of Chemica! Exposures, won the presti-
gious Macedo Award of the American Association for World Health (rep-
resenting the World Health Organization) for the most outstanding con-
tribution to public health funded by a state health department. Whereas
the first edition discussed in detail the clinical observations and writings of
controversial clinical ecologists—physicians who first brought attention to
this condition in the 1950s and who employ nontraditional therapies to
treat what they see as chemically induced illness—the second edition draws
from the considerable literature published since 1991, almost all from
mainstream, peer-reviewed scientific publications often written by environ-
mental scientists, toxicologists, and occupational medicine physicians.
Problems related to chemical sensitivity have now been reported in nearly
a dozen Western European countries, and this volume captures some of
the observations made by European scientists and physicians. Notably,
whether such patdents have been seen in North America or in Europe, by
university physicians or by clinical ecologists, their patterns of symptoms
and chemical intolerances have been remarkably similar.

As with the first edition, our emphasis is on origins and possible mecha-
nisms for the condition. A rationale for intrusive therapies, whether physi-
ological or psychological, is lacking. Physicians and their patients await a bet-
ter understanding of chemical sensitivity, Continuing the tone set in the first
edition, we show that it is not only possible but is necessary to delve into the
scientific exploration of origins and mechanisms without becoming
embroiled in questions concerning therapy. Unfortunately, many of those
involved in the debate that surrounds chemical sensitivity continue to con-
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found these issues. It is important to separate concerns about unproven
diagnostic and treatment practices from the fundamental question of
whether chemical sensilivity is toxicogenic or psychogenic. The large finan-
cial stakes and liability associated with sensitivity to chemicals in no small
way drive contentious debate and action. However, itis clear that interest in
chemical sensitivity has now expanded significantly beyond a few hundred
controversial practitioners,

We deliberately chose to add updated material to, rather than rewrite, the
original edition of Chemical Exposures, both because we believe that our ear-
lier observations remain accurate and because the earlier material provides
a useful “time capsule” against which to evaluate progress in understanding
the condition(s) known as chemical sensitivity. Since the first edition, two
new patient exposure groups have emerged with features strikingly similar
to those of chemically sensitive persons: sick veterans from the Persian Gulf
War and women who trace a myriad of adverse health symptoms to silicone
breast implants. Both fit what we and others believe to be a two-step model
of chemical sensitivity: an identifiable initiating chemical exposure event,
followed after a short period by a myriad of symptoms triggered by low-level
exposure to a large number of chemically unrelated substances.

We are increasingly convinced that low-level chemical sensitivity offers sci-
entifically testable hypotheses and may signal an emerging new theory of dis-
ease: toxicant-induced loss of tolerance (TILT). This theory posits that a sin-
gle high-level exposure, as in a chemical spill, or repeated lower level
chemical exposures, as in a “sick” building, may cause certain susceptible
persons to lose their prior natural tolerance for various chemicals, foods,
and drugs. Subsequently, very low levels of these and chemically unrelated
substances trigger symptoms, thus perpetuating illness. The converging
lines of evidence that support this theory are: (1) similar reports by differ-
ent investigators in both North America and Europe of multisystem symp-
toms and new-onset intolerances in different demographic groups follow-
ing exposure to many different types of chemicals; (2) the internal
consistency of patients’ complaints of intolerances for not only tiny doses of
inhaled chemicals but also for foods, caffeine, alcohol, and medications; (3)
the degree to which the illness mimics addiction; (4) the identification of
an anatomical substrate (involving the nervous system) whose malfunction
might explain these problems; and (5) recent animal models that replicate
key features of the condition. Toxicant-induced loss of tolerance might pro-
vide an explanation not only for many cases of multiple chemical sensitivi-
ties but also for other chronic medical conditions whose prevalences have
increased over the past several decades, including some (though certainly
not all) cases of chronic fatigue syndrome, asthma, depression, and
migraine headache.

What has emerged as a result of the first edition of Chemical Exposures and
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subsequent government-sponsored meetings and workshops on chemical
sensitivity in the United States is a consensus among involved scientists and
clinicians of the need for double-blind, placebo-controlled challenge stud-
ies of chemically sensitive patients who are in an appropriate baseline state,
these studies to be performed preferably in a hospital-based environmen-
tally controlled unit (an environmental medical unit). Patients sharing the
same initiating event, such as a pesticide or remodeling exposure, would be
prime candidates for these studies. Such studies should receive priority for
funding for a variety of reasons, but, most important, to resolve the debate
over whether there is a subset of the population that is sensitive to extreme-
ly low levels of many chemicals. Given scarce funds for research in this area,
such challenge studies should take precedence over hit-or-miss attempts to
find biomarkers for the condition(s). Biomarkers may prove elusive, and
the incentive to fund basic research on mechanisms and biomarkers would
greatly increase if appropriately blinded and controlled challenge studies
were to confirm the patients' sensitivities. At the same time, it is recognized
that research enabling us to understand the nature of the initiating events
causing persons to become sensitized is urgently needed as well, as this may
shed light on public health preventive measures that may need to be taken.
It is hoped that this edition of Chemical Exposures offers the reader a fresh
perspective on chemical sensitivity and its potentially major role in many
chronic illnesses, and helps clarify the direction of research needed to fur-
ther our understanding of this difficult condition.

This edition selectively updates the first one and doubles the size of the
original volume by providing a new Part IV consisting of four chapters.
Chapter 7 (Recent Developments) discusses the evolving terminology asso-
ciated with chemical sensitivity, major workshops, government interest and
activity, legal developments, and Canadian and European developments
since the publication of the first edition. Chapter 8 (Key Research Findings
since the First Edition) describes important new clinical observations and
research on the origins and mechanisms of chemical sensitivity, including
a discussion of overlap conditions, biomarkers, and animal models.
Chapter 9 (Reviews, Commentaries, and Polemics) offers a critical analysis
of a number of interpretative writings that have attempted to shed light on
the nature, origins, and mechanisms of chemical sensitivity. Chapter 10
(Research and Medical Needs) summarizes the authors’ current thinking
on chemical sensitivity, offers directions for further research, and discusses
medical and patient needs. Finally, two new appendixes are added.
Appendix B is a compilation of the results of various laboratory and clini-
cal tests used in studies of chemically sensitive patients, and Appendix C
consists of a questionnaire used by one of the authors to collect histories
from patients concerning their self-reported sensitivities to environmental
exposures.






Preface to the First Edition

Given the current controversies concerning the nature of chemical sen-
sitivity and the fact that many physicians and scientists doubt that it is
physical in origin, some words of explanation are in order for the readers
of this book. At the beginning of this book, we describe patients who
claim to be “chemically sensitive,” that is, suffer acute adverse reactions
to low levels of chemicals commonly found in homes, schools, places of
employment, and other environments. In the ensuing pages, we drop
the quotation marks and avoid terms such as “allegedly affected individ-
vals” because their continual use would be awkward. Sufficient *'proof”
is not available to satisfy the most skeptical critic that chemical sensitivity
exists as a physical entity, nor is there convincing proof that it does not.
However, we are persuaded that the collective evidence, in part anec-
dotal and in part based on good scientific studies, does present a suffi-
ciently compelling case to warrant further study. We cannot assert that
millions of people are affected, although chemicals are ubiquitous and
exposures are expected to continue. The size of the public health prob-
lem is unknown, but the scale of potential exposure suggests that the
problem could be significant. We ask that readers approach this book
with open minds and withhold judgment on these issues until they have
read the entire book. A more focused second reading might also be
needed.

Our purposes in undertaking the research underlying this book were:
(1) to clarify the nature of chemical sensitivity and (2) to identify ways
federal and state government can assist those who are affected. In un-
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dertaking this task, we reviewed much of the available scientific and
medical literature relating to low-level chemical exposure and resulting
disease. We also interviewed key individuals in various medical disci-
plines including allergy, clinical ecology, and occupational medicine. We
found scientific and clinical evidence to support plausible hypotheses
concerning this disorder. The evidence also offers fruitful areas for
further research. In addition, we found areas of significant interprofes-
sional conflict as well as areas of agreement. We noted an increasing
desire by all parties to find a common ground from which the issues can
be objectively and cooperatively addressed.

Much, but by no means all, anecdotal evidence for chemical sensitiv-
ities has been reported by clinical ecologists—physician practitioners
whose clinical practices have come under intense criticism. However,
chemical sensitivity is by no means the exclusive property of clinical
ecology. The fields of occupational and environmental medicine contain
sufficient examples to suggest a real medical problem. Our focus was on
the problem of chemical sensitivity, not on the history of interprofes-
sional conflict surrounding clinical ecology.

Some readers may be concerned that the lack of sufficient data in this
area may render our conclusions speculative and hence biased. Certainly
this book contains speculation. However, there is a difference between
constructing rational hypotheses concerning the existence of chemical
sensitivity based on all the evidence and engaging in unfounded conjec-
ture. Finally, we hope that our efforts will stimulate others (o undertake
serious scientific inquiry into this fascinating and rapidly evolving area.

This book is divided into three parts. Part One defines the problem of
chemical sensitivity. It discusses sensitive populations, low-level expo-
sures to chemicals, the history of clinical ecology and its relationship to
other disciplines, and the magnitude and nature of the problem. Part Two
describes possible mechanisms, diagnostic approaches and therapies, and
the areas of agreement and disagreement between allergists and clinical
ecologists.

Part Three addresses research needs, patient and community concerns,
health care, insurance, and compensation needs, the role of medical prac-
titioners and their societies and recommendations for both research and
action, given our present state of knowledge.
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Introduction

Chemical exposures are endemic to our modern industrial society. Patients
who believe they are chemically sensitive are caught up in an acrimonious
cross fire among several different groups of physicians—traditional aller-
gists; clinical ecologists; and in some cases, ear, nose and throat specialists;
occupational physicians; and others. This acrimony is fueled by different
medical paradigms of the definition, diagnosis, and treatment of disease or
symptoms associated with exposure to low levels of chemicals in food and
water, the outdoor environment, the work environment, indoor air, and
consumer products. Legal conflicts further complicate the associated sci-
entific and medical differences as attempts by ‘‘chemically sensitive™ per-
sons to obtain workers’ compensation, disability payments, and damage
awards from employers and from the producers and users of chemical
products result in an adversary system that draws medical practitioners
unwillingly into the center of the conflict. Further exacerbating the situa-
tion are the insurance industry and employers, who seek to reduce costs for
medical care; their involvernent continues the volatile history of economic
tugs-of-war characteristic of health care in general. “Chemically sensitive™
patients seek medical care and consideration from traditional medical
practitioners, many of whom are ill-equipped or reluctant to provide the
painstaking and time-consuming attention that is required for this condi-
ton.

The research underlying the first edition this book was commissioned by
the New Jersey State Department of Health in order to clarify the nature
of chemical sensitivity and identify ways in which a state department of
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health can assist the chemically sensitive person and disengage the pa-
tient from the medical cross fire and its attendant conflicts. In this book
we argue that both federal and state initiatives are needed. In undertak-
ing this task, we reviewed much of the available scientific and medical
literature relating to low-level chemical exposure and resulting disease. We
interviewed key individuals in various medical disciplines including allergy,
clinical ecology, and occupational medicine. This effort was facilitated by
the fortuitous scheduling of national conferences by the allergists and by
the clinical ecologists in the same 7-day period in Texas in February 1989.
Physicians involved with the chemically sensitive patient are concerned
about being drawn into a legal and political struggle that ultimately may
not help the patient. Through our interviews we were able to identify not
only areas of conflict between the allergists and clinical ecologists but also
unexpected areas of common ground.

This book comes at a critical time. Since the government of Ontario
completed a report on “environmental hypersensitivity disorders”
(Thomson 1985) in 1985, sensitivity to chemicals has received unprece-
dented attention from many quarters in the United States. A “Workshop on
Health Risks from Exposure to Common Indoor Household Products in
Allergic or Chemically Diseased Persons” held by the National Academy of
Sciences (NAS) on July 1, 1987, recommended an 18-month study to
address the “15 percent of the U.S. population [who] have an increased
allergic sensitivity to chemicals commonly found in household products,
such as detergents, solvents, pesticides, metals and rubber, thus placing
them at increased risk [of] disease™ (National Research Council 1987).
Although that study has not yet been funded, in 1989 the NAS convened a
panel to examine the interrelationships of toxic exposures and immune
response. Later the same year, the U.S. Office of Technology Assessment
(OTA) began a study of noncancer risks of chemicals, including immuno-
toxicity. OTA completed a neurotoxicity study in 1990 [OTA 1990]. A
Canadian national advisory committee held a workshop on “environmen-
tal sensitivities” in May 1990 (Canada 1991). The NAS, in response to a
request from the EPA’s Office of Indoor Air, conducted a multiple chemi-
cal sensitivity workshop in early 1991 to develop research protocols for the
syndrome (Hileman 1991; National Research Council 1991).

The U.S. Congressional Research Service has issued a report on in-
door air pollution in which chemical sensitivity is explicitly recognized
(Courpas 1988, p. CRS9). The Environmental Protection Agency (EPA)
acknowledges that health problems exist with low-level exposures well
below those allowed by existing regulations (Claussen 1988); in its Report
to Congress on Indoor Air Quality, EPA identifies multiple chemical sensiti-
vities as a health concern (EPA 1989, p. 16). The Superfund Amend-
ments, SARA, Title [V mandate a vigorous investigation of the problems
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of indoor air pollution by EPA. John D. Spengler of Harvard’s Scheol of
Public Health, a leading authority on indoor air pollution, has testified
(1988):

There is growing evidence that there are chemically sensitive individuals
in our society. Many, it is believed, may have acquired the sensitivity due to
chronic exposures. But even without frank illness, the syndrome of irrita-
tion, fatigue, shortness of breath and nausea associated with building.
related problems results in lost productivity and wasteful investigations
and litigation.

Legislation introduced in Congress (5.1629, H.R. 5373) explicitly recog-
nized multiple chemical sensitivities resulting from indoor air pollutants as
a serious threat to public health. Maryland has completed a study of
“chemical hypersensitivity syndrome” (Bascom 1989). Legislation estab-
lishing a demonstration program to provide services and assistance to
chemically hypersensitive persons (5.696) was considered in New Jersey.
These activities underscore a ground swell of activity that requires in-depth
and thoughtful attention to chemical sensitivity.

We are at a critical crossroads. We have at this time a small window of
opportunity that may close if we do not take action to address the problems
of the chemically sensitive individual in a caring and equitable way. The
recommendations in this book result from our interviews, literature review,
and examination of the issues, and we suggest that their adoption is neces-
sary for making substantial progress in this area. As the second printing
of this book goes to press, both a Canadian national advisory com-
mittee (Canada 1991) and The U.S. National Research Council (National
Research Council 1991) have formulated specific recommendations that
have the potential to take the issue of chemical sensitivity into mainstream
medicine and public health.

The second edition of this book provides a significant update of the orig-
inal material of the first edition, presented in Part IV. We have chosen to
leave the original chapters from the first edition essentially unaltered
because the material therein remains accurate. In this way the reader is
provided a “time capsule” against which new research findings and under-
standing may be compared.
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CHAPTER 1

Chemical Exposures and
Sensitive Populations

Groups Sensitive to Low-level
Chemical Exposure

A review of the literature on exposure to low levels of chemicals reveals
four groups or clusters of people with heightened reactivity:

1. Industrial workers

2. Occupants of “tight buildings,” including office workers and school-
children

3. Residents of communities whose air or water is contaminated by
chemicals

4. Individuals who have had personal and unique exposures to various
chemicals in domestic indoor air, pesticides, drugs, and consumer
products

These four groups are listed for comparison in Table 1-1. Note that they
differ in professional and educational attainment, age and sex, and the
mix and levels of chemicals to which they are exposed, but that all have
muliiple symptoms involving multiple organ systems with marked vari-
ability in the type and degree of those symptoms. Symptoms are often
“subjective.” For example, central nervous system (CNS) symptoms such
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TABLE 1-1. Chemically Sensitive Groups

Group Nature of Exposure Demographics
Industrial Acute and chronic exposure to Primarily males; blue collar; 20
workers industrial chemicals to 65 years old
Tight-building  Off-gassing from construction Females more than males;
occupanis materials, office equipment white-collar office workers
or supplies; tobacco smoke; and professionals; 20 10 65
inadequate ventilation years old; schoolchildren
Contaminated  Toxic waste sites, aenial All ages, male and female;

comrmurities

pesticide spraying, ground
water contamination, air
contamination by nearby
industry and other
community exposures

children or infants may be
affected first or most;
pregnant women with
possible effects on fetuses;
middle to lower class

Individuals Heterogeneous; indoor air
(domestic), consumer
products, drugs, and

pesticides

70--80% females; 50% 30 to 50
vears old (Johnson and Rea
1989); white, middle to
upper middle class and
professionals

as difficulty concentrating or irritability are common, and physical ex-
aminations are frequently unremarkable for individuals in each cate-
gory. Careful analysis of these groups may reveal differences that can
illuminate the etiologies and suggest effective therapeutic options for
the myriad problems comprising chemical sensitivity. These differences
also may create a referral or selection bias such that members of the
four groups present themselves preferentially to different medical prac-
titioners; some may consult occupational health physicians, others pri-
mary care physicians, and still others clinical ecologists or allergists (see
Chapter 6).

Problems experienced by people in tight buildings, by industrial work-
ers in a particular workplace, or by the residents of a contaminated
community often occur within a relatively short time period—perhaps
weeks or a few months. These problems may occur after a recognized
event such as the installation of new carpeting, relocation to a new
workplace, or changes in workplace or community exposures. The tem-
poral cohesiveness of exposures and problems can contribute to the
recognition of the problem as real. Acceptance of these problems as
bona fide physical disease may also be facilitated by the recognition that
these problems are widespread in nature and simply are not limited to
what some observers would describe as malingering employees, hysteri-
cal housewives, and workers experiencing mass psychogenic illness. We
are struck by the fact that individuals in such demographically divergent
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groups as those in Table 1-1, including industrial workers, office work-
ers, housewives, and children, report similar polysymptomatic com-
plaints triggered by chemical exposures. Perhaps some common thread
unites these individuals. The similarities of both their medical com-
plaints and their exposure histories may be more than coincidental.

In a survey of some 6,800 persons claiming to be chemically sensitive,
80 percent asserted they knew “when, where, with what, and how they
were made ill” (National Foundation for the Chemically Hypersensitive
1989). Of the 80 percent, 60 percent (that is, almost half of those who
replied) blamed pesticides. The respondents to the survey were self
selected, and the results must be interpreted with caution. Nevertheless,
the results indicate that future surveys of persons with different expo-
sure histories and symptoms might contribute to an understanding of
underlying mechanisms and causes.

In some chemically sensitive patients, no single, identifiable, “high-
level” exposure seems to have been associated with the onset of their
difficulties. Exposures may have occurred but were not recognized or
remembered. Some observers suggest that repetitive or cumulative
lower-level exposure events may lead to the development of sensitivities.
Still others implicate genetic predisposition, pregnancy, major surgery
with anesthesia, physical trauma, or major psychological stress as con-
tributors to the illness (see Chapter 4).

Types of Sensitivity

The different meanings of the term sensitivity are at least partially re-
sponsible for the confusion surrounding chemical sensitivity.
Individuals differ in their responses to increasing doses of a toxic
substance. The underlying causes of interindividual variability include
age, sex, and genetic makeup; lifestyle and behavioral factors, including
nutritional and dietary factors; alcohol, tobaceo, and drug use; environ-
mental factors; and preexisting disease (Ashford et al. 1984), In the
classical, toxicological use of the word sensitivity, those individuals who
require relatively lower doses to induce a particular response are said to
be more sensitive than those who would require relatively higher doses
before experiencing the same response (Hattis et al. 1987). A hypothet-
ical distribution of sensitivities, that is, the minimum doses necessary to
cause individuals in a population to exhibit a harmful effect, is shown in
curve A in Figure 1-1. (If we plot the cumulative number of individuals
who exhibit a particular response as a function of dose, we generate a
population dose-response curve; see curve A in Figure :1-2.} This distri-
bution describes the traditional toxicological concept of sensitivity.
Curve A in Figure 1-1 illustrates that health effects of classical diseases
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Percent Atopy Classical
first Toxicity
exhibiting
a harmful
effect

Dose
FIGURE 1-1. Hypothetical distribution of different types of sensitivities as a function of dose. Curve
A is a sensitivity distribution for classical toxicily, e.g., to lead or a solvent. Sensitive individuals are
found in the lefi-hand tail of the distribution. Curve B is a sensitivity distribution of atopic or allergic
individuals in the population who are sensitive to an allergen, ¢.g., rogweed or bee venom. Curve C
is @ sensitivily distribution for individuals with multiple chemical sensitivities who, because they are
already sensitized, subsequently respond to particular incilants, e.g., formaldehyde or phenol.

are seen in a significant portion of the normal population at a certain
dose; the sensitive and resilient populations are found in the tails of the
distribution. (Of course, not all toxic substances have large variances or
significant tails.) Painstaking scientific research and removing the effects
of confounding variables have resulted in the discovery of sensitive in-
dividuals at levels heretofore considered safe. Recent work on lead (Bel-
linger et al. 1987) and benzene (Rinsky et al. 1987) are just two
examples. For the sensitive person, avoidance of low-level exposures
generally leads to improvement, or at least to the arrest of the develop-
ment of the disease.

A second meaning of the word sensitivity appears in the context of
classical IgE-mediated allergy (atopy). IgE is one of five classes of anti-
bodies made by the body, and is, from the perspective of classically
allergic individuals, the most important antibody. Atopic individuals
have IgE directed against specific environmental incitants, such as rag-
weed or bee venom. Positive skin tests in these individuals correlate with
a rapid onset of symptoms when they are actually exposed to those
allergens. The atopic individual exhibits a reaction whereas nonallergic
persons do not, even at the highest doses normally found in the environ-
ment. A hypothetical sensitivity distribution for an atopic effect is shown
in curve B of Figure 1-1, and the dose-response curve derived from that
distribution is found in curve B of Figure 1-2.

Allergists include in the term allergy well-characterized immune re-
sponses that result from industrial exposure to certain chemicals, such
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FIGURE 1-2. Hypothetical population dose-response curves for different effects. Curve A is a
cumulative dose-response curve for classical toxicity, e.g., to lead or a solvent. Curve B is a cumulative
dose-response curve for atopic or allergic individuals in the population who are sensitive to an
allergen, e.g., ragweed or bee venom. Curve C is a cumulative dose-response curve for individuals
with multiple chemical sensitivities who, because they are already sensitized, subsequently respond to
particulay incitants, e.g., formaldehyde or phenol.

as nickel or toluene diisocyanate (TDI). Most allergists refer to such
responses as chemical sensitivity, and reserve this term for responses that
have a distinct immunological basis, preferring to use a term such as
chemical intolerance for nonimmunclogical responses to chemicals.
Patients suffering from multiple chemical sensitivities may be exhibit-
ing a third and entirely different type of sensitivity. Their health prob-
lems often (but not always) appear to originate with some acute or
traumatic exposure, after which the triggering of symptoms and ob-
served sensitivities occur at very low levels of chemical exposure. The
inducing chemical or substance may or may not be the same as the
substances that thereafter provoke or “trigger” responses. (Sometimes
the inducing substance is described as “sensitizing” the individual and
the affected person as a “sensitized” person.) Reactions may sometimes
be observed at incitant levels similar to those to which classically sensitive
and atopic patients respond. Unlike classical toxicity, however, here the
effects of low-level exposures are not simply those effects observed in
normal populations at higher doses. The fact that normal persons—for
example, most doctors-—do not experience even at higher levels of ex-
posure those symptoms that chemically sensitive patients describe at
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much lower levels of exposure probably helps to explain the reluctance
of some physicians to believe that the problems are physical in nature.
(Although this also describes atopy, here the sensitivity is not IgE me-
diated.) To compound the problem of physician acceptance of this ill-
ness, multiple organ systems may be affected, and multiple substances
may trigger the effects. Over time, sensitivities seem to spread, in terms
of both the types of triggering substances and the systems affected (Ran-
dolph 1962, pp. 98 and 119). Avoidance of the offending substances is
usually effective but much more difficult to achieve for these patients
than for classically sensitive patients because symptoms may occur at
extremely low doses and the exposures are ubiquitous. Adaptation to
chronic low-level exposure with consequent “masking” of symptoms
(discussed more fully later) may make it exceedingly difficult to discover
these sensitivities and unravel the multifactorial triggering of symptoms.
A hypothetical sensitivity distribution for a single symptom for the
already chemically sensitive person in response to a single substance
trigger is shown in curve C of Figure 1-1, and the corresponding
dose-response curve is shown in curve C of Figure 1-2. It should be em-
phasized, however, that individuals who become chemically sensitive
may have been exposed to an initial priming event that was toxic, as classi-
cally defined.

Conceivably, exposure to certain substances, such as formaldehyde,
might elicit all three types of sensitivities.

The fact that sensitivity means something quite different to toxicolo-
gists, allergists, and clinical ecologists reflects the different disease para-
digms under which each operates. Neither traditional allergists nor
toxicologists fully appreciate the two-step process of induction and trig-
gering that seems to characterize multiple chemical sensitivities.

Those clinical ecologists who reference the literature on classical
chemical toxicity to buttress their case for chemical sensitivity may be
adding to the confusion and contributing to others’ reluctance to accept
their ideas. Likewise, allergists who dismiss chemical sensitivity on the
grounds that it is not consistent with a recognized immunologic mecha-
nism may be overlooking another kind of sensitivity in their patients.
Although chemicals may act in some manner (via a toxic mechanism,
for instance), to predispose or cause the body to be reactive to subse-
quent low-level chemical exposures, the resulting hyperreactivity to low
levels of chemically diverse and unrelated substances is not toxicity as
classically defined or understood at this time (see Chapter 4). Some
allergists maintain that the term chemical sensitivity should not be used in
the context we have used here, but should be reserved only for those
responses having an immunoclogical basis. We feel that the term sensitiv-
ity has broader applicability. A parallel might be the word resistance,
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which is widely understood whether one is talking about electricity, psy-
chiatry, or an infectious disease. Similarly, sensitivity is easily understood
when used in any of the three contexts illustrated in this section; it is
not the exclusive property of the atopist.

Cullen (1987a) proposes that individuals with well-defined clinical
entitics such as asthma should not be given a diagnosis of multiple
chemical sensitivities. Yet asthma may be one of the manifestations of
this syndrome. [t is important not to confuse diagnosis with etiology.
The extent to which occupational asthma may overlap with multiple
chemical sensitivity needs study and clarification. Classically, asthma has
been divided into two categories: extrinsic asthma triggered by allergic
(IgE) responses to pollens, dust, mold, and so on, and intrinsic asthma in
which exposures outside the individual are not felt to play a causative
role. The etiology of intrinsic asthma is ill-defined. Physicians have long
warned their asthmatic patients to avoid irritants such as cigarette
smoke, perfume, and strong cleaning agents, suggesting that such ex-
posures might further irritate vulnerable airways, making their asthma
worse. Few physicians, however, would view these irritants as a primary
cause of their patients’ asthma. Yet chronic irritation of any kind can
lead to inflammation. Increasingly, the pathogenesis of asthma is being
recognized as inflammation of the airways, and the most effective ther-
apies for asthma are considered to be anti-inflammatory drugs such as
cromolyn or steroids. Thus, asthma is inflammation, and inflammation
can be caused by irritants, chemical or otherwise. Hence, it is quite
possible that some asthma formerly designated as intrinsic may turn out
to be external or extrinsic in origin, when the pathways leading to inflam-
mation are delineated. Indeed, some feel that recent upward trends in
asthma morbidity and mortality parallel increases in atmospheric pollu-
tion. Recently, a new clinical entity called reactive airway dysfunction
syndrome (RADS) which shares certain features of multiple chemical
sensitivity (Brooks 1985), has been described. Like multiple chemical
sensitivity, RADS may be triggered by a single massive chemical expo-
sure, for example, a chemical spill or fire. Subsequently, low levels of
many common chemicals, (e.g., cigarette smoke, detergents, or per-
fume) that had never caused problems before may trigger airway con-
striction.

Physicians who see more or less random individuals who are not mem-
bers of an identifiable exposure group are less likely to recognize pat-
terns or similarities among these patients who claim to be chemically
sensitive. Now that more attention is being focused on problems of
industrial workers, occupants of tight buildings, and families in contam-
inated communities, these “random” patients (the fourth group in Table
1-1) may be diagnosed more readily. Once physicians recognize a con-
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stellation of symptoms that occurs repeatedly in individuals who share
similar exposure histories, the disease seems to change its label from
“idiopathic” or “psychogenic” to a recognized disorder, such as has oc-
curred in the case of sick building syndrome (Kreiss 1989). Cullen's
recent book (1987) on multiple chemical sensitivities was stimulated by
his observations of a particular pattern of symptoms among workers
which was previously unfamiliar to most occupational physicians. In the
future, patterns observed in occupational and other cohesive groups of
patients should facilitate a better understanding of what seems to many
to be a hopeless confusion of reported symptoms.

Changes in Chemical Production and Use,
and the Emergence of Chemical Sensitivity

In the conclusion to his Workers with Multiple Chemical Sensitivities, Cullen
(1987, p. 804) writes:

The health problems of workers who react to low levels of environmen-
tal pollutants and chemicals, increasingly reported and recognized in
recent years, has [sic] posed a serious dilemma for health providers
from a wide array of disciplines, including generalists, internists, family
practitioners, allergists, psychiatrists, social workers, and frequently oc-
cupational physicians and nurses. The inability of these professionals
to provide satisfactory care from the patient’s perspective has led to the
emergence of new and alternative dinical theories and approaches,
challenging traditional views. Unfortunately, the success of these alter-
native approaches has also not been demonstrated, fueling an ever
widening and hostile debate in which the patient is held hostage and vir-
tually all clinicians are rendered impotent because of widely known intraprofes-
stonal disagreements. [emphasis added]

How did these disagreements arise? Why are more and more prob-
lems related to low-level exposure to chemicals being reported in recent
years? Is the problem merely increasingly recognized, or are the num-
bers of individuals being affected actually increasing? We shall ury to
shed some light on these questions by examining the development of
this problem and the changes in chemical production, consumer prod-
ucts, and building design that have accompanied its emergence. We also
include a brief history of clinical ecology, noting its split from allergy,
subsequent growth, and continued conflicts with traditional allergists.

The increased medical interest in exposure to chemicals, especially
low-level exposures, accompanied changes in the production of syn-
thetic organic chemicals, building construction, and indoor air quality.
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With the concern for energy conservation in the 1970s, homes and office
buildings in the United States were constructed more tightly and make-
up air (fresh air intake) was cut to a minimum. The historical trend of
ventilation standards, used by architects and building designers, can be
seen in Figure 1-3. The earliest standard, proposed by Tredgold in 1824
to prevent stuffiness, provided 4 cubic feet per minute (cfm) fresh make-
up air per occupant. In 1893 Billings recommended 30 cfm per person,
a value subsequently adopted by the American Society of Heating and
Ventilation Engineers (ASHVE) and incorporated into the building
codes of 22 states by 1925. In 1936 this standard was lowered to 10 cfm
per person in response to research by Yaglou on the threshold of detec-
tion for human body odors; the American Standards Association
adopted this value in 1946, Thus, before the energy crisis of 1973, odor
detection was the basis for the ventilation standard. In the mid-1970s,
as a result of energy concerns, ASHRAE (American Society of Heating,
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Refrigeration and Air Conditioning Engineers) lowered the standard to
5 cfm per occupant, and 45 states adopted this standard into their codes
in disregard of studies indicating that more fresh air was needed to
dilute human odors and tobacco smoke to comfortable levels (Morey
and Shattuck 1989). In 1981 ASHRAE revised the standard to 20 c¢fm
of fresh air per occupant in areas where smoking is allowed. The current
standard, issued in 1989, recommends at least 15 cfm per person, re-
gardless of smoking. Fifteen cfm per person in schools, 20 ¢fm in offices,
and 25 ¢fm in hospital rooms are recommended, with even higher rates
if air from the ventilation system does not adequately mix with room air
breathed by occupants or if unusual sources of contaminants are present
(Morey and Shattuck 1989). However, from the mid-1970s into the
1980s, many commercial buildings were designed in accordance with
the 5-cfm-per-occupant ASHRAE standard.

Similarly, beginning in the 1970s homeowners and new home builders
caulked and sealed, installed storm windows and extra insulation, and
effectively reduced fresh air infiltration. Homes, unlike commercial
buildings, do not have ventilation systems that supply fresh make-up
air, but rely on infiliration through doors, windows, cracks, and crevices
instead. Such repairs were economically advantageous and in part tax
deductible. In older homes not given these energy overhauls, the aver-
age fresh air infiltration rate is almost twice that of newer homes (0.9
versus 0.5 air changes per hour), but individual homes vary tremen-
dously from 0.1 to more than 3 air changes per hour (Mage and Gam-
mage 1985). See Figure 1-4.

More than 800 different volatile compounds were observed inside
four buildings studied by the EPA (Wallace 1985). Wailace summarizes
recent studies of indoor air pollutants: '

1. Indoor median concentrations of volatile organics are consistently
greater, by factors of 2 to 5, than ocutdoor medians.

2. At higher concentrations, the indoor-outdoor ratio increases, often
beyond factors of 10.

3. Concentrations are extremely variable, covering 3 to 4 orders of
magnitude, indicating the presence of intense indoor sources.

4. These sources are many, including paints, adhesives, cleansers, cos-
metics, and other consumer products and building materials; but

also common activities, such as visiting the dry cleaner shop or even
taking a hot shower!

EPA conducted TEAM (Total Exposure Assessment Methodology)
studies on a variety of volatile organics (1980—1987), carbon monoxide
(1982-1983), pesticides (1986—1989), and particulates (1987-present).
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The goals of the studies were to develop methods for measuring individ-
ual total exposure and resulting body burden of toxic and carcinogenic
organic chemicals and to estimate the exposures and body burdens of
urban populations in several U.S. cities. Representative data from a
study of 20 volatile organic compounds in the personal (indoor) air,
outdoor air, drinking water, and breath of approximately 400 residents
of New Jersey, North Carolina, and North Dakota are shown in Figures
1-5 and 1-6 (Wallace 1987).
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Source: Wallace, L. et al., “The TEAM Study: Personal Exposures to Toxic Substances in
Air, Drinking Water, and Breath of 400 Residents of New fersey, North Carolina, and North
Dakota,” Environmental Research (1987) 43:290-307, Academic Press, San Diego, California,
p. 297.

Ten of the 11 chemicals measured in the breath of New Jersey resi-
dents correlated significantly with indoor air exposure levels, which were
uniformly higher than outdoor levels (Fig. 1-5). Only for chloroform
did breath levels correlate more closely with drinking water concentra-
tions. Breath levels for most chemicals measured were 30—40 percent of
indoor air levels, but measured up to 90 percent of indoor air levels in
some cases—tetrachloroethylene, for example. A study of non-occupa-
tional pesticide exposure (Fig. 1-7) also shows dramatically higher con-
centrations of pesticides indoors than out of doors [Immerman 1990].
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Remarkably, these sources present in indoor air are the same ones
individuals with multiple chemical sensitivities identify as provoking
their vague and seemingly inexplicable symptoms. With their homes and
workplaces already filled with synthetic materials that off-gas, gas fur-
naces, cigarette smoke, and other sources of pollutants, Americans
sealed their buildings for energy efficiency. Not surprisingly, indoor air
pollution levels rose dramatically, and so did health complaints. In ad-
dition, Americans spend many more hours per day indoors at work and
at home, in schools, shopping malls, and other buildings than preceding
generations (Environmental Protection Agency 1989, Massachusetts
1989).

With indoor air pollution on the rise since World War II and tighter,
more energy-efficient construction of schools and workplaces, outbreaks
of sick building syndrome appeared in the late 1970s. Chlorine produc-
tion is felt by some to provide a useful index of the increased quantities
of synthetic organics that are found indoors (e.g., polyvinyl chloride).
Figure 1-8 shows the dramatic rise in chlorine production in billions of
pounds per year that has occurred since World War II, plotted against
mean sperm density, a widely recognized and subtle indicator of the
toxic effects of a variety of chemicals, for example, lead. Actually, in-
creases in chlorine production underestimate increases in the amount
of synthetic organics. Figure 1-9 depicts production changes since 1945.
Before World War II, U.S. production of synthetic organic chemicals
totaled fewer than a billion pounds per year. By 1976, production had
soared to 163 billion pounds annually (Odell 1980, p. 213). Increased
sources of indoor air pollution, coupled with decreased fresh make-up
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air, have transformed the indoor environment. Community exposures
to toxic chemicals, industrial and office exposures, and other episodic
exposures of individuals also increased, refiecting the rise in production
of coal- and oil-derived chemicals and synthetics.

These changes in chemical production, consumer products, and
building design have been accompanied by an increasing number of
people who appear to react to low levels of environmental pollutants.
Indeed, since World War 1l certain illnesses, such as asthma (Sly 1988)
and depression (Klerman and Weissman 1989), seem to have shown
upsurges. Many patients with these conditions and other health prob-
lems, frustrated by their lack of success with traditional medicine, sought
the care of clinical ecologists, who related their patients’ symptoms to
environmental exposures.

Theron Randolph, who founded clinical ecology, and a number of
other clinical ecologists are board-certified allergists. Randolph received
his M.D. degree from the University of Michigan, where he completed
his residency in internal medicine. His allergy and immunology fellow-
ship was completed ai Massachusetts General Hospital and Harvard
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FIGURE 1-9. Synthetic organic chemical production United States, 1945—1985.
Source: U.S. Intern. Trade Commission.

Medical School in 1942 to 1944, He entered private practice in Chicago,
where he also served as a clinical instructor in allergy at Northwestern
University Medical School for several years. Randolph reported that
many of his patients reacted adversely to common foods such as corn (a
food ubiquitous in the American diet in the form of sugar, starch, and
oil, as well as in its unrefined state), wheat, milk, and eggs. Indeed, he
later described corn allergy as “the most common food allergy in North
America” (Randolph and Moss 1980, p. 109). He used Rinkel's tech-
nique (Rinkel 1944; Rinkel et al. 1951) of having patients avoid specific
foods for 4 to 6 days (and not much longer) to “unmask” reactions prior
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to test-feeding them. Herbert Rinkel, another American allergist, had
first described the phenomenon of “masking” and its clinical application
for food sensitivities.

According to ecologists, most allergists then, as now, do not recognize
or employ this avoidance or “unmasking” period prior to testing and
thus never see this type of food sensitivity in their patients. Recent
guidelines on food testing written for allergists and published in their
journal do not address this issue (Bock et al. 1988). Many traditional
allergists recognize primarily IgE-mediated, immediate reactions to
foods that generally are more readily observable by the investigator and
do not require an avoidance period in order to detect them.

In 1951, Randolph realized that not only foods but also chemicals
might be responsible for some of his patients’ symptoms. A physician’s
wife who sold cosmetics had been seeing Randolph over a 4-year period
for rhinitis, asthma, headache, fatigue, irritability, depression, markedly
fluctuating weight, and intermittent episodic loss of consciousness (Ran-
dolph 1987, pp. 73—786). At each visit, he recorded almost verbatim on
his typewriter the patient’s statements about her condition, without ed-
iting. By 1951, he had compiled 50 single-spaced typewritten pages
concerning this woman. Reading over these pages, he realized there was
a common denominator: each event was associated with exposure to gas,
oil, coal, or their combustion products. Similar observations in other
patients followed. A few years later, Randolph published a series of six
abstracts in the fournal of Laboratory and Clinical Medicine concerning
“allergic type” reactions to industrial solvents and liquid fuels, mosquito
abatement fogs and mists, motor exhausts, indoor utility gas and oil
fumes, and chemical (coal or petrochemically derived) additives in foods,
drugs, and cosmetics (Randolph 1954 a—f).

Randolph and other ecologists often refer to chemical sensitivities as
the “petrochemical problem” because the increase in the incidence of
this illness seems to parallel the growth of the petrochemical industry
and the increased use of synthetic materials such as particleboard, pes-
ticides, synthetic textiles, plastics, and food additives by consumers since
World War II. Late in the 1950s, Randolph adopted the term clinical
ecology in order to describe his practice and its focus on environmental
incitants and in order to avoid use of the word ailergy.

Randolph, who had been hospitalizing patients and testing them for
their food sensitivities, found that another critical element in many of
his patients’ recoveries was avoidance of environmental chemical expo-
sures in their jobs and/or homes while in the hospital. He developed
“Comprehensive Environmental Control,” a diagnostic approach in
which patients avoid exposure to synthetic chemicals in order to facili-
tate diagnosis of chemical sensitivity. The next chapter describes this
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method in detail. A description of comprehensive environmental control
and its role in diagnosis and therapy first appeared 30 years ago in
Clinical Physiology (Randolph 1960) and again in the Annals of Allergy in
1965 (Randolph 1965); Human Ecology and Susceptibility to the Chemical
Environment lists the most common chemical exposures Randolph felt
provoked symptoms in his patients (Randolph 1962).

Although Randolph reported treating a wide range of ilinesses suc-
cessfully, his and other clinical ecologists’ enthusiasm for this approach
was not shared by many of their contemporaries. Randolph’s early work
showing that environmental influences can provoke mental and behav-
ioral disturbances in a demonstrable, cause-and-effect way occurred in
the 1950s, at the same time modern psychopharmacology was develop-
ing and the use of phenothiazine tranquilizers was expanding. Drugs
that could control behavior, so-called chemical restraints, were easy to
administer and mass applicable, and drug companies promoted them
widely. University research in psychiatry, funded by drug companies,
became focused on the development of better drugs. Only later were
the long-range complications of many of these drugs realized. The dom-
inance of psychoanalytical, behavioral, and pharmacological approaches
to mental illness abrogated any major attempts by psychiatrists to look
for food or chemical triggers for their patients’ illnesses (Randolph 1987,
p. 188). Randolph and other clinical ecologists are critical of these de-
velopments in psychiatry: “especially psychoanalysis, despite its wide
application, has been devoid of any demonstrable evidence of etiology
and has been relatively ineffective therapeutically” (Randolph 1987, pp.
190-191).

As clinical ecologists continued to apply their concepts of environmen-
tal illness, many of which did not appear dependent upon immune
mechanisms, they distanced themselves more and more from traditional
allergists. When von Pirquet coined the name allergy in 1906, he defined
it as “altered reactivity” of whatever origin. Thus the word allergy as
originally used embraced both immunity and hypersensitivity (Corwin
1985). In 1925 European allergists influenced their American colleagues
to redefine allergy in the context of antibodies and antigens. Randolph,
Coca, and other allergists objected, preferring to call this development
the “immunologic theory of allergy,” but the new definition prevailed.
Thus clinical ecology, which was concerned with heightened reactivity
of unknown etiology, did not fit under this new definition. In 1967,
when IgE was discovered, it enhanced allergy’s credibility as a specialty.
(At the time, allergy shots were dimly viewed, even called “witchcraft”
or “voodoo medicine” by some medical practitioners.} IgE’s discovery
provided allergists with a scientific basis for their practice, and some
began to look down on areas such as clinical ecology that did not have
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such a basis. Thus the observations of clinical ecologists, irrespective of
their validity or clinical utility, were excluded from allergy, in part be-
cause IgE did not appear to be involved. Allergy and clinical ecology
have continued to develop and define their separate paradigms. Tables
1-2 and 1-3 present the salient differences in approach and philosophy.
These dueling paradigms have continued to hamper meaningful dia-
logue between the two groups. Clinical ecologists are not found in al-
lergy departments in medical schools. Their articles seldom appear in
premier allergy journals—many times, but not always, because the arti-
cles fall short of recognized standards for scientific publications. Peer
review in medicine may have both positive and negative consequences
(Horrobin 1990). It serves to ensure quality control but it may also deter
innovation. In the United States clinical ecologists are absent from aca-
demic medicine. In contrast, the Robens Institute, University of Surrey,
England, has given ecologist William Rea a chair in environmental med-
icine. An environmental unit has recently been established at the Beijing
Union Medical School in China. In Ontario, the Ministry of Health is
funding a $600,000 study of food sensitivities at the University of To-
ronto as a result of the Ontario study on chemical hypersensitivity.
Feeling shut out of allergy, Randolph and several other allergists
founded the Society for Clinical Ecology in 1965 and opened its doors
to family physicians, otolaryngologists, and other physicians interested
or involved in the area. In 1984 the society changed its name to the
American Academy of Environmental Medicine, much to the chagrin of
allergists, toxicologists, and other academicians in environmental medi-
cine. Membership in the academy has grown by 225 members in the last
2 years and presently totals 570 (Howard 1989). An examination leading
to certification in Environmental Medicine is offered, but the specialty
has not been recognized by the American Board of Medical Specialties.
Allergists continue to point to the scientific basis of their practice and
their detailed knowledge of immune mechanisms. Clinical ecologists
stress the importance of their clinical observations. To some degree,
their conflicts are an extension of the traditional tension between aca-
demicians and clinicians—a tension that has served neither side well.
Unfortunately, these conflicts may result in adverse economic conse-
quences for patients who are already frustrated by their illness and their
attempts to gain help. Allergists successfully persuaded Medicare not to
reimburse for provocation-neutralization therapies (the predominant
therapy used by ecologists, which is discussed further in Chapter 3) for
treating food allergies, and allergists are often asked to provide indepen-
dent assessments to insurance carriers who are contesting workers’ com-
pensation claims for disability associated with chemical exposure. One
prominent allergist we interviewed was distressed at finding himself “on



TABLE 1-2. Contrast Between Paradigms of Traditional Medicine and
Ecologically Oriented Medicine

Aspect Traditional Medicine® Clinical Ecology
Focusfapproach  Body-centered; diagnosis Environmentally oriented;
contingent upon laboratory diagnosis based upon

Stage at which
disease is
diagnosed

View of patient

Specialization

History taking

Therapies

or clinical findings;
symptoms alone generally
insufficient for diagnosis

End-organ damage generally
must be present

Focus on bodily parts and their
malfunction. The patient is
sick.

Anatomically demarcated®

Review of all body systems by
more thorough primary care
takers; organ-oriented by
specialists. Limited emphasis
on dietary factors except in
certain diseases, e.g., obesity,
diabetes, hypercholestero-
lemia. Minimal attention to
environmental exposures
(except smoking) unless
issue raised by patient

Drugs, surgery

temporal relationship
between symptoms and
chemical/food exposure;
testing by avoidance and
reexposure, sublingual or
cutancous provocation

Diagnosis may be made prior
to end-organ damage, i.e., in
a subclinical or pre-morbid
state

Focus on patient’s chemical
exposures and dietary
habits. The patient’s

environment is sick.

No specialties per se. Concept
of specialties considered
limiting because
environmental exposure
may provoke symptoms in
several systems
simultaneously,

The more thorough
practitioners review
symptoms involving each
system and search for
environmental contributors
to patient’s iliness. Emphasis
is placed upon dietary and
exposure histories,

Avoidance of environmental
and food incitants;
“neutralization” of
symptoms by giving small
dose of incitants; nutritional
supplements;
“detoxification”

* Within traditional medicine, allergists are among the practitioners most skilled in explor-
ing environmental factors relating to a patient’s illness. They also appreciate multiple
organ involvement. Differences between allergy and clinical ecology are summarized in

Table 1-3.

* Patients become “trained” to limit their complaints to the specialist’s organ of interest;
thus they may not complain of a headache to their gynecologist or of a rash to their

psychiatrist.



TABLE 1-3. Contrast Between Traditional Allergy and Clinical Ecology

Aspect Traditional Allergy® Clinical Ecology”
Focus Search for environmental Same as allergists
triggers for symptoms/
disease
Practice 1. Biological inhalants, e.g., 1. Chemical incitants
priorities {in pollen, dust mite, molds, 2. Food sensitivities
terms of etc. 3. Biological inhalants
frequency of 2. Food sensitivities
diagnosis/ 3. Chemical incitants
relative
importance
in their
patient
population)
Diagnostic
approaches:
Biological Skin tests using extracts of Skin testing also but using
Inhalants pollens, molds, etc. techniques/extract
Sometimes in vitro testing. concentrations that differ
from allergists
Foods Skin tests using food extracts Elimination diet with removal
or in vitro tests, but usually of suspect foods (or fasting)
limited to IgE-mediated for 4-7 days followed by
diseases, such as eczema. feeding challenges;
Some practitioners do use sublingual or cutaneous
elimination diets and food provocation-neutralization
challenges for diagnosis. heavily relied upon by
Double-blind, placebo- majority
controlled challenges
preferred.
Chemicals Interest in patient’s chemical Low-level, often subtle

exposures includes
occupational asthma,
chemical “irritants” that
exacerbate asthma and
contact dermatitis. Also drug
allergies or adverse reactions
to drugs. “Chemical testing”
limited to:
1. Skin testing for drugs
(especially penicillin)
2. Parch testing for contact
dermatitis
3. Inhalation challenges in
specially constructed
exposure chambers by a few
practitioners (usually
related to disability cases)

chemical exposures (e.g., gas
heat, formaldehyde, off-
gassing from particleboard)
responsible for many diverse
symptoms/diseases. Patiem
avoids incitants. Some
practitioners use sublingual or
cutaneous doses of certain
chemicals to provoke and
neutralize symptoms. A few
practitioners perform
inhalation challenges.

(continued)
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Aspect Traditional Allergy”

Clinical Ecology®

Therapies used  Avoidance where practical.
Antihistamines, topical and

systemic steroids, cromolyn,

Chemical, food incitants

avoided to regain tolerance.
Drugs generally are avoided

and other drugs.
Immunotherapy.

because of potential 10
sensitize. Some use of
pancreatic enzymes, oral
cromolyn, transfer factor,
nystatin for Cardida {yeast)
sensitivity, etc.
“Neutralization” used by
most. Rotary/elimination
diets often using organically
grown food. Detoxification
using saunas.

Definition of Adverse reaction involving Adverse reaction to a

allergy antigen-antibody or substance
sensitized lymphocytes
View of Varies greatly but majority of Consequence of exceeding
multiple patients felt to have patient’s capacity to adapt to
chemical psychiatric disorders or total environmental load
sensitivities erroneous belief systems

* Practice styles vary widely and even overlap within these groups; e.g., some allergists wreat
for Candida hypersensitivity, and some ecologists use traditional skin testing methods and
immunotherapy for inhalant allergies.

the wrong side” from the patient’s perspective as a result of taking
referrals from insurance carriers.

While conflicts and antagonisms continue between allergists and clin-
ical ecologists, the fields of toxicology and epidemiology are expanding
their recognition that chemicals are harmful at lower and lower levels
(Ashford 1987). Both classical toxicology and epidemiology have been
invaluable in studies involving a single cause resulting in a single effect.
With synergism (multiplicative effects of several toxins) or multiple ef-
fects, scientific investigations are more difficult to conduct and interpret.
Indeed, the design of epidemiological studies for the discovery of chem-
ical sensitivity requires great care. Because such a variety of inducing
substances and, subsequently, triggering substances seems to be in-
volved, several mechanisms could be operating simultaneously, and the
“disease” may not be the same in all cases. Performing retrospective
epidemiological studies on chemically sensitive persons without care-
fully defining the group to be investigated may result in a dilution of
the prevalence of significant health effects. Then again, stratifying
groups too narrowly may not yield statistically significant findings.
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Other difficulties may interfere with using epidemiology to detect
significant health effects of chemical exposures in certain situations.
Spengler and associates (1983a) enumerate some potential problems in
using epidemiologic studies to discover health effects of nitrogen diox-
ide (NQ,) exposure upon residents of homes with gas cooking.

1. Some homes with gas stoves have very low levels of NO,, as low as
those with electric stoves. Such variability could weaken the associa-
tion between health effects and pollutant categories.

2. Only a subset of the exposed group (those having gas stoves) may be
affected by gas stove combustion products.

3. High, short-term, or “peak” concentrations of NO, could be the pri-
mary cause of health effects, so that only a certain percentage of gas-
cooking homes would be at risk.

4. Pollutants other than NO, might be more important causes of health
effects. If so, variations in these pollutants among gas fuels and over
time would tend to weaken any observed effect.

5. Statistical correction for factors that correlate with NO,, such as so-
cloeconomic status, may interfere with observing health effects. For
example, low-income families are more likely to use gas stoves for
supplementary heating.

The problems encountered in using epidemiology to identify health
effects of NO, apply to multiple chemical sensitivity, although one fur-
ther difficulty may be involved in the case of chemical sensitivity; the
same exposure may produce different health effects in different individ-
uals. These obstacles may be avercome as more is understoed about this
problemn and the exposures involved.

At present, the allergists do not identify with the clinical ecologists,
even though the ecologists are concerned with “altered reactivity.” The
toxicologists and epidemiologists do not seek to establish communication
with the ecologists, even though the ecologists share their concern about
exposure to toxic substances. If the model employed by clinical ecolo-
gists offers any insight into a cause-and-effect relationship between en-
vironmental incitants and illness, its application will be seriously
hampered by the present state of affairs. Randolph has called for
strengthening the relationship between toxicology and clinical ecology.
We believe that some tenets of clinical ecology at its best will contribute
to a dynamic toxicology, that is, observing the effects of chemical incitants
in real time as those effects evolve.
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Magnitude and Nature of the Problem

Chemical sensitivity presents a challenging puzele for the scientist, physi-
cian, and public policy decision-maker. The pieces of the puzzle include
(1) observations of possible offending or triggering substances and health
effects, and (2) plausible mechanisms, diagnostic approaches, and thera-
pies. Although a definitive and accurate picture is yet to come, at this time
the pieces—viewed collectively—provide sufficient evidence to conclude
that chemical sensitivity does exist as a serious health and environmental
problem and that public and private sector action is warranted at both the
state and federal levels (see also Massachusetts 1989, p. 1). Just how large a
problem exists is not known at this time. The National Academy of Sciences
has suggested, without providing documentation, that approximately 15
percent of the population may experience “increased allergic sensitivity”
to chemicals (National Research Council 1987). Subsequent clarification
by the chairman of the 1987 NAS workshop revealed that this figure is
based on occupational studies of hypersensitivity to chemicals where the
hypersensitivity was considered immunologic in origin (Lebowitz 1990).
Based on the increasing outbreaks of sick building syndrome, increased
reporting of symptoms in contaminated communities to state health
departments, increased recognition of problems in the industrial work-
place, and the increasing numbers of physicians treating chemically relat-
ed sensitivities, the existing evidence does suggest that chemical sensitivity
is on the rise and could become a large problem with significant econom-
ic consequences related to the disablement of productive members of soci-
ety.

For an update on prevalence, see the section “Magnitude of the
Problem” in Chapter 8. Also see “Origins of Chemical Sensitivity” in that
chapter for a description of two possible new groups of affected persons,
sick Gulf War veterans and women with silicone breast implants.



CHAPTER 2

Key Terms and Concepts

Terminology

A wide array of names has been applied to the syndromes suffered by
patients with heightened reactivity to chemicals (Table 2-1). Each
name has specific implications regarding the underlying cause, mecha-
nism, or manifestations of the disease, and they overlap. A major hin-
drance in achieving scientific respectability has been the difficulty in
agreeing upon a definition for this condition (or conditions). Cullen
(1987b) has emphasized the importance of establishing a uniform case
definition before meaningful epidemiologic studies can be undertaken,
but cautions, “However constructed, the goal of descriptive studies must
be refinement of the diagnostic criteria, in particular the very tentative
boundaries with other diagnostic entities such as allergic, anxiety, panic
and post-traumatic stress disorders, and physiologic sequelae of central
nervous system (CNS) intoxication or injury, especially by organic sol-
vents.” He acknowledges possible overlap among these entities and of-
fers the following case definition:

Multiple chemical sensitivities (MCS) is an acquired disorder character-
ized by recurrent symptoms, referable to multiple organ systems, oc-
curring in response to demonstrable exposure to many chemically
unrelated compounds at doses far below those established in the gen-
eral population to cause harmful effects. No single widely accepted test
of physiologic function can be shown to correlate with symptoms. (Cul-
len 1987a)



28 Defining Chemical Sensitivity

TABLE 2-1. Autributes of Names for Heightened Reactivity

Cause Mechanism Effect
Environmentally Immunologic tllness Multiple chemical
induced illness Immunotoxicity sensitivities (MCS)
Chemically Immune dysfunction Multiple chemical sensitivity
induced (or I g laci syndrome
i m sregulation . o
acquired) mlfrre ysreg Chemical hypersensitivity
:);Persuscepﬂ- Conditioned odor response syndrome
ilit .
_y Fear/anxiety Universal allergy
Chemically M h icill .
acquired ass psychogenic 1iness 20th-century itlness
immune Various psychiatric Total allergy syndrome
deficiency disorders Environmental all r
syndrome illness e
(chemical
AIDS) Cerebral allergy
The petro- Environmental
chemical maladaptation syndrome
problem

Food and chemical sensitivity

This case definition, intended for epidemiological use, is intentionally
narrow. Cullen excludes persons who react to substances no one else is
aware of on the basis that such individuals may be delusional and ex-
cludes persons who have bronchospasm, vasospasm, seizures, or “any
other reversible lesion” that can be identified and specificaily treated.
Clinical ecologists, however, would argue that persons with broncho-
spasm, vasospasm, seizures, and other illnesses excluded by Cullen may
well have the chemical sensitivity problem. Each issue of the clinical
ecologists’ journal, Clinical Ecology, contains the following definition:

Ecologic illness is a chronic multi-system disorder, usually polysymptom-
atic, caused by adverse reactions to environmental incitants, modified
by individual susceptibility and specific adaptation. The incitants are
present in air, water, food, drugs and our habitat.

Although the patients the clinical ecologists and Cullen see are demo-
graphically divergent, the definitions of their illnesses are remarkably
alike. Both describe the chemically sensitive patient in similar terms. (See
Chapter 1 for a discussion of sensitive populations.) However, what is
sorely needed is an objective test that can be applied in each individual
case to determine, incontrovertibly, whether a particular person has
multiple chemical sensitivities.
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Given the multitude of environmental exposures (both chemical and
food) that allegedly can result in a seemingly endless array of physical
and mental syndromes and the frequent absence of findings on routine
physical examination, the practitioner who sees these patients with their
divergent and unfamiliar litany of complaints is at great disadvantage in
trying to diagnose the condition.

To circumvent this problem, we propose the following operational def-
inition of multiple chemical sensitivity, a definition that is based upon
environmental testing:

The patient with multiple chemical sensitivities can be discovered by
removal from the suspected offending agents and by rechallenge, afier
an appropriate interval, under strictly controlled environmental condi-
tions. Causality is inferred by the clearing of symptoms with removal
from the offending environment and recurrence of symptoms with
specific challenge.

Challenges conducted for research purposes should be performed in
a double-blind, placebo-controlled manner. This definition embodies
the approach to discovering environmental causation that was devel-
oped by Theron Randolph. Randolph originated the idea of an environ-
mental unit employing what he terms “comprehensive environmental
control” as both a diagnostic and therapeutic tool for dealing with these
patients. Briefly, this technique involves placing the patient in a specially
constructed environment devoid of materials that off-gas; avoiding the
use of drugs, cosmetics, perfume, synthetic fabrics, pesticides, and simi-
lar substances; and having the patient fast for a period of days until
symptoms resolve. This initial period of avoidance and fasting requires
approximately 4 to 7 days on the average. During this time, the patient
exhibits withdrawal symptoms such as headache, malaise, irritability, or
depression. At the end of this time, the patient’s symptoms, if enviren-
mentally related, should clear, provided that end-organ damage has not
occurred. Clinical ecologists say this clearing does occur in the vast ma-
jority of patients. At the end of this avoidance phase, the patient gen-
erally has a markedly lower pulse rate and an increased sense of well-
being, as well as a resolution of symptoms. Drinking waters from a
variety of sources also are tested to find one most compatible with the
patient. Next, individual foods are reintroduced, one per meal, over a
two- to -three-week period. Following this, the patient is placed on a
rotating diet of “safe” foods (i.e., foods that did not provoke symptoms
tor that particular patient). Finally, the patient is challenged with very
low levels (levels routinely encountered in daily living) of common
chemicals. Those exposures, both food and chemical, that induce symp-
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toms are to be avoided. (Comprehensive environmental control is dis-
cussed in more detail later in this chapter.)

We feel strongly that this operational definition is essential to resolv-
ing, once and for all, the debate about whether an individual’s symptoms
are or are not environmentally induced. An environmental unit is nec-
essary for scientific validation of the concept of chemical sensitivity.
Because of the expense and time required by patients and physicians
alike, we are not arguing that the unit be used for all patients. Such
stringent measures are not necessary for most patients. For severe cases,
however, no alternative is available at present, and only from firsthand
observation of hospitalized patients can physicians have the opportunity
to understand this illness better. In time, as more clinical data on these
patients accumulate, physicians may be able to diagnose this disorder on
the basis of the patient’s history and a few key laboratory tests. For now,
reliance must be placed on rigorous study in an environmental unit.
Ultimately a phenomenological definition may emerge that allows physi-
cians to diagnose, at least tentatively, chemical sensitivity based on a
history of a specific sensitizing event (such as a pesticide exposure} fol-
lowed by evidence of chemical and food sensitivities, multisystem effects,
improvement after avoidance of exposure, and similar experiences of
persons with like histories.

The environmental unit is the gold standard against which all other
diagnostic approaches and screening techniques should be measured.
An environmental unit is necessary in more severe cases, such as those
who have failed outpatient attempts at management or for patients with
seizures, suicidal tendencies, incapacitating migraine headaches, ar.
rhythmias, or other problems requiring continuous vigilance. However,
most individuals can remain outpatients while they are guided through
an elimination diet, avoidance of possible chemical incitants, and rechal-
lenge with suspected offenders. In a later section, we discuss provoca-
tion-neutralization and other office-based techniques that have been
adopted by clinical ecologists in order to screen for and treat this illness.
An enormous number of diagnostic and therapeutic modalities have
been proposed, many of them lacking scientific verification. The gold
standard—comprehensive environmental control with the use of an en-
vironmental unit—must be separated from the “fool’s gold” of some of
the more outlandish and untested diagnostic and therapeutic modalities.
That is not to say that certain of those approaches are not now effica-
cious or may not “pan out” in the future, but many await and need
critical scientific appraisal.

One aspect of clinical ecology that has repelled many traditional prac-
titioners is the hodgepodge of unscientific, sometimes “new age,” and
even spiritual approaches patients with this illness have resorted to in a
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desperate struggle to restore their health. Randolph himself has ex-
pressed dismay at this turn of events. A survey of arthritis patients, who
{like the chemically sensitive patient} have limited therapeutic options
and may lead constricted life-styles, revealed that 94 percent had tried
at least one unorthodox therapy (Wasner et al. 1980). From the chemi-
cally sensitive patient’s viewpoint, searching for alternative therapies is
understandable because the available treatments for this problem pri-
marily have been avoidance of exposure and an elimination diet. Re-
strictive diets and avoidance do not permit full engagement in a modern
life-style, and naturally patients seek alternatives. To the outside ob-
server, these patients’ practices appear cultist, and members of this sup-
posed cult have been labeled in print as “true believers” and their
physicians as “gurus” or “pseudoscientists.” We find such terminology
unfortunate and counterproductive. It would not appear to refiect the
level of intelligence and professional achievements of these patients,
many of whom are scientists, physicians, lawyers, teachers, and others
from whom one would expect a modicum of common sense. Many are
intelligent individuals who are angry at traditional medical practitioners
for their unwillingness to study and understand this iliness.

As individuals with chemical sensitivities are caught up in the escalat-
ing debate among medical practitioners, they find it more and more
difficult to obtain unbiased, useful information regarding their condi-
tion. This difficulty underscores the importance of the operational defi-
nition we have proposed for chemical sensitivity. This definition takes
the problem seriously and offers the environmental unit as the objective,
scientific means for its study. With regard to other definitions that have
been proposed, we agree that Cullen’s narrow, descriptive case defini-
tion may have utlity in some epidemiological investigations, for exam-
ple, in tight-building syndrome or certain occupational outbreaks. In
dealing with such a diversity of agents causing equally diverse effects at
extraordinarily low levels with no true unexposed control group, how-
ever, such a definition may make engaging in meaningful epidemiologic
investigations difficult.

Another term in this controversy that has confused patients and phy-
sicians alike is the word allergy. In a scholarly review, Alsoph Corwin
(1985) of Johns Hopkins discusses the historical consequences that have
arisen out of what he calls a faulty definition of allergy. He traces the

evolution of the term and its consequences for the development of the
field.

Essentially, the fallacy lies in the confusion of hypersensitivity with
immunity and the consequent exclusion from consideration of those
cases of hypersensitivity which do not exhibit serological abnormalities.
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These include many food reactions, drug allergies and reactions to envi-
ronmental pollutants,

Corwin acknowledges Randolph and other clinical ecologists for not hav-
ing been hamstrung by the limited definition of allergy as IgE-mediated
(atopic) disease and for having attempted to document and ¢lucidate the
mechanisms of individual hypersensitivity, a problem he describes as much
more prevalent than atopy. According to Corwin, “Estimates of the inci-
dence of hypersensitivity in the general population run from 50-90%,
whereas only approximately 6% have atopic allergy.” The faulty definition
of allergy, by excluding most hypersensitivities, has had devastating conse-
quences, according to Corwin. He points to the work of Randolph in estab-
lishing cause-and-effect relationships between environmental factors and
disease, saying, “Exclusion of these phenomena [that is, restricting the def-
inition of allergy to IgE-mediated disease] also involves the world in
tremendous expenditures for research for the elucidation of disease states
when the solutions to the problems lie unused in the great medical
libraries of the world.” (See Chapter 3 and Appendix A.) Here Corwin is
alluding to the writings of Randolph and others.

The field of allergy and immunology today embraces antigen-anti-
body interactions (including those involving IgE), sensitized lympho-
cytes, and anaphylactoid drug reactions whose mechanisms remain
obscure. Nevertheless, the view of allergy as primarily concerned with IgE-
mediated phenomena has prevailed and has had considerable conse-
quences for the practicing traditional allergist. William T. Kniker (the 1985
Bela Schick Lecturer, a professional honor bestowed by the American
College of Allergy and Immunology) described the erosion of the allergist’s
practice by ear, nose, and throat {ENT) physicians, pulmonary specialists,
and other groups. Kniker (1985) warned his fellow allergists: ‘‘We are not
yet comfortable with other hypersensitivity diseases (immunologically trig-
gered or not), adverse reactions to foods and environmental factors (occu-
pational, hobby, home). ... The narrowness of our specialty makes us
extremely vulnerable.” He quoted the author of Meguatrends, who forecast
“the triumph of the new paradigm of wellness, preventive medicine, and
holistic care over the old model of illness, drugs, surgery, and treating
symptoms, rather than the whole person. The next big shift will be to focus on
the environmental influences on health!”’ (emphasis by Kniker).

Randolph (1987, p. 292) estimates that nearly 2,000 physicians, in-
cluding roughly 900 ENT physicians, are applying the techniques of
clinical ecology, in contrast to 3,000 to 3,500 conventional allergists.
Many communities have a surfeit of traditional allergists, and new allergists
find demand for their skills waning (Kniker 1985). In contrast, clinical
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ecologists are quite busy. Randolph (1987} notes “‘when there were only a
few of us we were treated as gadflies. Now that we are 40% of the total we
are perceived as a real threat and dealt with accordingly.” Almost all of the
traditional allergists we interviewed feel strongly that allergy should
embrace patients who have heightened reactivity to chemicals and/or
foods, irrespective of the etiology of their problem. Selner (1985b), in par-
ticular, has written:

There is every indication that the problem of chemical intolerance will
continue to grow. We view these events as an opportunity for Allergy to
appropriately expand its interest and influence into areas to which the
public and the medical profession have traditionally turned to allergists
for answers. . . . Although this may require fundamental changes in tradi-
tional practice priorities as well as allergy training curriculums, we belicve
the future of allergy practice can be found within this challenge.

Daris Rapp, a board-certified allergist who practiced traditional allergy for
18 years, turned to clinical ecology 14 years ago when she observed a dra-
matic reaction to food in a friend and became intrigued that clinical ecol-
ogists almost never placed asthmatic patients on stercids. She feels it is
“ludicrous” to say that what ecologists do is not allergy. In her view (1985)
she always was, still is, and will continue to be an allergist:

I am doing the same things, for example, that [ did for the first 18 years,
but much better. I use the same extracts to test and treat. What I do, how-
ever, requires much more time, and the overhead is discouragingly
increased. But the rewards are that patients, not helped by others, or pre-
viously not helped by myself, often get well quickly.

Ironically, patients with chemical sensitivity who have seen traditional
allergists for what they felt was an "allergy” to tobacco smoke or some
other substance have been lectured to on the subject of allergy and what its
definition really is, that is, IgE-related disease. Some allergists we inter-
viewed told us they attempt to educate these patients by handing them
“Clinical Ecology” or “Controversial Techniques,” the position papers of
the American Academy of Allergy and Immunology (see references).
Patients who consult allergists probably do not care whether what they have
is, by definition, an allergy or not; what they are interested in is help in
treating an adverse reaction to some substance.

For an updated discussion of terminology, see “A Note on Terminology”
in Chapter 7.
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Adaptation

One of the difficulties the observer encounters in trying to understand
multiple chemical sensitivity is the ostensible lack of a central concept or
unifying theory. Such a unifying theory does exist and revolves around
the concept of adaptation, known in other contexts as acclimation or
acclimatization, habituation, developing tolerance and even addiction (which
we will explain later). Randolph has used the terms adaptation and addic-
tion most often. However, reference to one of the other words may make
grasping the concept easier. Acclimatization is a widely used term in oc-
cupational health that refers to workers gradually becoming accustomed
to exposures on the job, for example, heat stress. Understanding adap-
tation is important here for two reasons: (1) adaptation makes difficult
the discovery of the effects of a particular exposure on the body and (2)
chemical exposures may adversely impact adaptation mechanisms and
thus lead to illness.

Relatively little can be discovered about physiological “adaptation” by
reading medical textbooks or recent major medical journals, in part
because of the absence of Randolph’s writings from such publications
for a quarter of a century. However, detailed discussions of adaptation
appear in all of Randolph’s books, in journal articles by him from the
1950s, and in the clinical ecologists’ literature. Our impression from
interviewing traditional allergists is that many allergists are not aware of
this concept and its potential clinical ramifications.

Concerning adaptation (or acclimation), Randolph (1962, p. 5) wrote:

Human ecology embodies the concept of a person’s adaptation to the
conditions of his existence. The ecologic effects of chemical incitants
are observed most advantageously by first isolating an individual from
the total chemical environment and then observing his response to re-
exposure to previously avoided parts of it.

That human beings respond to chronic exposure to environmental
challenges by adapting, acclimating, acclimatizing, or even becoming
addicted is widely recognized for a variety of substances. Most would
agree that the use of narcotics, alcohol, nicotine, and even caffeine can
be addicting. For example, the first cigarette ever smoked might be
associated with eye and throat irritation, but over time, with more ciga-
rettes, most individuals adapt, and primarily the pleasurable effect of
nicotine on the brain are experienced. After months or years, more
cigarettes {or alcohol or caffeine or drugs) may be required for the same
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amount of lift. The individuals may exhibit addictive behavior seeking
cigarettes more frequently. Subsequently, quitting cigarettes (alcohol,
caffeine, or drugs) may lead to withdrawal symptoms including irritabil-
ity, drowsiness, fatigue, moodiness, and headache. After individuals
have quit smoking, they may find themselves supersensitive to others’
smoke (the forgotten eye and throat irritation reappear after a period
of avoidance). This example parallels the food and chemical adaptation
and addiction that ecologists like Randolph have described in their pa-
tients: frequent exposure to a substance results in adaptation (irritation
and other warning signals may disappear); continued exposure
may lead to addiction; reduction or cessation of exposure generally
results in withdrawal symptoms.

The difference between chemical exposures and cigarettes, alcohol,
or caffeine is that in the former case addiction is an unwitting process.
The individual may have no idea it is occurring. But if the offending
chemical is removed, withdrawal symptoms may ensue (Table 2-2). With
reexposure to the substance following a period of avoidance, symptoms
return, often quickly and much more obviously related to the exposure.
What confuses many patients and practitioners is that the symptoms for
which the individual is most likely to seek a physician’s help are those
that occur during withdrawal when the person is no longer exposed (or
less exposed) to the offending agent! Thus headaches may occur when
the individual smokes fewer cigarettes than usual or drinks less caffeine.
Indeed, these unpleasant withdrawal symptoms may be forestalled by
smoking another cigarette or taking another drink of coffee or alcohol
and thus perpetuating addiction. Patients may report that smoking a
cigarette or drinking a cup of coffee in the morning (after 8§ or so hours
without) relieves their headache (a withdrawal symptom) and they feel
better, not suspecting that the cigarette or coffee might also be the cause
of their headache.

Occupational health presents many examples in which acclimatiza-
tion, inurement, or tolerance to a substance is known to develop, for
example, exposure to ozone, nitroglycerin, cotton dust, welding fumes
{(containing zinc), and solvents. Note that the incitants mentioned thus
far are all quite different from one another: some are ingestants, others
inhalants; some are solid, others liquid or gaseous in form; some are
organic, others inorganic; some (ozone} are simple inorganic molecular
gases, whereas others (welding fumes) are complex mixtures of organic
and inorganic substances in solid, liquid, and gaseous phases. The point
is that the human organism has the capacity to adapt to an endless array
of substances. In the exireme, as described for cigarettes and caffeine,
individuals unknowingly may become addicted to the incitant, for exam-



TABLE 2-2. Stimulatory and Withdrawal Symptoms Associated with Exposure to Various Foods and Chemicals®

Behauvior Response Stimulatory Response
Classification Classifications Level Characteristics Typical Responses
Stimulated Maladapted Cerebral ++++ MANIC, WITH OR Distraught, excited, agitated, enraged,
and Behavioral WITHOUT and panicky. Circuitous or one-track
Responses CONVULSIONS thoughts, muscle-twitching and jerking
of extremities, convulsive seizures, and
altered consciousness may develop.
+++ HYPOMANIC, TOXIC, Aggressive, loquacious, clumsy (ataxic),
ANXIOUS AND anxious, fearful, and apprehensive;
EGOCENTRIC alternating chills and flushing, ravenous
hunger, excessive thirst. Giggling or
pathological laughter may occur.
Adapted Responses ++ HYPERACTIVE, Tense, jittery, “hopped-up,” talkative,
IRRITABLE, argumentive, sensitive, overly
HUNGRY, AND responsive, seif-centered, hungry, and
THIRSTY thirsty; flushing, sweating, and chilling
may occur, as well as insomnia,
alcoholism, and cbesity.
+ STIMULATED BUT Active, alert, lively, responsive, and
RELATIVELY enthusiastic, with unimpaired ambition,
SYMPTOM-FREE energy, initiative, and wit. Considerate
of the views and actions of others. This
usually comes to be regarded as
“normal” behavior.
“Normal” 0  BEHAVIOR ON AN Calm, balanced, level-headed reactions.

EVEN KEEL, AS IN
HOMEOSTASIS

Children expect this from their parents
and reachers. Parents expect this from
their children. We all expect this from
our associates.



Withdrawal Maladapted Localized
(maladapted) Responses
responses: loss of
tolerance

Maladapted Systemic
Responses

Maladapted
Advanced
Stimulatory
Responses

LOCALIZED ALLERGIC
MANIFESTATIONS

SYSTEMIC ALLERGIC
MANIFESTATIONS

BRAIN-FAG, MILD
DEPRESSION, AND
DISTURBED
THINKING

SEVERE DEPRESSION,
WITH OR WITHOUT
ALTERED
CONSCIOUSNESS

Running or stuffy nose, clearing throat,
coughing, wheezing. Asthma, itching
(eczema and hives), gas, diarrhea,
constipation {colitis), urgency and
frequency of urination, and various eye
and ear syndromes.

Tired, dopey, somnolent, mildly
depressed, edematous with painful
syndromes (headache, neckache,
backache, neuralgia, myalgia, myositis,
arthralgia, arthritis, arteritis, chest
pain), and cardiovascular effects.’

Confused, indecisive, moody, sad, sullen,
withdrawn, or apathetic. Emotional
instability and impaired auention,
concentration, comprehension, and
thought processes (aphasia, mental
lapse, and blackouts).

Unresponsive, lethargic, stuporous,
disoriented, melancholic, incontinent,
regressive thinking, paranoid
orientation, delusions, hallucinations,
sometimes amnesia and coma.

" Begin at 0 (normal behavior, feeling well), and follow the stimulated levels (+ up w0 ++, + + +, etc.) which result from exposure to a
particular substance (tolerance or adaptation is occurring during these stages), With removal from exposure, the individual withdraws (+ + +,
downto + +, +,0, -, ——, etc.) and experiences symptoms of withdrawal (loss of tolerance, or maladaptation).

# Cardiovascular manifestations, including rapid or irregular pulse, hypertension, phlebitis, anemia, and bleeding and bruising tendencies, may

accur at any level,

Source: Randolph, T. and Moss, R., An Alternative Approach to Allergies, copyright |. B. Lippincott Co., Philadelphia, PA (1980).
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ple, to some solvents. Addiction is most likely to be recognized for sub-
stances that have euphoric or other pleasant properties and less likely to
be recognized for chemicals and foods without these properties.

By isolating his patients from their usual environments and then re-
exposing them to various foods and chemicals one by one, Randolph
discerned that adaptation plays an important role in many common
substances people eat, drink, or inhale, Virtually any food or chemical
follows the same pattern: initially, the individual notes symptoms when
the substance is frst encountered; gradually, with continued exposure
or multiple reexposures, tolerance or adaptation or acclimatization oc-
curs. “Addiction” to commonly eaten foods, such as corn, wheat, milk,
eggs, and citrus fruit, and to common chemical inhalants, for example,
formaldehyde or gas combustion products, although generally not rec-
ognized by patients or their physicians, also occurs, according to ecolo-
gists.

As we indicated earlier, what Randolph contributed was a systematic
approach to studying individual responses to foods and chemicals. By
removing individuals from their total background of environmental in-
citants and exposing them to each food and each chemical individually,
he was able to observe a biphasic response to some of these substances
(Fig. 2-1). He noted that initially the individual might experience a
stimulatory effect (adapted response; tolerance develops) lasting varying
periods of time depending upon the incitant. However, this “up” phase
was generally followed by a withdrawal phase (maladapted response;
loss of tolerance). Upon beginning to experience unpleasant withdrawal
symptoms, the individual would seek, consciously or unconsciously,
more of the same substance. These ups and downs follow a sort of
sinusoidal (biphasic) pattern, as depicted in Figure 2-1. On the graph,
beginning at zero, the patient is free of symptoms and at baseline health
status. Following a one-time or occasional exposure to a provoking sub-
stance, stimulatory effects result; after a period of time (minutes to
hours to days, depending upon the nature of the incitant), the stimula-
tory effects subside and give way to withdrawal symptoms. The fre-
quency of these up and down reactions depends upon the frequency of
the person’s contact with the incitant. The amplitude of the stimulatory
and withdrawal portions of the reaction depends upon the substance
and the individual’s susceptibility (degree of adaptation or addiction) to
it. The particularly sensitive person exhibits larger amplitudes than the
normals. For example, an occasional drinker or a painter exposed to
solvents the first few times might have a relatively pleasant up phase
with relatively few withdrawal symptoms afterward. As exposures be-
come more frequent, however, addiction may occur. A painter might
visit other painters on his day off in order to “sniff” some solvent. (Ran-
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| Contact |
| with reactive |
| substance i
[ |
Stimulatory |
Symptoms |
|
I alternating
stimulatory '\ and
Clear
Time — . withdrawal
symptoms
Withdrawal
Symptoms
|
|

FIGURE 2-1. Symptom progression of a single reaction to an incitant. During the early phases of
exposure lo a particular substance, stimulatory symploms predominate (“up,” “hyper,” jittery). As
exposure (o the offending agent continues, adaptation occurs and fewer of these symptoms are experi-
enced. With removal from (or discontinuance of) exposure, the individual experiences withdrowal
symptoms ranging in intensity from mild lo severe. (From O'Banion, D. R., Ecological and Nutri-
tional Treatment of Health Disorders, 1981, p. 68. Courtesy of Charles C Thomas, Publisher,
Springfeld, Ilifnois.}

dolph 1987, p. 109); perhaps drinking alcohol has a role in forestalling
solvent withdrawal symptoms in some susceptible painters.

The key to understanding multiple chemical sensitivity may lie in re-
cognizing these ups and downs that occur after exposure to manydifferent
substances. Table 2-2 illustrates the pattern of reaction Randolph claims
he has observed in thousands of patients after exposure to an incitant.
The amplitude of a reaction varies from person to person and incitant
to incitant, but the pattern is quite constant. Beginning in the center of
the table at zero, read upward for stimulatory effects and downward for
withdrawal effects. Note that many of the stages, both stimulatory and
withdrawal, are characterized by central nervous system (CNS) symp-
toms such as anxiety, confusion, depression, and irritability. Such symp-
toms are commonly noted by patients with multiple chemical
sensitivities, The early stimulated (+ and + +) levels are adaptive re-
sponses by the body 10 an environmental incitant. Individuals at adap-
tation level + are stimulated but relatively free of symptoms. They may
remain at this relatively desirable level (which often is confused with
normalcy, level 0) indehnitely. According to Randolph, individuals
rarely seek medical help at levels +.or + +. However, the onset of
withdrawal (—) symptoms, whether systemic (fatigue, myalgia, or im-
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paired concentration) or localized (rhinitis, asthma, or colitis), brings
patients to the doctor. Often, the plus phase of any reaction is followed
by a minus phase at least as intense, or perhaps one stage deeper. Thus
a + + stimulatory phase may be followed by a — — or ~ — — withdrawal
phase (see Table 2-2). In many individuals, every step of the entire
sinusoidal progression of symptoms (for example, +, ++, +, 0, ~,
— —, — — — and finally back up to — —, —, and 0) can be observed. The
most extreme case would be progression from mania to deep depression
in a single patient, as in manic-depressive disease. Another interesting
aspect is the tendency for psychotic (+ + + + or — — ~ —) and classical
allergic {— and — —) manifestations to alternate in individuals. In the
1800s Savage described several cases in which insanity alternated with
asthma; when one was present, the other disappeared. Old psychiatric
texts refer to this vacillation between physical and mental manifestations
as alternation (Randolph 1976b).

With long-term exposure to a given incitant (for instance, alcohol),
especially in certain individuals, the degree and duration of stimulation
may become less and less while the withdrawal or depressed phase be-
comes deeper and more prolonged. At face value, this sinusoidal reac-
tion to a substance might seem a somewhat artificial construct, but
Randolph asserts it is not. Randolph himself has hospitalized, fasted,
and tested more than 10,000 people with many foods and chemicals
since 1956, and his theories are distilled from observations of patients
who have gone through an environmental unit (Randolph 1980, p. 169).
For a patient with sensitivities involving foods alone, an elimination diet
or fasting followed by reintroduction of single foods may be adequate
for diagnosis. However, Randolph states that since World War II he has
observed increasing numbers of individuals who respond adversely to
the chemical environment. Subtle chemical sensitivities may be difficult
to assess while a patient remains at home or even in most hospitals
because these places generally contain background low levels of natural
gas, disinfectants, perfumes, cleaners, tobacco smoke, paints, varnishes,
adhesives, and other substances. According to Randolph, the patient’s
symptoms may be masked by the presence of these contaminants (more
on this subject follows later).

With regard to chemical sensitivity (or susceptibility, a term Randolph
prefers in order to avoid confusion with classical, IgE-mediated allergic
sensitivity), Randolph (1987, p. 78) notes that, more than foods, chemi-
cal exposures are:

associated with higher degrees of individual susceptibility and relatively
greater persistence of susceptibility as well as more advanced clinical
syndromes. Also, once individual susceptibility to one or a few environ-
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mental chemical exposures has developed, it almost invariably tends 1o
spread 1o involve other combustion products and derivatives of gas, oil
and coal.

Randolph has referred to this as the “petrochemical problem.” The
stimulatory and withdrawal levels for foods and chemicals overlap each
other (Fig. 2-2) so that in real life—outside an environmenial unit—at
any given moment what the organism is feeling is a summation of all
effects, whether stimulatory or depressive, of all substances inhaled,
contacted, or ingested. Figure 2-2 shows that attempts to identify the
effects of single substances would be frustrated by the overlapping re-
sponses. Only by placing the individual in an environment devoid of
chemical and food incitants is one able to determine whether the illness
is alleviated. Assuming the patient improves (which occurs in the major-
ity of cases, according to ecologists), the next step is to reexpose the
person to individual substances in order to avoid overlapping responses
and then to observe the result. According to Randolph, only in this way
can the stimulatory and withdrawal phases associated with a given sub-
stance be discerned. If all possible food and chemical contributors are
not removed, an effect may be missed. Hence, in order to rule out
environmental illness definitively, an environmental unit would be re-
quired. An environmental illnesscould be ruled in on an outpatient basis,
but not ruled cut. However, environmental factors should be ruled
out before psychiatric diagnoses and labels are applied to patients (see
later discussion on psychogenic mechanisms).

In real life, following several days’ avoidance of suspected incitants, a
very robust response may occur with re-exposure, but not be recognized
as such: An asthmatic might feel well after spending a week in a
Caribbean island, breathing clean air and eating a diet devoid of usual
foods, only to have a severe, life-threatening asthmatic response to
exhaust from the engine of a boat taking the individual home. Once

Stimulatory
Levels

Responses

Withclrawal
Fovels

Time ——e

FIGURE 2-2.  Querlapping of responses to food and chemical incitants in en individual with
multiple exposures and multiple chemical sensitivities,
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the asthmatic readapts, acclimatizes to auto exhaust combustion prod-
ucts and other air pollucants in the area, and experiences only chronic
wheezing. Thus, following deadaptation (removal of incitants), the in-
dividual exhibits a more acute and convincing reaction upon reexpo-
sure. This appears to be what occurs in an environmental unit during
testing. So acute and convincing are some of these reactions that patients
themselves erroneously (at least in the eyes of some) surmise they must
have an “allergy” to a particular substance. However, if the patient is
not deadapted (unmasked) when tested, a reaction may not occur, con-
vincing the physician that the “allergy” was all in the patient’s mind.
Many double-blind studies by allergists and others in the past have not
taken this phenomenon of masking into account and therefore may be
flawed. The sensitivity, if not tested for in the unmasked state, may easily
be missed.

Occupational health has many widely recognized examples of adap-
tation that are analogous. They, too, fit a biphasic pattern. Industrial
hygienists and occupational health physicians know that one of the most
valuable clues to work-related illness is a history of intense symptoms
following return to work after a vacation or weekend (leading to with-
drawal and deadaptation). The following examples help underscore the
existence of this phenomenon of adaptation. These particular examples
may or may not also represent multiple chemical sensitivity. Individuals
who are more sensitive or susceptible to the following substances may
be the same individuals who are prone to developing multiple chemical
sensitivities. In other words, multiple chemical sensitivities may reflect
failure of adaptation in some sense. Failure may be the result of individ-
ual tendencies, an environmental insult, or some combination of the
two. Bearing in mind that multiple chemical sensitivity might be what is
actually occurring in the most sensitive subgroups exposed to these sub-
stances, let us now turn to some specific examples from occupational
medicine:

1. Welding on galvanized metal causes evolution of zinc oxide fumes
that, when inhaled, provoke an influenza-like syndrome with head-
aches, nausea, weakness, myalgia, coughing, dyspnea, and fever. The
same symptoms may result from inhaling fumes of copper, magne-
sium, aluminum, and other metals. Hunter (1978, p. 407) writes:

The frequency and severity of the attacks are affected by the
regularity of exposure for those who work continuously in the
trade seem to acquire a tolerance which, however, is only tran-
sient, since it may be lost during a weekend away from work. In
such cases the relapse of symptoms after working on a Monday
gives rise to the name “Monday Fever.”
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Removal from exposure (deadaptation) for a couple of days is followed
by an exacerbation of symptoms upon return to work.

Cotton {Hunter 1978, pp. 1043-1045), grain, and other organic dusts,
as well as vapors from contaminated humidifiers, also produce an acute
flulike illness, usually on the first workday after a period away from the
job. In other words, after a period of deadaptation, reexposure to
organic dust or vapors may provoke acute symptoms. In this example
and the previous one, systemic symptoms {metal fume fever and flulike
illness from organic dust exposure}, appear, not just respiratory symp-
toms. Flulike symptoms involving multiple systems occur in a subgroup
of exposed workers. Although the physiological responses to metal
fumes and organic dusts have been characterized and differ markedly
from that of other substances discussed here, nevertheless there is an
adaptive component to these responses. Adaptation appears to be an
attribute of many, if not all, physiological systems.

Nitroglycerin, used to manufacture gunpowder, rocket fuels, and dyna-
mite, may cause severe headaches, breathing difficulty, weakness,
drowsiness, nausea, and vomiting as a result of inhalation. Lesser symp-
toms may appear with oral administration (for example, as a drug for
cardiac patients) or skin contact. Even wives of nitroglycerin workers
who launder and iron their husbands’ clothing mav experience similar
symptoms, headache being the most prominent.

The headache may continue for one or two hours, or even for three
or four days. The onsct may be associated with exhilaration, but usu-
aily this passes and the victim becomes depressed. . . . Tolerance to
exposure develops after three or four days of continued exposure,
but is lost after two days away from work. Since the 19th century, work-
ers have been known to avoid the Monday headache, once they
become tolerant to nitroglycerin, by placing nitroglycerin under
their hatbands over the weekend, or sucking occasionally on a piece
of dynamite. Others inhaled the fumes from their work clothes over
the weekend (Daum 1983, pp. 639, 648).

Stimulatory (exhilaration) and withdrawal (depression) symptoms
occur in a biphasic manner. Alcohol may make dynamite headaches
worse and cause confusion, extreme agitation, hallucinations, or viclent
behavior; individuals have even been known to commit murder (Daum
1983). Here then is an example of an individual exposed to a particular
chemical who exhibits reduced tolerance for an ingestant.

Most studies have failed to show a difference in blood pressure
between dynamite workers and controls; however, differences are
noted between measurements taken in dynamite workers on Monday
(lower) and those taken later in the week. Without insight into the
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principles of adaptation, one might overlook or discount such a phe-
nomenon and examine only the average blood pressure during the
week. Nitroglycerin has other effects on the central nervous system
such as mania (+ + + +), epilepsy (+ + + +), depression (— -,
-~ = =, ————), aphasia (- — —), parasthesias (~ —), and head-
aches (— —). Understanding adaptation, one could trace all of these
symptoms through their stimulatory and withdrawal levels.

Noteworthy is a study by the Pennsylvania Department of Health
of dynamite workers who suffered sudden death that was felt to be
cardiovascular in origin (Carmichael et al. 1963). Almost all of them
died after a period away from exposure on the job, that is, during
the withdrawal phase (see footnote to Table 2-2 regarding cardiovas-
cular manifestations). Most of these workers were 30 to 45 years old,
and their physical exams were largely unremarkable. “Monday morn-
ing angina” has been described among dynamite workers; if their
angina attack does not interfere, returning to work may cure it! The
incidence of sudden death among workers at one dynamite plant was
15 times the expected rate. The mechanism is unknown; however,
some have speculated that acclimatization followed by vasospasm on
withdrawal from exposure suggests an increased sympathetic ner-
vous system output compensatory mechanism (Daum 1983). William
Rea, a cardiothoracic surgeon and ecologist, has written extensively
concerning arrhythmias and coronary vasospasm—both of which he
feels may contribute to sudden death—resulting from food and/or
chemical sensitivities (Rea 1981, 1987b),

Hunter relates the story of a dynamite worker who had severe
headaches and whose wife and children had terrible headaches as
well. His physician recommended slipping two or three grains of
powder under his hatband and taking a few more grains and hiding
them around the house. This advice worked well; their headaches
disappeared. However, anyone who came to the house as a visitor
would get “a hell of a headache.” Alfred Nobel, inventor of dynamite
and founder of the Nobel prize, likewise suffered from dynamite
headaches over many years. Hunter notes that individual susceptibil-
ity to nitroglycerin varies tremendously. In all but 2 10 3 percent of
workers, tolerance is acquired within a few days of exposure (Hunter
1978, pp. 560-566). Conceivably, those who fail to develop tolerance
to nitroglycerin may have the chemical susceptibility (multiple chem-
ical sensitivity) problem,

. Ozone, an air pollutant of special concern to residents of Los Angeles

and other cities, has been the focus of considerable research relevant
to adaptation. Intrigued by how little respiratory illness and death
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occurred relative to the high levels of ozone in very polluted cities
and suspecting adaptation might play a protective role, Hackney and
associates {1977a) compared the responses of four Canadians (not
adapted) and four Californians (adapted) to ozone challenges, Al-
though reactivity varied greatly from individual to individual, Cali-
fornians were only minimally reactive to levels that for the Canadians
caused coughing, substernal discomfort and airway irritation, pulmo-
nary function test decrements, and increased red blood cell fragility.

In another experiment, six volunteers with respiratory hyperreac-
tivity were placed in an environmental chamber with ozone at 0.5
ppm (parts per million), typical of ambient levels, for 4 days (Hack-
ney et al. 1977b). Five of six had decreased pulmonary function
during days 1 to 3, but gradually improved, almost to baseline by day
4, suggesting adaptation had occurred. The authors note that not all
adverse effects of ozone may be prevented by adaptation; for exam-
ple, increased blood cell fragility may persist. Therefore, adaptation
or masking of some symptoms may occur while other physiological
alterations continue.

Individuals’ abilities to adapt to ozone appear to depend upon
their initial sensitivity to it. More sensitive persons adapt more slowly
and cannot maintain the adaptation as long; they usually remain
adapted less than 7 days following cessation of exposure (Horvath
1981).

Adaptation to ozone seems to be a concentration-dependent phe-
nomenon. Chronic exposure to low levels of ozone in the air does
not mitigate the effects of acute exposures to ozone at higher concen-
trations (Gliner 1983). These cbservations pertaining to ozone might
also apply to the exposure experiences of chemically sensitive pa-
tients,

Because some tolerance to ozone can be induced in small rodents
exposed to 1 ppm of ozone in as little as one hour, Stokinger (1965)
speculated that the mechanism that seemed to explain observations
in animals best was “either a cellular depletion phenomenon or en-
zyme stimulation.” Mustafa and Tierney (1978), discussing oxygen
(as opposed to ozone) toxicity caution, “the term ‘tolerance’ should
not be considered to indicate absolute tolerance, because continuing
injury does occur, and eventually, emphysema-like changes and fi-
brosis develop”; in the short term, tolerance may be protective, but
“when exposures are continuous or intermittent for a period of weeks
or even years, it is likely that unacceptable lung injury is necessary to
keep the mechanism of tolerance or adaptation activated.” With re-
gard to ozone exposures among “adapted” Southern Californians,
Mustafa and Tierney comment, "Whether or not they have continu-
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ing lung injury with increased probability of bronchiiis, emphysema,
or even malignancy is not known, although some reports have sup-
ported the concept.”

Bell and King (1982), extending these ideas to chemically sensitive
patients, speculate that their chronic symptoms “may reflect the more
insidious, non-adapting changes induced by offending foods and
chemicals. At the same time, the more obvious and dramatic adverse
clinical effects may be masked or adapted.”

Solvents are among the chemicals most frequently implicated by
chemically sensitive patients who attribute the onset of their illness
to a particular exposure (Terr 1989a; Cone et al. 1987; see Table 2-
3). Vapors from various solvents are the most prevalent of indoor air
contaminants (Molhave 1982). The volatile organic compounds
(VOCs) associated with sick building syndrome are in large part sol-
vent vapors. The sensory irritation, headache, drowsiness, and other
symptoms noted by occupants of tight buildings are consistent with
known effects of solvent vapors, albeit at much higher concentra-
tions. Solvent is a very broad term encompassing a wide range of
liquids that are capable of dissolving or dispersing other substances,
They are found in many products commonly used at home and at
work, for example, in paint, varnishes, adhesives, pesticides, and
cleaning solutions.

The adverse short- and long-term effects of solvents are widely
recognized by occupational health professionals. In recent years
much effort has been directed toward reducing the solvent content
of paints by using larger fractions of water as a vehicle for pigments
and thereby reducing exposures for persons applying them. Never-
theless, exposures to solvents at home and at work may be significant,
particularly in confined spaces or tightly sealed structures with inad-
equate fresh (outdoor} air for ventilation. Where solvents are applied
over large surface areas, the opportunity for evaporation is in-
creased, and the concentration of solvents in the air may reach high
levels.

Those who have painted or used solvents to any major extent are
well aware of the olfactory fatigue (nasal adaptation) that occurs and
may have experienced the stimulatory and depressive properties of
solvents. Alcoholic beverages contain the solvent ethanol, which has
related and familiar stimulatory and withdrawal effects. A study of
Finnish car painters demonstrated increased complaints of fatigue
and nausea and reduced vigilance and concentration while at work
(Husman 1980). Many (more than controls) reported they often felt
excess tiredness after the workday (withdrawal). Inquiries to painters



TABLE 2-3. Causative Agent in Claims of Work-related Environmental Lllness

Agent Number Agent Number Agend Number
Paint, thinner 10 Carbon tetrachloride 2 Tar 1
Smoke 7 Paper 2 Wood dust 1
Organic solvents 7 Hair sprays 2 Beet sugar dust 1
Pesticides 6 Office machines 2 Detergent 1
Xylene 5 Photographic chemical 2 Nail polish 1
Phenol 5 New building 2 Polyurethane 1
Dust 5 Hydrogen 1 Soap 1
Formaldehyde 4 Helium 1 Germicide 1
“Chemicals” 4 Argon 1 Vehicle exhaust 1
New carpets 1 Nickel 1 Unspecified fumes 1
Ammonium compounds 4 Lead | Chairs 1
Freon 3 Ethanol 1 Hear at work 2
Solder flux 3 Nitric acid 1 Fall at work 2
Welding fumes 3 Sulfur dioxide 1 Suress at work 1
Fiberglas 3 Hydrochloric acid 1 Dry air i
Perfumes 3 Polyvinyl chloride 1 Herpes zoster i
Food 2 Toluene diisocyanate 1 Scabies 1
Hydrocarbons 2 Methylene chloride 1 Uncertain 2
Trichlorethane 2 Kerosene 1 None 5
Fuel 2 Glue 1

Source: Terr, A.“Clinical Ecology in the Workplace,” Journal of Occupational Medicine 31(3): 257-261, p. 258 (1989) (copyright American

College of Occupational Medicine).
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who had changed employment revealed that 52 of 101 had changed
vocations and 26 of the 52, or half of those who had left car painting,
mentioned health or other occupational hazards as reasons for leav-
ing. This latter group reported having experienced a relatively high
symptom frequency level while working at car painting. Thus work-
ers who were sensitive to chemicals were more likely to migrate to
other occupations, which could help to explain why chemically sen-
sitive individuals are often seen among office workers or light indus-
trial workers rather than among workers in heavy industry. Terr
(1989a) summarized the occupations of 90 individuals referred to
him for workers’ compensation evaluation (Table 2-4). Migration of
sensitive subgroups to other jobs or out of the workforce may con-
tribute to the so-called healthy worker effect.

TABLE 2-4. Occupations of 90 Patients Claiming Work-related

Environmental Illness

Occupation Number Occupation Number
Office work Education
Clerical worker 12 Teacher 8
Telephone operator 4 Food industry
Manager 2 Waitress 2
Salesperson 1 Baker 1
Transportation Equipment mechanic 1
Flight at‘tendant 6 Other manufacturing
Mechanic 3 .

b Lithographer 4
Pilot . 2 Welder I
Bus.dnver ! Plastics worker 1
Train operator 1 Wood worker 1

Medicine and social work Lumber worker 1
Nurse 4 Hairdresser 3
Social worker 2 Writer 9
X-ray technician i Engineer 2
Respiratory therapist ; Dry cleaner |
Psychotherapist 1 Carpet layer I
Dental assistant 1 Security guard )
Laboratory technician 1 Artist 1

Electronic manufacturing Geologist 1
Assembler or technician 7 City dump operator 1
Solderer 3 Transformer repair 1
Tool and die maker 1 Fabric salesman 1
Research worker 1

Source: Terr, A., “Clinical Ecology in the Workplace,” Journal of Occupational Medicine
31(3): 257-261, p. 258 (1989) (copyright American College of Occupational Medicine).
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Molhave (1982) identified chemicals emanating from 42 modern
building materials, the ten most common of which were solvents
(Table 2-5). Health effects most commonly involve the central ner-
vous system. Molhave and associates (1986) exposed individuals who
had previously complained of sick building syndrome symptoms to a
mixture of 22 volatile organic compounds commeon in indoor air,
predominantly solvents, for 2% hours. Levels were much lower than
occupational health standards required and in the range of levels
found in tight buildings. These healthy but sensitive subjects com-
plained of nasal and throat irritation and inability to concentrate at
levels of solvents far below permissible occupational exposure levels.
(For a fuller discussion of Molhave’s studies, see Chapter 3.} A similar
study, using healthy subjects who had not previously complained of
symptoms, showed no effect on the ability to concentrate (Otto et al.
1990).

Chemically sensitive patients commonly report central nervous sys-
tem symptoms at solvent levels as low as those used by Molhave and
lower. Their complaints are consistent with the recognized health
effects of these substances, albeit the levels of exposure that trigger
symptoms in these patients may be lower by orders of magnitude.

According to Randolph (1980), the stimulatory effects of solvents
may be pleasant or unpleasant, depending upon the person and the
exposure. At the + level (see Table 2-2), a normal individual exposed
to solvents may experience being alert, enthusiastic, energetic, and witty

TABLE 2-5. Commonly Identified Chemicals Off-gassing from 42 Modern
Building Materials

The 10 Most Frequently Identified The 10 Compounds in Highest Average
Compounds Equiltbrium Concentration
Toluene Toluene
n-Decane 3-Xylene
1.2,4-Trimethylbenzene CioH s (Terpene)
n-Undecane n-Butyl acetate
3-Xylene n-Butanol
2-Xylene n-Hexane
n-Propyl benzene 4-Xylene
Ethyl benzene Ethoxy ethyl acetate
n-Nonane n-Heptane
1,3,5-Trimethyl benzene 2-Xylene

Source: Reprinted with permission from “Indoor Air Pollution Due to Organic Gases and
Vapours of Solvents in Building Materials,” in Environmental International 8:117-127, 122.
Molhave, L., Moghisssi, A., and Moghissi, B. (eds.). Copyright 1982, Pergamon Press plc.,
Elmsford, NY.
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and may sustain this level for long periods while a chemically sensi-
tive person may progress quickly to + + and feel tense, jittery, ar-
gumentative, sensitive, and overly responsive and experience chills
or flushing. Very sensitive individuals may become manic or develop
seizures (+ + + +).

During withdrawal, symptoms for relatively healthy individuals
may be only mild, localized symptoms (~) resembling an allergy, for
example, a runny or stuffy nose, coughing, wheezing, eczema, hives,
diarrhea, and eye and ear symptoms. However, the response is not
actually an allergic one; there is no evidence that IgE plays a role. If
withdrawal is more severe (- -), fatigue, depression, muscle and
joint aches, headache, and a rapid or irregular heart rate may ensue.
At more advanced stages in very sensitive individuals (- - -,
- — — -), confusion, indecision, and apathy can occur with compre-
hension and concentration becoming impaired. The most severe
stage (- — — =) may be attended by stupor, delusions, and halluci-
nations. From a clinical viewpoint, Randolph’s model could serve as
a useful framework for following the progression of these patients’
symptoms. Many patients with chemical sensitivity seem to experi-
ence the more advanced stages of stimulation and depression in the
model. According to Randolph, when they are deadapted and then
exposed to a single incitant, the stepwise, sinusoidal progression up
through stimulatory levels and back down through withdrawal levels can
best be observed. In normal daily life, exposures overap and discrete
stages may not be discerned.

Studies of xylene, one of the most prevalent solvents in indoor air
{see Table 2-5), conducted by Riihimaki and Savolainen (1980) demon-
strate that its effects are attenuated as exposure continues, presumably
due to adaptation. Their work is discussed in detail in Chapter 5.

We have mentioned a number of the exposures that are recognized as
involving adaptation or addiction. No doubt the physiological events that
allow us to adapt to ozone are quite different from those for nicotine or
nitroglycerine. Nevertheless, it is clear that human beings adapt to a wide
variety of substances in their environment. What is not clear is the specific
role adaptation plays in the dramatic responses patients with food and chem-
ical sensitivities have to low-level exposures that do not overtly affect others
(for further discussion of possible mechanisms, see Chapter 4).

Without exception, all traditional allergists we interviewed recognized
the phenomenon of acclimatization or adaptation and agreed that it was
potendally a crucial variable that should be controlled in studies of low-
level exposure to chemicals, These concepts are familiar to occupational
health practitioners and industrial hygienists because they observe such
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effects firsthand among workers exposed to chemicals. Randolph (1962, p.
7) states that most physicians see patients long after adaptation has
occurred and at the time when end organ damage is setting in: “It is much
as if the physician arrived at the theatre sometime during the last scene of
the second act of a three act play—puzzled by what may have happened
previously to the principal actor, his patient.” Through comprehensive
environmental control (that is, an environmental unit), one can overcome
the masking effect of adaptation and back up or reverse the exposure to
allow monitoring of toxicity in progress. The environmental unit repre-
sents a kind of dynamic loxicology; traditional medical approaches provide
only a snapshot of what is happening to the patient.

The sheer heterogeneity of substances that can evoke adverse reactions
(those enumerated above and others) suggests a fundamental mechanism
of adaptation to environmental substances. The mechanism may involve
the nervous system or some other system (s} rather than the immune sys-
tem. However, the intense symptoms that may occur with deadaptation and
reexposure resemble a classic allergic response, that is, an untoward reac-
tion to an incitant. This concept has clinical utility.

Because adaptation appears to be a generalized response (Selye 1946), a
toxic insult to, for example, the sympathetic nervous system or enzyme
detoxification pathways could cause a general loss of the ability to adapt to
a wide variety of substances, including other chemicals and even foods (the
spreading phenomenon). Knowing the mechanism by which this occurs
would, of course, be ideal. Thus far, it has eluded clinical ecologists and
placed them at a distinct disadvantage.

Observing a phenomenon and documenting its existence must, of neces-
sity, precede knowledge of its mechanism. Of course, knowing the mecha-
nism of a disease is not necessary in order to prevent it. A historic example
occurred in 1854 when a London physician, John Snow, noted that indi-
viduals who developed cholera obtained their drinking water from the
Broad Street pump. Medical folklore tells us that by ordering the removal
of the pump handle, he stopped the epidemic (Snow 1936). Not until
1883, almost 30 years later, did Koch discover the bacterium responsible for
cholera. Analogous to the current dilemma, understanding the mechanism
for food and chemical sensitivities is not necessary in order to begin diag-
nosing and treating them. Eventually, knowledge of the mechanism may
suggest better treatments.

With regard to patients with chemical sensitivities who also develop
dietary intolerances, Bell (1982, pp. 35-36) notes that “foods are not
only sources of nutrients, but also complex mixtures of organic chemi-
cals. For instance, it is the unique pattern of chemical constituents that
make a tomato a tomato rather than an apple.” She provides a partial
listing of chemical constituents of tomato, apple, milk, and crange (see
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Table 4-2). Allergists Butcher, Salvaggio and associates (1982) reported
an interesting case of a worker with toluene di-isocyanate (TDI) sensitiv-
ity who was also intolerant of radishes. Both TDI and radishes contain
allyl isothiocyanate and benzyl isothiocyanate, but other foods contain-
ing these same chemicals did not provoke symptoms. The authors were
unable to speculate as to the possible mechanism for this cross-sensitiv-
ity. Indoor air contains organic compounds also found in foods, such as
the fragrances limonene and pinene (see Table 4-2).

McGovern and associates (1981-82) have also written about chemical
and food cross-sensitivity and noted that many foods contain phenolic
derivatives. Chemically sensitive patients also frequently react to phe-
nolic inhalants. The McGovern group attempted to desensitize patients
to particular phenolics and noted very robust reactions to such chal-
lenges. Rea (1988a) reports food sensitivities in 80 percent of his patients
with chemical sensitivities. Like airborne pollutants, foods contain a wide
range of chemical constituents and are in intimate contact with the or-
ganism for long periods of time. The surface area of the gastrointestinal
tract is enormous, and the chemical load, in terms of both quantity and
diversity of exposure, is huge. From a developmental perspective, the
contents of the gastrointestinal tract can be thought of not simply as part
of the organism, but as “an insinuation of the environment into the
body” (Angyal 1981).

Those IgE-mediated allergic reactions affecting the skin or lungs are
more accessible for study than those affecting the gastrointestinal tract.
The skin can be viewed directly, and devices are available for measuring
changes in pulmonary function. Dean Metcalfe of the National Insti-
tutes of Health (1986) comments:

The situation is much different when it comes to allergic diseases that
involve the gastrointestinal tract. This system is relatively inaccessible
and difficult to study and, thus far, less information has accumulated
relative to allergic reactions in its tissues.

Yet, the potential for allergic reactions in the gastrointestinal tract is
present: mast cells, the celis that release chemical mediators that result
in an allergic reaction, are more densely packed in the intestinal tract
(20,000/mm?®) than in the skin (7,000/mm?®), another organ considered
rich in mast cells {Barrett 1984).

The food intolerances of patients with multiple chemical sensitivities
may or may not be IgE-mediated or involve mast cell release of hista-
mine or other mediators. In any case, the difficulties in studying adverse
reactions to foods are the same. The inaccessibility of the gastrointestinal
tract and its enormous chemical and antigenic contents greatly encum-
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ber study of chemical mediators or subtle pathophysiological alterations.
Whatever the mechanism, conducting blinded food challenges is diffi-
cult to accomplish without altering the food in some respect. Dehydrated
foods administered in opaque capsules may not provoke the same re-
sponse as larger quantities of fresh foods. Some individuals may react to
the capsules themselves or fail to react if food does not contact the oral
mucosa.

Whether in reference to foods, drugs, or other chemicals, adaptation
may occur, altering the organism’s later responses to and tolerance for
other substances. The mechanisms are unknown, but this does not pre-
clude our recognition of or intervention in this problem. The use of an
environmental unit may provide a way of unmasking or backing up the
experience or, as Randolph (1976a) states, provide “the means of rev-
erting many chronic illnesses of unknown cause to acute illness in which
specific etiology is readily demonstrated.”

Summary of Adaptation Hypotheses. We acknowledge the complexity of
the concept of adaptation. Here we summarize the salient points con-
cerning this topic.

Symptoms of exposure to many chemicals, whether inhaled or in-
gested, appear to follow a biphasic pattern. Adaptation is characterized
by acclimatization (habituation, tolerance) with repeated exposures that
result in a masking of symptoms. Withdrawal occurs when exposure is
discontinued. Once a person has adapted, then the expenmental con-
sequences are that further exposures have very little additional effect
and therefore may not be observed. The observer may not be able to
witness the stimulatory or reactive event because a kind of "saturation”
eftect has set in.

Adaptation and withdrawal occur for a wide variety of organic and
inorganic substances in many physical forms, including various dusts
and fumes, solvents, nitroglycerin, ozone, and foods.

An individual is exposed to a variety of substances at different times
with varying frequency, duration, and intensity of exposure for each of
these substances and with varying frequency and duration of reduction
in or cessation of exposure for each substance. The individual may be
in different stages (stimulatory or withdrawal) simultaneously for differ-
ent substances. These stages may overlap (see Fig. 2-2) and interfere
with attempts to observe cause-and-effect relationships.

Adapuation may mask some symptoms or effects while other physio-
logical alterations may continue.

Comprehensive environmental control, that is, an environmental
unit, may overcome the masking effect of adaptation and the problems
of overlapping exposures that result in overlapping responses to multi-
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ple agents. The environmental unit may allow the investigator to back up
or reverse the experience of adaptation and monitor toxicity in progress.
The advantages dynamic toxicity of this nature may have over convention-
al methods for determining toxicity include facilitating detection of sub-
clinical, prepathological effects of chemicals and providing more than just
a snapshot of an individual’s response 10 substances. Removing the person
from interacting, time-dependent stimuli in this way may allow the unrav-
eling of multiple causes. The environmental unit may be an essential tool.
Many carefully conducted studies of chemical effects that have had nega-
tive or equivocal outcomes may be flawed by their failure to take adaptive
mechanisms into account. The consequences of such an oversight could be
major.

For further discussion of adaptation and related concepts, see “Experi-
mental Considerations and Approaches to MCS” in Chapter 10.

The Environmental Unit

Adaptation and the use of an environmental unit are complex topics
that do not lend themselves to the short presentations typical of most
scientific forums. Yet, physicians must understand adaptation if progress is
to be made in this field. Some of the allergists we spoke with recognize the
pivotal role adaptation may play. Prominent among them is John Selner, an
allergist who has long advocated that allergists take a more active role
in understanding patients with alleged chemical sensitivities and who
described in detail the design and operation of an environmental unit
(Selner and Staudenmayer 1985a). Selner visited Rea’s unit in Dallas and
collaborated with Ken Gerdes, an ecologist who trained with Randolph, to
establish a unit in Denver at Presbyterian-St. Luke Hospital in 1979. This
unit, which operated for several years before closing for reasons unrelated
to its utility as a diagnostic tool, incorporated many if not most of the fea-
tures of existing clinical ecology units. Rea and Randolph, who had their
own units, both visited Selner’s unit when it opened and admired the care
that had been exercised in its construction. Without exception, all allergists
with whom we spoke agreed that an environmental unit like Selner’s was an
important tool for properly evaluating patients with alleged low-level chem-
ical sensitivities. Few, however, appreciate the degree to which Selner pat-
terned his approach after that developed by the clinical ecologists.

The clinical ecologists’ environmental units and Selner’s unit shared
many of the same design and operational parameters (Table 2-6).

We are unable to discern any major differences in these two ap-
proaches. Even though Selner’s unit is no longer in operation, he con-
tinues to employ some of the same principles, such as housing patients
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TABLE 2.6, Features of Environmental Units®

Clinical Ecologists’
Characteristics! Practices Allergists’ Unit® Units*
Construction using materials that do not Yes Yes
off-gas (primarily glass, steel, ceramic;
cotton bedding and clothing).
Avoidance of synthetic materials. No
perfumes, cosmetics, odorous cleaners/
soaps, etc.
Air supply filtered; patients’ rooms under Yes Yes
positive pressure to reduce
contamination from adjacent areas;
airlocks
Patients’ medications discontinued Yes Yes
insofar as possible; gradual withdrawal
from steroids, eic.
Paiients fasted for 4 to 8 days to clear Yes, if symptoms Yes, at time of
symptoms. do not clear after  admission to unit
several days in
unit
Organic foods used for food testing; Yes Yes
commercial foods tested also
Patients tested for acceptable water Yes Yes
Challenges performed using single foods Yes Yes

and chemicals after period of
avoidance (10 eliminate masking)

* None of the units described in this table is currently in operation.
* Selner in Denver (Selner and Staudenmayer, 1985a).

 Randolph in Chicago and Rea in Dallas.

in a relatively clean environment to try to avoid chemical exposure prior
to testing. In Selner’s view, the fundamental concept is still valid. He
states, as do Rea and Randolph, that the majority of patients can be
worked up as outpatients. However, a small percentage of patients are
difficult to evaluate without such a facility.

Studies from the ecologists’ units leave much to be desired in terms of
study design. Unfortunately, no studies were ever published from the
allergists’ unit in Denver. Every traditional allergist we interviewed rec-
ognized that removal from exposure prior to testing might be a critical
factor in studying reactions to low levels of chemicals. They felt that
reestablishment of a unit would be an important step in understanding
the problems of individuals who believe they are sensitive to low levels
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of chemicals. In fact, some of the allergists offered examples for which
removal from exposure for several days prior to testing would be impor-
tant, such as exposure to western red cedar or cigarette smoke. They
were not at all opposed to the concept of an environmental unit and
were aware of the considerable expense involved in establishing a well-
designed and well-run environmental unit.

Some allergists we interviewed felt ecologists should be involved in
the design of a study unit and appropriate protocols because of their
experience in this area and so as to avoid later criticism from the ecolo-
gists regarding the protocols that are used. Two of the traditional allerg-
ists we interviewed praised Rea’s engineering skills in designing and
operating his unit, one saying, “No one does it as well as Rea does.” Rea
has, in fact, stated his willingness to cooperate with any impartial ven-
ture to undertake studies using his facilities or to design a model re-
search unit elsewhere.

Although the detailed description of an environmental unit is beyond
the limits of this discussion, some of the essentials are noted here.

First, by employing construction materials, furnishings, and clothing
that are less likely to off-gas, very low levels of volatile organic com-
pounds (for example, from synthetics) can be maintained inside the unit.
To create and operate a unit that is as free as possible from chemical
pollution requires knowledge, precision, and vigilance while working
with architects, ventilation engineers, contractors and their suppliers,
nurses, dieticians, food and water suppliers, and maintenance and cus-
todial staffs. Obviously, “this is no trifling undertaking” (Selner and
Staudenmeyer 1985a). Three basic scientific approaches for studying a
disease are clinicopathological studies, animal experiments, and epide-
miological investigations. To these, Randolph (1965) has added a fourth
tool, comprehensive environmental control. Animal models, clinico-
pathological studies, and epidemiological investigations have certain im-
portant limitations for studying the phenomenon of multiple chemical
sensitivities. None is as sensitive to low-level exposures and effects as the
use of an environmental unit in which all exposures are controlled simul-
taneously and the individual is challenged with single substances whilein
the deadaptedstate. A theoretical,graphical representationof anindividual’s
responses to environmental incitants before entering an environmental
unit, after entering the unit, and during challenges to single incitants
appears in Figure 2-3.

Animal models are best used to study relatively high doses of chemi-
cals that result in distinctive physical or biochemical pathology that can
be monitored. First, an appropriate animal must be found. Next are
concerns about extrapolations to humans, More importantly here, rats,
mice, and other animals are unable to tell researchers if they have head-
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aches, feel depressed or anxious, or are nauseated. Thus the subtle effects
of low-level chemical exposure may be missed entirely.

Epidemiology may have some utility with regard to tight buildings or
community exposures to a toxic material. If everyone in the population
responds with the same symptoms to the same agents, the task is relatively
easy. However, if some people have headaches, others have muscle spasms,
and still others are less able to concentrate, the results blur and may wash
out entirely; that is, no single symptom has a statistically significant preva-
lence over controls. Thus, for multiple chemical sensitivities with multiple
triggers and multiple health effects, epidemiology may be an insensitive
tool. Further, although epidemiology can point to associations between
events, other kinds of studies are needed to establish cause-and-effect rela-
tionships. Int the study of chemical sensitivity, identification of an unaffect-
ed control group presents further difficulties.

Clinicopathological studies rely upon the presence of some clinical sign
(for example, tachycardia or decreased reflexes), laboratory measurement,
or dssue pathology. For meaningful data in humans, large numbers of sim-
ilarly exposed individuals with similar end-organ effects must be examined.
Again, multiple chemical sensitivities may involve multiple triggers and
multiple effects. To date, no single laboratory test is abnormal in most,
much less all, who are affected. At some point in the future, such a test or
marker may be discovered, but for now no mass applicable clinical, labora-
tory, or pathological findings are available. Further, subjective complaints
of patients may be overlooked particularly if they vary from one person to
the next. Thus clinicopathological studies are not likely to be sensitive to
the early effects of low-level exposures, that is, prior to end-organ damage.

What is needed is a sensitive tool that reliably detects symptoms of expo-
sure to low levels of multiple chemicals in human beings, taking into account
individual variability, a tool that will allow us to ascertain cause-and-effect
relationships between exposures and symptoms. The environmental unit
could be such a tool. Potentially, it may be the most useful of the four
approaches for studying human response to environmental agents. For this
reason, if for no other, the EPA and other governmental bodies concerned
with regulating exposure to low levels of toxic environmental agents should
take great interest in this approach. The individuals who might enter envi-
ronmental units perhaps represent the most susceptible population. Their
responses to chemical challenges while in a deadapted state in an environ-
mental unit would further our understanding of low-level chemical sensitiv-
ity. Carefully designed and orchestrated studies with meticulous attention to
the details of environmental control, as defined by those who have operated
such units, are essential to resolving these issues to the satisfaction of all.

For further discussion of the environmental medical unit, see “Experi-
mental Considerations and Approaches to MCS” in Chapter 10.
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CHAPTER 3

Origins of Multiple Chemical
Sensitivity and Effects on Health

Offending Substances

This chapter addresses the origins of multiple chemical sensitivity, that
is, the offending substances that may induce the iliness, as well as those
that trigger symptoms once the problem has begun. In Chapter 2, ad-
aptation was discussed in relation to several different materials, includ-
ing ozone, nitroglycerin, cotton dust, metal fumes, solvents, alcohol, and
tobacco smoke. Clinical ecologists and their patients have noted adapta-
tion to an enormous range of substances that can be categorized as
outdoor air poliutants; indoor air pollutants, both domestic and work-
place; food contaminants and additives; water contaminants and addi-
tives; and drugs and consumer products.

In preparing this book, we considered referencing representative ar-
ticles from toxicology that would show that substances in the above
categories may be toxic to animals or humans. However, an encyclopedic
listing would have little point. Certainly toxic substances in the environ-
ment have adverse health consequences. The question is whether cer-
tain persons develop heightened reactivity to chemicals and foods, and
if so, why?

John Selner, an allergist critical of clinical ecology yet who advocates
the use of an environmental unit for diagnosing certain patients, studied
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these hyperreactive individuals but regrettably has published no studies
of patients in his former environmental unit. His and others’ criticisms
and studies to disprove this field have not involved independent inves-
tigations in which food and chemical challenges on patients in a dea-
dapted state were performed. Thus, Randolph's observations on
adaptation have not yet been replicated, even though adaptation would
seem an important hypothesis to test. Most ot the allergists’ criticisms
have been aimed at the efficacy of treatments, for example, provocation-
neutralization, for chemically sensitive patients. These critiques of
treatment modalitites and an absence of consistent laboratory
abnormalities have been used as the basis for trying to disprove existence
of the illness altogether.

Clinical ecologists, as well as some allergists (Selner 1988} with whom
we spoke, invoke the concept of total body load or burden. To ecologists,
this load is comprised of all incitants to which the body must respond
(adapt) to maintain homeostasis. They may be chemical, biological (pol-
lens, molds, bacteria, viruses), physical (heat, cold, radiation), or psycho-
logical. Notwithstanding its utility as a theoretical construct to help
“explain” why this disorder occurs in a given individual, total load per
se is not measurable. However, part of it can be quantified. For example,
Laseter and co-workers (1983) measured levels of 16 chlorinated hydro-
carbon pesticides in 200 chemically sensitive patients, 99 percent of
whom had residues at or above 0.05 ppb in their blood, reflecting even
higher tissue levels. The mean was 3.4 pesticides per patient. Volatile
organic hydrocarbons (Rea 1987) and aliphatic hydrocarbon solvents
(Pan et al. 1987—-88) have also been measured in these patients, but their
levels have not been compared with those of individuals who do not
have such symptoms. Nevertheless, Rea and others feel that these sub-
stances are not normal constituents of the body and therefore represent
a substantial burden for the individual. However, even if no differences
in levels existed between chemically sensitive patients and so-called nor-
mals, these compounds still could be a source of their illness because
chemically sensitive patients may be a subgroup of the population that
is more susceptible 1o the effects of these chemicals. In addition, what
may be most relevant is their past exposure that may have caused them
to become sensitized in the first place.

Some authors have attempted to distinguish between those chemical
exposures associated with the onset of multiple chemical sensitivity syn-
drome and those associated with recurrence of symptoms, that is, act as
triggers once the syndrome has developed. Cone and associates (1987)
studied workers with multiple chemical sensitivities, 11 of whom re-
ported that solvent exposures of various types had caused their prob-
lem; three pointed to pesticide exposures; one, hydrogen sulfide; one,
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copy machines; one, new materials including carpets. Once the syn-
drome had developed, triggers for recurrence of symptoms in these
same patients were far more diverse and included such common expo-
sures as tobacco smoke, perfume, scented soap, car exhaust, copiers, gas
stoves, tar, smog, newspapers, new clothing in stores, leather, printed
books, office buildings, and glues.

In Terr’s (1986) review of 50 cases seen by chinical ecologists, 43 cases
of which were referred to him by workers’ compensation carriers for
independent evaluation, the patients also attributed their illness to a
wide array of exposures: 16 complained of acute exposure to a chemical,
three from pesticides, two from phenol; 34 patients felt their illness
resulted from chronic exposures, six from unspecified chemicals in their
homes, four from office machines, three from organic solvents, three
from smoke, three from foods, two from formaldehyde, two from the
hospital environment, and two from airplanes. These reports reflect
fairly well the variety of exposures that clinical ecologists allege precede
their patients’ iliness.

Subsequently Terr (1989a) compiled findings from 40 of these 50
cases plus an additional 50 cases; all patients had previously seen an
ecologist and had applied for workers’ compensation. Of these 90 pa-
tients, 28 had symptoms corresponding to a single organ system and 62
had multisystem polysymptomatic complaints. Table 2-3 summarizes
the exposures these patients felt had caused their condition: 83 identi-
fied one or more (up to six) causative agents. Exposure durations ranged
from a few seconds to 20 years. Table 2-4 lists their occupations: 19 were
engaged in office work, 13 in transportation, 12 in electronics manufac-
turing, 11 in medicine or social work, eight in education, eight in other
manufacturing, and the remainder distributed among a variety of other
occupations.

It is conceivable that chemical sensitivity involves a two-step process:
Certain exposures may induce the illness, whereas athers may simply
trigger symptoms once the syndrome has developed. We next discuss in
more detail the range and nature of exposures that are thought to
contribute to this problem and explore the five subgroups of exposures
mentioned at the beginning of this chapter.

Heaith effects data on chemicals are notoriously inadequate. A 1984
study by the National Research Council attempted to assess the testing
needs {or various industrial and consumer chemicals (National Research
Council 1984). Figure 3-1 shows existing needs for health hazard assess-
ment and toxicity data. No toxicity data or minimal data are available
for 66\percent of pesticides and their supposedly inert ingredients, 84
percent of cosmetic ingredients, 64 percent of drugs, 81 percent of food
additives, and 88 to 90 percent of chemicals in commerce.
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Size of
Category Category
Pesticides and Inert 3,360
Ingredients of Pesticide
Farmulations
Cosmatic Ingradients 3410
Orugs sng Excipiants 18186
Used in Drug Formulations
Food Additives 8,827
Chemicals in Commerce: 12,880
Ar Laast 1 Million
Pounds/Yeer
Chemicals in Commarcs: 13611
Lam than 1 Milion
Pounds/Y s
Chemicals In Commenca: 21,752 B
Proguction Unknown or L
Inaccemible fessleg =

Minimal Some No Toxbeity
Taxicity Toxltity Information
Information Information Avalable
Agssssrmen Availaby Aveil
Possibls Passible {But balow Minirmat}

FIGURE 3-1. Ability to conduct health-hazard assessment of substances in seven calegories of a

select universe of chemicals.

Source: National Research Council 1984.

Thus, scientific data concerning health effects of the vast majority of
chemicals are woefully lacking. Chemically sensitive patients may fill in
the gaps long before toxicologists do.

Outdoor Air Pollutants

Among the most hazardous exposures for patients seem to be pesticides
sprayed either outdoors or indoors. Alone, pesticides have accounted
for some of the most advanced and persistent cases of chemical sensitiv-
ity known to clinical ecologists. As early as 1966, occupational health
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practitioners observed that certain persons who had “recovered” from
acute organophosphate pesticide poisoning experienced protracted
symptoms of nausea, headache, irritability, insomnia, inability to con-
centrate, blurred vision, or shakiness (Tabershaw and Cooper 1966).
Twenty of 114 individuals stated they could no longer tolerate smelling
or contact with pesticides. Depression and schizophrenia occurred in
others (Gershon and Shaw 1961). Neuropsychiatric, cardiopulmonary,
and gastrointestinal symptoms may persist long after exposure to organ-
ophosphate insecticides (Namba et al. 1971), which are widely used by
exterminators indoors and out-of-doors. Other outdoor exposures pre-
senting problems for the chemically susceptible patient include vapors
from solvents and fuels, combustion products, tar fumes, paint vapors,
diesel and auto exhaust, and industrial air pollution (Randolph 1962).

The adverse effects of air pollution upon individuals with respiratory
or cardiac compromise are widely acknowledged. Less well known, but
increasingly studied, have been associations between outdoor air pollu-
tant levels and psychiatric emergency rcom visits (Briere et al. 1983;
Strahilevitz et al. 1979), psychiatric hospital admissions (Strahilevitz et
al. 1979), family disturbances (Rotton and Frey 1985), and anxiety symp-
toms (Evans et al. 1988).

Randolph described a woman who became ill each time she journeyed
through the industrial pollution of northwestern Indiana and the south
side of Chicago (Randolph 1987, pp. 73-76). Other patients note diffi-
culty in any large metropolis, in the vicinity of airports, at bus or train
stations, or in heavy traffic.

Diesel exhaust is a particular problem for many patients. In an EPA
review of the toxicology of diesel exhaust, Nelson projected, I think we
can conclude quite straightforwardly that a major increase in the Diesel
fleet is not going to produce a disastrous epidemic of lung cancer,” but
“risk assessment should be the ultimate geal and should be given the
highest priority” (Nelson 1982). Many chemically sensitive patients ex-
perience severe symptoms with exposure to diesel exhaust. Interest-
ingly, a Japanese study suggests that the striking increase in allergic
rhinitis triggered by pollens that has occurred in that country over the
past 30 years may be in part the result of lenient regulation of diesel
exhaust and increased numbers of diesel vehicles (Muranaka et al.
1986). The authors note that the Japanese cedar, a tree indigenous to
Japan for at least a million years, was never known to cause allergic
rhinitis until 1964; and that before 1950 allergic rhinitis was virtually
unknown in their country, although even then it had been recognized
among Japanese living in the United States. Muranaka points to diesel
exhaust as a possible cause for Japan’s increasing allergic rhinitis.

In guinea pigs, short-term exposure to the ubiquitous air pollutant
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sulfur dioxide (80,), even at levels below national ambient air quality
standards, augments subsequent allergic sensitization of the airways
(Riedel 1988). Under the microscope, the bronchi (large airways) in SO,-
exposed guinea pigs appear inflamed and thus may be more permeable,
facilitating access of antigens to the immune system. When provocation
with inhaled antigen (ovalbumin) is performed repeatedly over a 3-week
period, most of the SO;-exposed animals show maximal bronchial reac-
tions during the first few challenges. Continued provocation leads to a
decrease in obstructive reactions that the authors describe as “allergen
tachyphylaxis” but that might also fit the model of adaptation.

Chemical waste disposal sites may contaminate the air and ground-
water of nearby communities. David Ozonoff of the Boston University
School of Public Health and his co-workers (1987) surveyed households
surrounding an odorous chemical waste disposal site and found that
exposed individuals more often complained of respiratory symptomns
(wheezing, shortness of breath, chest discomfort, persistent colds,
coughs) and constitutional symptoms (chronic fatigue, bowel dysfunc-
tion, and irregular heartbeat) than did controls. Levels of air contami-
nants that were detected were exceedingly low and led the authors tg
conclude that the general population may react to chemicals at concen-
trations much lower than previously thought. Most studies of popula-
tions near hazardous waste facilities have focused on serious but low-
prevalence diseases such as cancer. In small populations, such outcomes
are difficult to measure because of low statistical power. The authors
suggest that future investigations should concentrate instead upon com-
mon medical complaints: “Not only are such outcomes more amenable
to study because of their higher prevalence, they may have considerable
importance because of their impact on the efficiency, well-being, com-
fort, and productivity of a community.”

As is discussed in the following section, indoor air pollution rather
than outdoor air pollution accounts for the greatest number of and most
intense exposures (Nero 1988). Most people spend the majority of their
time indoors, either at work or home. Moreover, the levels of exposure
to many contaminants, particularly volatile organic compounds (many
of which are uncharacterized and whose health effects are unknown)
are much higher indoors than out-of-doors.

Indoor Air Pollutants, Domestic and Workplace

The scope of indoor air pollutants has been reviewed by others (Spen-
gler and Sexton 1983b; Nero 1988; Cone and Hodgson 1989). John
Spengler of the Harvard School of Public Health, an authority on indoor
air, predicts that the problem of buildings with unhealthy air is likely to
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continue for years because another generation of “pathologic” buildings
is already on the drawing boards (Spengler 1989). He describes the
“space flu” experienced by astronauts before NASA recognized that
construction materials and supplies off-gassing inside a tightly sealed
spacecraft were the source of the illness. Subsequently, NASA has com-
piled a detailed inventory of all materials used in their vehicles and the
types and amounts of chemicals they release into the air and has de-
signed spacecrafts to minimize exposures.

The range of indoor air pollutants affecting industrial workers is
enormous. Seemingly, almost any process involving chemicals appears
1o have the potential for initiating chemical hyperreactivity via long- or
short-term exposure. Two general types of exposures seem particularly
apt to initiate hypersusceptibility:

1. A massive, overwhelming exposure, such as a chemical spill, a fire
involving synthetic materials, pesticide spraying, or working with
chemicals in a confined, unventilated space.

2. Repeated, low-level exposure to a complex array of synthetic organic
compounds, as occurs with combustion products (such as diesel ex-
haust), tight buildings, and soldering (Miller 1979).

Gas chromatographic analysis of air samples from problem buildings
or homes typically reveals the presence of multiple spiked peaks, each
representing a particular organic compound (Fig. 3-2). Additional sam-
pling and analytical approaches are needed to measure oxides of nitro-
gen from gas combustion, ozone, pesticide residues, and other air
contaminants that may be present in the same environment.

At home, troublesome exposures for the chemically sensitive patient
include the gas stove, one of the most commonly identified triggers of
symptoms in these patients; combustion products from gas- or oil-fired
furnaces and space heaters, water heaters, and central air heating sys-
tems; sponge rubber bedding, padding, and upholstery; plastics (espe-
cially pliable odorous plastics such as shower curtains); insecticides;
perfumes; paints and decorating materials; fireplaces; cleaning agents;
disinfectants; deodorizers; mothballs; cedar closets; newsprint and other
printed materials; fabrics in clothing, bedding, and window coverings,
especially synthetics or coated fabrics; particleboard; gasoline vapors
from attached garages; and carpeting and carpet padding. Disinfectant
liquids and sprays containing phenolics frequently provoke symptoms
in these patients. Interestingly, researchers first became concerned
about arthophenyl phenol when they noticed that mice housed in cages
washed with this common institutional and household disinfectant
showed markedly depressed immune responses after 4 1o 6 weeks of
exposure (La Via 1979).
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The Environmental Protection Agency recently conducted air sam-
pling for pesticides inside homes in Jacksonville, Florida, and Spring-
field and Chicopee, Massachuseits (Immerman 1990). (See Fig. 1-7).
Analysis revealed a profile of multiple agents that had been applied over
the life of each home. Pesticides applied years before and subsequently
banned could be detected. Approximately eight different pesticides
were detected in the average home in Florida, compared to four in
Massachusetts (out of a total of 32 pesticides for which testing was done).
Patients with chemical sensitivities sometimes associate onset of their
illness with a particular move, and the potential role of previously ap-
plied, long-lived chemicals merits thoughtful scientific exploration.

Several guides for constructing homes from “safer” materials that are
less toxic and/or do not off-gas have been written (Rousseau et al. 1988;
Good and Dadd 1988; Zamm and Gannon 1980). Urea formaldehyde
foam insulation, which may have provoked this illness in many in the
past, has ceased being used by insulators since a flurry of successful
lawsuits. As part of its research and information mandate under Title
1V of the Superfund Amendments and Reauthorization Act of 1986,
the EPA Indoor Air Division is currently developing several guidance
documents on designing and operating buildings to ensure indoor air
quality. These documents address the design and construction of resi-
dential and public and commercial buildings, the operation and main-
tenance of public and commercial buildings, and indoor air quality
management in schools,

Mobile homes and automobile interiors present their own special
problems. Indoor air pollutants in other settings may present problems:
shopping malls, perfume counters, detergent and insecticide aisles, fab-
ric stores, dry cleaners, deodorizers and hairspray in public rest rooms,
tobacco smoke, incense, Sterno used in buffets, gas cooking combustion
products in restaurants, and perfume, cologne, or mothball odors on
garments worn in theaters, churches, and public transport commonly
cause difficulty for these patients. “Odors” of virtually any desription,
especially petrochemical odors but also “natural” odors from cedar or
pine terpenes or cooking foods, may provoke symptoms; the presence
of an odor implies that the substance in question has a vapor pressure
and that molecules of it are present in the air. The subject of odors and
their role in this syndrome is discussed in Chapter 4.

Historical Notes. Randolph first discussed the topic of indoor air pollu-
tion in a series of articles published in 1954 and subsequently in Human
Ecology and Susceptibility to the Chemical Environment in 1962. That same
year, President Kennedy called the first national conference on air pol-
lution in Washington, D.C. It was a 3-day program with only an hour
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and a half at the end for open discussion. During the discussion, Ran-
dolph remarked that in 3 days of presentations not a single reference
had been made to indoor air pollution. In his clinical experience, he said,
indoor air pollution was 8 to 10 times more important as a source of
illness in susceptible individuals than outdoor air pollution. Whereas
outdoor air pollution tended to be intermiitent and variable, indoor air
pollution was much more constant. Further, individuals spend the ma-
jority of their time indoors. He also noted that more than 800 gas stoves
had been removed from the homes of his highly susceptible patients.

Twenty years later, pollution from the same sources Randolph had
identified as triggers of his patients’ symptoms was documented by ad-
vanced and sensitive analytical techniques such as gas chromatography
with mass spectrophotometry, which was not available at the time of
Randoiph’s original writings. Between 1979 and 1985, the EPA under-
took an extensive study of exposures to volatile organic compounds of
400 residents in three states (Wallace 1987). The TEAM study (total
exposure assessment methodology) employed state-of-the-art monitor-
ing and analytical methods. Each subject wore a personal air sampler
for 24 hours and provided a breath sample at the end of the day. Per-
sonal exposures were consistently greater than outdoor levels, some-
times by factors of 10 or more (closely approximating Randolph’s
estimates 20 years earlier), implying important indoor sources of expo-
sure. Smoking, visiting the dry cleaner or gas station, and certain occu-
pations resulted in very elevated exposures. Breath levels were 30 10 40
percent of personal air concentrations for 9 of 11 compounds but
ranged as high as 75 to 80 percent for benzene (from gasoline} and 90
percent for tetrachloroethylene (Wallace et al. 1985). Summarizing data
from nine separate studies involving more than 1,000 homes, Wallace
reported agreement on these points:

1. Essentially every one of the 40 or so organics studied has higher
indoor levels than outdoor.

2. Sources are numerous, including building materials, furnishings,
dry-cleaned clothes, cigarettes, gasoline, cleansers, moth crystals, hot
showers, printed material, etc.

3. Ranges of concentrations are great, often 2 or more orders of mag-
nitude,

Clearly, exposures in most indoor situations occur at levels well below
current OSHA or EPA standards. At a given moment, several hundred
different chemicals may be present in air samples from a home or office.
One question that arises is whether the summation of all of these chem-
icals’ effects could be responsible for symptoms, even though no single
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constituent accounts for them. To this end, Molhave (1986) of Denmark
exposed 62 individuals to a mixture of 22 volatile organic compounds
(VOCs) that commonly occur as indoor air pollutants. Three concentra-
tions of total pollutants were used: 0 mg/m® (control), 5 mg/m®*, and 25
mg/m? of the same mixture of 22 compounds. Using “healthy” subjects
(both male and female) who had previously complained about symptoms
of sick building syndrome, Molhave exposed them to each concentration
for 2.75-hour periods. As the air concentration increased, complaints of
nasal and throat irritation and inability to concentrate (measured by
digit span memory performance) rose. Thus, as the dose increased,
these more “susceptible” individuals who otherwise appeared healthy
were significantly affected by the indoor air pollutants, to the point of
having difficulty with tasks requiring concentration.

In a follow-up study, undertaken to confirm and extend the 1986
Molhave study, Otto, Molhave, and co-workers (1989) exposed 66 nor-
mal, healthy males (with no history of chemical sensitivity) for 2.75
hours to a complex VOC mixture at 0 and 25 mg/m?. The study con-
firmed perceptions of odor unpleasantness found in the 1986 study.
However, VOC exposure did not affect performance on any behavioral
tests. Certainly, the 2.75-hour exposure time used in both studies does
not compare to the day in, day out exposures of occupants of tight
buildings. Nevertheless, comparison of the two studies suggests differ-
ences in central nervous system effects between healthy individuals and
those who have complained of indoor air problems previously. Unfor-
tunately, because of the irritant effects from exposure to higher levels
of VOCs, blinding is exceedingly difficult to achieve in the design of
such studies.

Other Scandinavian researchers have found total volatile organic com-
pound concentrations in homes with complaints by occupants to average
1.3 mg/m® (range 0.092 to 13 mg/m?®), whereas the concentrations in
houses where there were no complaints averaged 0.36 mg/m* (range
0.02 to 1.7 mg/m?) (Molhave 1986-87). Thus, levels of volatile organic
compounds were generally higher in problem houses.

Studying the white-collar work environment, Robertson et al. (1985)
compared health problems in two office buildings, one fully air-condi-
tioned and the other naturally ventilated. Sickness was significantly in-
creased in the air-conditioned building versus the naturally ventilated
building, particularly rhinitis (28 percent versus 5 percent), nasal block-
age and dry throat (35 percent versus 9 percent), lethargy (36 percent
versus 13 percent), and headache (31 percent versus 15 percent). That
temperature, humidity, air velocity, and other such factors did not differ
between the two buildings suggests that the sickness was caused by in-
door air pollutants. Similarly, Finnegan and co-workers (1984) found
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significant excesses of eye, nose, and mucous membrane symptoms, as
well as lethargy, dry skin, and headaches among workers in air-condi-
tioned versus naturally ventilated offices.

An unanticipated and unwelcome opportunity for the EPA to study
the effects of indoor air pollution firsthand arose when 27,000 square
yards of new carpeting were installed in the agency’s headquarters in
Washington, D.C., in 1987 and 1988 (Hirzy and Morison 1989a, 1989b),
An estimated 124 of 2,000 employees exposed to volatile off-gassing
from the carpet became ill, exhibiting symptoms ranging from eye, nose,
and throat irritation and breathing problems to nausea, headache, diz-
ziness, difficulty in thinking, fatigue, and increased susceptibility to
many exposures formerly tolerated. At least two employees quit their
jobs as a result of illness. Seventeen were unable to work in their as-
signed spaces. Some now work at home or in other locations. Eight
report new sensitivities to common substances, including perfumes, auto
exhaust, and tobacco smoke. Symptoms of the 20 or so most severely
affected individuals appear identical to those of patients seen by clinical
ecologists. Agency scientists in the employee’s union who analyzed air
samples felt the culprit might be 4-phenylcyclohexene (4-PC), which is
used to bind carpet fabric to its backing. Estimates of the exposures that
initiated illness in the susceptible subgroup range from 5 to 15 ppb of
4-PC (Hirzy and Morison 1989b). These same persons, now “sensitized,”
experience symptoms upon reexposure to less than 1 ppb of the sub-
stance; symptoms include respiratory difficulty, dizziness, “spacey” feel-
ings, and general malaise. The EPA problem lends further credence to
Randolph’s and other clinical ecologists’ observations with respect to: (1)
diverse symptoms occurring in different individuals even with the same
exposure, (2) “spreading” of sensitivities to other low-level chemical ex-
posures and to foods that formerly had been tolerated, and (3) adapta-
tion, that is, the less severely affected employees noted improvement in
symptoms while away from work with marked increase upon return and
gradual subsidence during the workweek as tolerance developed (Hirzy
1989).

Foods, Food Additives, and Contaminants

Rea (1988a) estimates that food sensitivity occurs in about 80 percent of
his patients with chemical sensitivities, Ecologists observe that excessive
chemical exposure may result in loss of tolerance to foods, sometimes to
every food in the diet, and that removing the individual from such
exposures and rotating foods so that no food is eaten more than once
every 4 days may restore dietary tolerance. Pesticide residues, can linings
(the gold-brown lining of cans may contain a phenolic resin), fumigants,
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fungicides, sulfur treatment, artificial colors, sweeteners, preservatives,
ripening procedures (such as ethylene gas), protective waxes, and pack-
aging materials, especially plastics, may trigger symptoms in patients.
When patients are challenged with foods in an environmental unit, at
first they are given chemically less contaminated foods such as organic
meats and produce wherever possible. Once a variety of “safe” foods has
been determined and prior to discharge from the unit, patients may be
given several consecutive meals of commercial preparations of their safe
foods. These meals might include commercial apples that have been
sprayed (consider the recent concern over spraying apples with Alar,
causing possible long-range effects in children who consume these ap-
ples or apple juice), canned foods, and nonorganic meats. After 2 days
of such feedings, many patients reportedly experience fatigue, head-
ache, myalgia, arthralgia, arthritis, depression, and other muscular, skel-
etal, and/or neurological symptoms (Randolph 1987).

Water Contaminants and Additives

According to Rea (1988a) as many as 90 percent of his patients with
chemical sensitivities may have reactions to contaminants in drinking
water. While fasting in an environmental unit, patients test waters from
a variety of sources including tap water, specially distilled or filtered
water, and various spring or well waters until they find one that does
not evoke symptoms. Drinking water may be contaminated by leaching
of chemicals from plastic storage containers, rubber hoses or connectors
in distilling apparatus, or plastic or rubber fittings in drinking water
dispensers. Uncontaminated well or spring water in glass bottles may be
preferable for particularly sensitive individuals.

Chemical contamination of groundwater is a growing national con-
cern. Aldicarb, a carbamate insecticide and nematocide used extensively
since the 1960s, was first noted as a groundwater contaminant in the late
1970s, when more than 1,100 wells in New York’s Suffolk County, a
potato-farming region on Long Island, tested positive for aldicarb (levels
greater than 7 ppb). Since that time, aldicarb has been found in ground-
water in Maine, Florida, California, Arizona, North Carolina, Virginia,
and Wisconsin. In Wisconsin, 23 apparently healthy women who con-
sumed groundwater with detectable aldicarb were found to have altered
T-cell subsets with a decreased T,: Ty ratioc of 1.88 versus 2.54 in an
unexposed control group { <0.05) (Fiore et al. 1986). Unlike AIDS, in
which the T,:T, ratio is decreased primarily because T, (helper) cells are
destroyed by the virus, these women had an increase in T, (suppressor)
cells. In addition, lymphocyte proliferation in response to Candida aller-
gen was increased (p <0.02) versus controls. Likewise, among residents
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of Woburn, Massachusetts, who drank water that had been contami-
nated with industrial solvents, excess leukemias (12 versus 5.3 expected),
immunological abnormalities including decreased T-cell ratios
(p <0.01), increased autoantibodies and infections, and neurological,
cardiac, and skin abnormalities were noted (Byers et al. 1988). (See also
Chapter 4.)

Ingestion is not the sole route of exposure to contaminants in water.
Brown and associates (1984) reported that skin absorption (for example,
from bathing or showering) may be a significant portal of entry for water
contaminants accounting for 29 to 91 percent (average 64 percent) of
the total daily dose of these substances. Aside from skin contact, show-
ering volatilizes contaminants in water and leads to inhalation of chlo-
rine, chloroform, and organic compounds (Bailey and Vanderslice 1987;
Foster and Chrostowski 1987), Water contaminated with organic mate-
rial and subsequently chlorinated contains chlorinated hydrocarbons
that are potentially carcinogenic. Interestingly, chemically sensitive in-
dividuals frequently note symptoms while bathing or showering, and
some claim they must use specially filtered water or at least water treated
to remove the chiorine.

Drugs and Consumer Products

Physicians recognize that a person who has an adverse reaction to one
drug is more likely to react to other drugs. The allergist Sullivan (1989)
reported that individuals who experienced an adverse reaction to peni-
cillin are much more likely to react adversely to other drugs, in particu-
lar, other antibiotics. Interestingly, he calls this phenomenon, which
occurs in a very small percentage of the population, the “multiple drug
allergy syndrome.” The mechanism is unclear but he postulates it may
be related to faulty regulation of antihapten immune responses. Meggs
(1989a) compiled a list of symptoms that have been reported for seven
well-known pharmaceuticals (indomethacin, propranolol, azatadine,
pseudoephedrine, captopril, diazepam, and reserpine); these symptoms
reproduced about 80 percent of the symptoms and complaints Terr
(1989a) reported in patients exposed to various organic chemicals.
Meggs comments, “Perhaps there is a similarity between adverse reac-
tions to pharmaceuticals and volatile organic compounds found in the
workplace. Again we are dealing with low molecular weight carbon-
based compounds of similar structure in the two cases.”

Randolph (1962, pp. 85-87) surveyed one series of 80 and another
series of 250 of his chemically sensitive patients who had “known” reac-
tions to some facet of their chemical environment and found that an
extraordinarily high percentage had reacted adversely to one or more
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medications. One quarter to one half claimed to have reacted to aspirin,
barbiturates, or sulfonamides. According to Randolph, because of this
proneness to drug reactions and because many physicians do not under-
stand this problem, many individuals with chemical sensitivities are re-
luctant to seek health care. Thus there seems to be an important overlap
between individuals who react badly to medications and chemically sen-
sitive patients. Investigating whether a disproportionate number of the
idiosyncratic reactions listed in the Physicians’ Desk Reference occur in the
same subgroup of patients would be worthwhile. The psychiatrist Schot-
tenfeld (1987) confirms that many individuals with multiple chemical
sensitivities appear unusually sensitive to the anti cholinergic and seda-
tive effects of tricyclic antidepressants.

Drugs, of course, contain much more than active ingredients, They
also contain excipients (for example, cornstarch or lactose in tablets),
diluents, coloring agents, flavorings, various coatings, and/or preserva-
tives (as in allergy shots, which often contain about 0.4 percent phenol).
Mineral oils, petroleum jelly, ointment, lotions, laxatives, synthetic vita-
mins, and adhesive tape cause problems for many patients. Most cos-
metics, scented soaps, shampoos, hand lotions, personal hygiene
products, perfumes, colognes, deodorants, hairsprays, hair dyes, mouth-
washes, denture adhesives, and bath salts and oils have been reported
to provoke reactions in individual patients. Many patients do better
by substituting “natural” products for petrochemical ones (Ziem
1989).

In addition, permanent press finishes (especially during ironing); syn-
thetic textiles; clothes that have been dry-cleaned; residues of detergents
and fabric softeners; electric blankets (the plastic coatings over the wires
off-gas when heated); waterbeds; mattresses treated with flame retar-
dants; felt-tip pens; odorous books, magazines, and newsprint; polishes,
cleaners, and bleaches; and chlorinated swimming pools and even bath
and shower water have also been associated with intolerance (Randolph
1962, pp. 112—-114).

The very ill patient may be sensitive to most if not all of these sub-
stances and products and has difficulty avoiding them and finding suit-
able substitutes. Mail-order services, often begun by patients, have
developed to help sensitive individuals find products that are better
tolerated. Exposures may be very subtle. For example, individuals may
find themselves irritable or anxious when talking on the telephone, but
if they substitute Bakelite phones for their new colored plastic ones or
use speakerphones instead, their problem resolves (Randolph 1962).
Clothing that was stored in particleboard drawers may emit formalde-
hyde and trigger symptoms. Synthetic fabrics have been implicated in
elevated blood pressure, increased heart rate, arrhythmias, and angina
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(Seyal et al. 1986a~d). Acrylic dentures may provoke headache, joint
pain, fatigue, and rashes (Kroker et al. 1982).

The process of discovering the limits of one’s tolerance may be long
and tedious, with many setbacks. The setbacks can be so painful and
disabling that patients go to great lengths to educate themselves about
chemicals and avoid them. Very sensitive patients may react adversely
to contact lenses, dental materials, medical implants or prostheses, local
anesthetics, plasticizers leaching from plastic IV or oxygen lines, lubri-
cating jelly applied during an examination, or alcohol evaporating on
the skin when blood is drawn. Such patients view any encounter with an
unknowing or disbelieving dentist or physician with great trepidation.
Radio-contrast dyes may be of special concern. If surgery is planned,
patients may inquire what intravenous solutions will be used (D, is 5
percent dextrose and thus contains corn sugar; corn is the most common
food that provokes symptoms in these patients [Randolph and Moss
1980, p. 109]), what anesthetic drugs will be used, and the like, so as to
prepare themselves and their doctors for any adverse reaction and at-
tempt to avert it. Many practitioners find such inquiry intimidating or
view the patient as demanding or hypochondriacal, when in fact the
patient, in need of an operation or special procedure, only wishes to
avoid an adverse reaction. Practitioners need to understand these pa-
tients’ concerns and realize that the patients’ fears may be well founded
in prior experiences with very painful or embarrassing reactions. When
they must place themselves in the hands of the medical establishment,
chemically sensitive patients feel a lack of control and a vulnerability
most would not understand.

Health Effects

According to the clinical ecologist, the symptoms and diseases caused by
food and chemical exposures involve any and every system of the body
and are so diverse that many traditional practitioners find them unbe-
lievable. Some of the physicians we interviewed recalled being told as
medical students that the more symptoms a patient complained of, the
less validity any of them had. Clearly, such a belief by physicians could
pose an obstacle in that the average patient with food and chemical
sensitivities who enters an environmental unit has five symptoms, many
of them neuroclogical (Johnson and Rea 1989).

To many nonecologists, a troublesome aspect of the provocative food
and chemical challenges performed by clinical ecologists has been the
differences seen in symptoms on challenge versus those that were part
of the patient’s chief complaint at presentation. In his critique of 50
patients who previously had been seen by clinical ecologists, Terr (1986),
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an allergist, noted that 30 of the patients (60 percent) developed one or
more rew symptoms during their diagnostic and therapeutic experience
with the clinical ecologist. Of these, the most frequent were headache
(30 percent), fatigue (23 percent), confusion or loss of memory (20
percent), swelling (20 percent), dizziness (17 percent), depression (17
percent), nausea (17 percent), and rash, drowsiness, anxiety, and ab-
dominal pain (13 percent). Forty-three of Terr’s 50 patients were re-
ferred for workers’ compensation evaluation and thus represent the
“worst” cases. In comparison, less than 5 percent of the patients seen by
Randolph and about 20 percent of those seen by Rea (who sees sicker
patients referred by other ecologists) apply for disability.

In a more recent paper, Terr (1989a) compiled data from 40 of his
original 50 patients plus 50 others claiming disability because of chemi-
cal sensitivities, Patients’ symptoms were again diverse: 28 had symp-
toms referable to a single organ system, whereas 62 had “multisystem,
polysymptomatology.” After diagnosis of environmental illness by ecol-
ogists, 75 of these 90 workers reported one or more new triggers for
their symptoms, including foods. These triggers were associated with
one or more new symptoms in 34 patients.

The frequent emergence of new symptoms during deadaptation and
reexposure is well known to clinical ecologists. Unfortunately, Terr does
not offer any of the patients’ commentary about their illness. However,
62 percent had a long history of multiple symptoms involving many
systems and parts of the body and had been examined, tested, and
treated unsuccessfully for years by many physicians prior to seeing a
clinical ecologist. Perhaps some of their new symptoms did occur in the
past but were transient in nature and forgotten. Perhaps adaptation
masked certain symptoms. To the clinical ecologist, patients with
very advanced environmental illness are manifesting the most extreme,
overlapping stimulatory and withdrawal reactions to multiple sub-
stances. Chronic disability may ensue. However, the patient who is with-
drawn from inciting chemical exposures and placed on a “safe” diet may
be able to reverse the experience and begin to associate cause and effect.
Specific symptoms can then be attributed to identifiable chemicals
or foods in a reproducible way. Following deadaptation, symptoms
that have not been experienced for decades may be manifested; that
is, unmasking takes place. As long as multiple exposures causing
multiple effects are overlapping, symptoms are masked and the per-
son may experience chronic disability or ultimately end organ failure of
some type.

The acute symptoms experienced by a patient when a clinical chal-
lenge is performed must be differentiated (Table 3-1) from the chronic
disease states that are purported to result from chronic exposure to



TABLE 3-1. Possible Acute Reactions to Incitants during Provocation

Lungs, heart,
Nasal Throat, mouth Ears blood vessels Joints Mouscles
Urge 1o sneeze Itching, sore, tight, YItching Coughing Ache, pain Tight, stiff
Itching, rubbing swollen Full, blocked Sneezing Saff Aches,
Obstruction D){sphagla, difficulty Erythema of pinna Reduced air flow Swelling soreness,
in swallowing, (reddening) pain
Discharge choking 8. Retracting, Erythema, warmth, Neck
. . Tinnitus (ringing in shortnesss of redness

P-ostnas?l drip Weak voice, hoarse ears) breath Upper, lower
:m:s dlscl(.)mfon Salivation, mucus Earache Heavy, tight chest back

uffy feeling Bad or metallic taste earing loss Not enough air Upper, lower

extremities

Hyperacusis
(2bnormal
sensitivity to
sound)

Hyperventilation,
rapid breathing

Chest pain

Tachycardia (rapid
pulse)

Palpitations (rapid,
violent or
threbbing pulses;
extra or skipped
beats)

Blood vessels—
spontaneous
bruising and
petechiae, cold
sensitivity,
swelling, acneform
lesions



Skin Eyes Vision Cerebral, head Genitourimary Gastromtestinal
Itching, local or Itching, burning, Blurring Headache, mild— Voided, mild urge Nausea
general pain Acuity decreased mf)del_'ate: Frequency in Belching
Scraiching Lacrimation Spots, flashes migrane voiding Full. bloated
. . (tearing) ’ Ache, pressure; ’
Monst: swca.lmg Ivected g Darker, vision loss tighE exploding Urgen.cy, pr.cssure Vomiting
Flushing, hives -;ight sensitive Photophobia feelings Dyspna (paquul or Pressure, pain,
Pallor (white or Sensitivity (allergic) (brighter) Throbbing, stabbing difficult urination) cramps
ghostly) shiners Dip_lgpia (double Fainting 3‘3"_“‘"]' ':;h N Flatus, rumbling,
Feel heavy v15|o.n) Depression agina lSC' arge gas
Dyslexia—difficulty . Yeast infection Diarrhea
readin Mood swings
B on of o Gallbladder
:Z?:::‘:Of:;:s 3) ; Hallucinations symptoms
words becoming Hy‘perfl?uvuy Hunger, thirst
small or large; Irritability Hyperacidity
words moving Fatigue
around
Apathy
Confusion
Lethargy
Blackouts
Insomnia
Somnolence

Source: Rea, W., Ouipatient Information Manual (1984a; 1988 revision), Environmental Health Center, Dallas.
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incompatible foods and chemicals. The latter, according to clinical ecolo-
gists, include a wide range of diseases and disorders. Traditional practi-
tioners consider many of these disorders idiopathic or essential (as in
“essential hypertension™) or give them names that are descriptive (as
“asthma” or “urticaria’) and are not revealing about possible causes.
Clinical ecologists claim that many of these conditions are caused by envi-
ronmental (food or chemical) incitants.

Perhaps the definitive test for chemical sensitivity would be to have the
patient fast in an environmental unit. The resolution of chronic, debilitat-
ing symptoms then might suggest an environmental cause. Proof of envi-
ronmental causation involves rechallenge with single foods and chemicals
while noting the effects. If an effect were reproducible, causation would be
inferred. Confidence regarding causation would be strengthened by dou-
ble-blind, placebo-controlled challenges.

Scientists at Research Triangle Institute have been seeking better meth-
ods to assess health effects associated with complex mixtures of chemicals
present in indoor air. A number of chemical compounds were selected as
representative of a particular newly renovated office building; for example,
certain chemicals that were measured outgassing from carpet samples and
office partitions. Health effects reported in the TOXNET database for
these individual chemicals were compared with complaints by office work-
ers in the building (Pierson et al. 1990). These are shown in Table 8.2
Health effects reported by the employees were similar to those found in
TOXNET, although the literature documents effects at much higher levels
of exposure.

Appendix A contains an annotated bibliography for health effects
that may be related to foods and chemicals. Many, but not all, sources
listed were written by clinical ecologists. For certain diseases such as
migraine and atopic dermatitis (eczema), traditional practitioners as well
are coming to accept that foods may play an important role in certain
patients.

Appendix A is not intended to be encyclopedic. Rather, it is an attempt
to present the range and diversity of diseases for which environmental
(food or chemical) origins have been proven or proposed. It is also
designed to help the reader identify key articles on particular disorders
because many of these articles have appeared in older or less widely circu-
lated journals and would otherwise be difficult to locate.

We have highlighted studies with positive outcomes, that is, those in
which a relationship between symptoms and food or chemical exposures
was confirmed. Many studies that fail to show an association between
symptoms and exposure exclude only a single food from the diet. Those
studies of hyperactivity (Kaplan 1989), seizures (Egger et al. 1989),
headaches (Egger et al. 1983), and rheumatoid arthritis (Kroker et al.
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1984; Marshall et al. 1984) that do show an association tend to use
stimultaneous avoidance of multiple incitants. Their design should serve
as models for future studies in this field.

The majority of the articles discuss foods rather than chemicals as
potential factors in disease. Nevertheless, most of the diseases listed here
have also been attributed to chemical exposures by some observers.
Randolph’s observations of patients worked up in an environmental unit
are summarized in his books and papers and provide interesting anec-
dotal accounts of the role chemicals might play in particular conditions.

By presenting this material we are not affirming an environmental
cause for these diseases but hoping to alert the reader to that possibility
and the need for evaluating such patients in an environmental unit
when more traditional approaches have failed. What might seem ob-
vious—that foods and chemicals are not significant factors in most of
these disorders—could change if one were to eliminate masking and
control for the effects of adaptation.

We cannot overemphasize the importance of avoiding the frequent
error of confusing diagnosis and etiology. Terr (1986, 1989a) in his
reviews of ecology patients criticizes ecologists for attributing illness in
these patients 1o environmental factors where they clearly had other
well-defined clinical diseases such as depression. In a critique of Terr's
most recent review of ecology patients, William Meggs {1989b) of East
Carolina School of Medicine asserts:

First, both Dr. Terr and the clinical ecologists consistently confuse di-
agnosis and etiology. Environmental illness, ecological illness, or similar
terms should not be used as a diagnosis, which is the error of the clinical
ecologists. Dr. Terr’s error is to state that since a patient has another
diagnosis, the diagnosis of environmental illness is wrong, and there-
fore there is no environmental cause of the illness. . . . In his methods
section Dr. Terr does not discuss how he determined that the patients’
symptoms were not triggered by environmental exposures. Many of the
symptoms he lists in Table 4 of his article such as asthma, rhinitis, and
dermatitis are known to have an environmental etiology in some pa-
tients, and generally accepted methods are available for verification. . . .
Correctly diagnosing an autoimmune condition in a patient claiming
environmental iliness, rather than disproving an environmentat etiol-
ogy, should alert the physician to look for an environmental cause. The
claim that psychiatric disorders can be triggered by chemical exposures
is worthy of serious scientific study, particularly with increasing rates of
depression. . . . Cases of depression related to exposure to furnace
fumes were described by Randolph thirty years ago.

The study regarding furnace emissions as a cause of depression is by
Randolph (1955).



Table 3-2. Summary of Reported Effects of Indoor Air Pollutants*

Compound*

Body System Effect AcA ACE CUM  DCB  EiB

FOR

STY

TOL

XYL

Eyes
Irritation* x X x x
rrit. mucous membranes
Conjunctivitis x x
Lacrimation x »
Diplopia (double vision)* X
Photophobia X

Nose
Irritation® X x x
Irrit. mucous membrane x
Runny nose‘ x

Respiratory
Irritation x x
Pharyngitis x
Throat irritation® x
Bronchitis b4 x
Coughing* x
Shortness of breath
Asthmatic reaction
Pulmonary edema x

Central Nervous
Tinnits
Headache x
Dizziness® x x x
Depression
Fatigue*
Confusion’

X

XX XX XX

X X X

X X X

X X X



Drowsiness x x
Vertigo x X x x
Slowed reaction time x x
Intoxication: Euphoria, X
exhileration,
boastfulness, talkative
Incoordination (ataxia)
Anasthesia“
Edema
Weakness x x
Skin
Erythema, irriwation x x
Dermatitis x x x

Blood
Leukopenia x
Leukocyctosis x
Macrocytosis
Reduced erythrocytes
Liver injury x

X X X

X X XX
x

X X X X X

Miscellaneous
Gastritis x
Nausea and vomiting x
Dysphagia , - x
Menstrual disorders® x x
Weight loss x

* Absence of symptoms does not inherently mean that these do not exist for a given compound—only that they were not reported.

*Key: AcA = acetaldehyde; ACE = acetone; CUM = cumene (isopropylbenzene); DCB = dichlorobenzene; EtB = ethylbenzene; FOR =
formaldehyde; STY = styrene; TOL = toluene; XYL = xylene.

¢ Effects reported associated with the example complex mixture.
Source: Pierson et al. 1990.
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Allergists accuse ecologists of overzealously diagnosing environmental
iliness and overlooking other important medical conditions (Bardana
and Montanaro 1989; Terr 1986, 1989a); however, some allergists may
have wrongly assumed that a patient’s condition that has an accepted med-
ical label cannot have an environmental etiology. Physicians need to be
aware of the wide variety of medical conditions for which environmental
{either food or chemical) etiologies are being considered. We have
attempted to pull together some of the most pertinent articles for
Appendix A.

If foods and chemicals are responsible for even a modest percentage of
the diseases listed in Appendix A, the implications are staggering. The
trend toward recognition of chemical and food factors in many diseases
is growing. Caution must be exercised, however. Perhaps only a subset
of patients with a particular illness (for example, rheumatoid arthritis) re-
sponds to environmental manipulation. Even one individual who responds
positively while fasting in an environmental unit can be an important find-
ing if that finding is reproducible. Thus responses may occur only in a sub-
group of sensitive patients. Unless objective testing is limited to that sensi-
tive subgroup, positive results in a few may be diluted by nonresponders,
and prevalence studies will not be statistically significant. Clearly, studies of
these patients must be carefully constructed if health effects are to be dis-
cerned.

How the disorders that have just been discussed relate to the concept of
adaptation is unclear at present. Bell and King (1982a) propose that “the
chronic symptoms which ecology patients reportedly have with repeated
exposures to offending agents may reflect the more insidious, non-adapt-
ing changes induced by offending foods and chemicals.” For example,
individuals may adapt to the acuteeffects of ozone on their upper and lower
respiratory tracts, but red blood cell fragility may persist. Others may adapt
to the stimulatory effects of caffeine, only to develop fibrocystic disease
(Russell 1989; Hindi-Alexander et al. 1985; Boyle et al. 1984) or urticaria
(Pola et al. 1988),

Randolph depicts the development of chronic illnesses as in Table 3-3.
In the left column are intermittent (acute) responses, and on the right
are chronic responses. At the top are stimulatory levels, as discussed in
Chapter 2. With continued or repetitive exposures to an incitant, the
course of the reactions moves from left to right. Over time, if no inter-
vention occurs, advanced sustained stimulatory responses (upper right)
ultimately move toward sustained withdrawal responses (lower right)
(Randolph 1987, pp. 248-249). Rea (1988c) speculates that adaptation
may indirectly contribute to total body load by covering up (masking)
acute reactions with chronic exposure responses so that affected individ-
uals are unaware of the relationship between exposures and their ill-



Origins of Multiple Chemical Sensitivity and Effects on Health 83

TABLE 3-3. Environmental-Personal Interrelationships

Intermittent Responses Levels Sustained Responses
Mania“ (agitation, excitement, blackouts, with  + + + +  Drug addiction (both
or without convulsions) natural and
synthetic)
Hypomania“ (hyperresponsiveness, anxiety, +++  Alcoholism (addictive,
panic reactions, mental lapses) drinking)
Hyperactivity* (restless legs, insomnia, ++  Obesity (addictive
aggressive forceful behavior) eating)
Stimulation* (active, self centered with +  Absent complaints (the
suppressed symptoms) desired way 1o feel)
Behavior on an even keel, as in homeostasis 0 Behavior on an even
keel
Localized physical ecologic manifestations* -~ Impaired senses of
{(rhinitis, bronchitis, asthma, dermauitis, taste and smell,
gastrointestinal, genitourinary syndromes) Meniere's syndrome
Systemic physical ecologic manifestations* ~—  Small vessel vasculitis,
{fatigue, headache, myalgia, arthralgia, hypertension,
arthritis, edema, tachycardia, arrythmia) collagen diseases
Brain fag—moderately advanced cerebral ———  Mental confusion and
syndromes* (mood changes, irritability, obfuscation, morose
impaired thinking, reading ability and inebriation
memory)
Depression—advanced cerebral and —-~—— Dementia, stupor,
behavioral syndromes? (confabulation, coma, catatonia,
hallucinosis, obsessions, delusions and residual amnesia

temporary amnesia)

* Specifically adapted stimulatory levels.
* Specifically maladapted withdrawal levels,

Source: Randolph, T. and Moss, R, An Alternative Approach to Allergies, copyright
J- B. Lippincott Co., Philadelphia, PA (1989).

nesses. Smokers, for example, may learn to tolerate the irritating
properties of tobacco smoke, but their adaptation only allows them to
continue the habit more comfortably, oblivious to the fact that continued
exposure may lead to emphysema, cancer, and cardiovascular disease.
Patients with multiple chemical sensitivities, on the other hand, fre-
quently experience intense discomfort whenever smoke is present, even
in low concentrations. Interestingly, many smokers who quit (deadapt
to tobacco) also report acute symptoms with minimal exposure, not un-
like those reported by chemically sensitive individuals. This underscores
an important point: it is impossible to know how sensitive individuals
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are to an environmental agent until they are deadapted. Those who appear
least sensitive (smokers, for instance) may in fact be most sensitive with
their addiction only masking that sensitivity.

Thus adaptation could play a central role in the development of many
medical disorders. Perhaps the best evidence thus far for the existence of
adaptation in humans comes from clinical observations of withdrawal
symptoms when individuals are removed from their usual exposures and
subsequent resolution of formerly chronic symptoms occurs. According to
some physicians, this process is viewed optimally in the setting of an envi-
ronmental unit while patients fast.

In the next chapter we discuss some of the mechanisms that have been
proposed for multiple chemical sensitivities.

For insights gained about the origins of chemical sensitivity since the first
edition, see the section on “Origins of Chemical Sensitivity” in Chapter 8.
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CHAPTER 4

Mecharasms of Multiple
Chemical Sensitvvities

Possible Physiological Mechanisms

A useful review of this topic can be found in Bell (1987b). The limited
data available at this time suggest that any mechanism or model that
would purport to explain the syndrome of multiple chemical sensitivities
would need to address the features most closely associated with this

illness:

1. Symptoms involving virtually any system in the body or several sys-
temns simultaneously

2. Differing symptoms and severity in different individuals, even those
with the same exposure

3. Induction (that is, sensitization) by a wide range of environmental
agents

4, Subsequent triggering by lower levels of exposure than those in-
volved in initial induction of the illness

5. Concomitant food intolerances, estimated to occur in a sizable per-
centage of those with chemical sensitivities

6. “Spreading” of sensitivity to other, often chemically dissimilar sub-

stances; each substance may trigger a different constellation of symp-
toms
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7. Adaptation (masking), that is, acclimatization to environmental incit-
ants, both chemical and food, with continued exposure; loss of this
tolerance with removal from the incitant(s); and augmented response
with reexposure after an appropriate interval (for example, 4 to 7
days)

8. An apparent threshold effect referred to by some (including certain
traditional allergists we interviewed) as the patient’s total load. Total
load is a theoretical construct that has been invoked by clinical ecol-
ogists to help explain why an individual develops this syndrome at
a particular time. Illness is said to occur when the total load of bio-
logical, chemical, physical, and psychological stressors exceeds some
threshold for the patient. This concept has emerged from clinical
observations; no direct experiments have been done to test its validity
in humans; however, animal models do exist. The concept aligns with
Selye’s (1946) work on the general adaptation syndrome.

Randolph knew Selye and was intrigued by his ideas but failed to see
their clinical utility. Hans Selye (1977) was concerned with the general
response of an organism to stressors. He observed that animals treated
with a variety of toxic substances (indeed, Selye’s supervisor accused him
of spending his entire life studying the pharmacology of dirt) reacted in
the same way: all had a generalized response involving increased endo-
crine activity and adrenal size, reduction of lymphatic tissue including
the thymus (where T lymphocytes undergo maturation), and peptic ul-
cers in the stomach and duodenum), Selye defined stress as the nonspe-
cific response of the body to any demand. Three phases occur:

1. An alarm reaction accompanied by increased adrenocorticotrophic
hormone (ACTH) release

2. Resistance, during which demands upon the organism are met with
little increase in ACTH or steroid hormone production; this stage
corresponds with Randolph's adapted stage

3. Exhaustion, when animals succumb to stress, having expended their
adaptive energy

The most characteristic feature of the stress syndrome, according to
Selye, is its nonspecificity. All stresses (typhoid, cold, ecstasy, malnutri-
tion) have their own features and causes, but all require the body to
adjust to the demand for adaptation. When organisms succumb to ex-
cessive stress, their individual manifestations may differ somewhat, but
the result is the same: as with a chain, there is always a weakest link, a
point at which things are most likely to break down.
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Randolph’s concept of specific adaptation parallels Selye’s, but differs
in one key respect: adaptation in a given individual is specific to the
incitant. Selye recognized this possibility but chose to focus on the more
global aspects of adaptation. In Randolph’s view, the accumulation of
multiple stressors could overwhelm the organism’s ability to adapt. In
the exhaustion phase, Selye's general adaptation syndrome and Ran-
dolph’s concept of specific adaptation coincide. From these ideas
emerged the ecologists’ concept of total load of stressors or incitants as
the determinant of an individual’s ability to adapt or failure to adapt,
Ecologists consider Randolph’s substance-specific and individual-specific
view of adaptation to be the clinical counterpart of Selye’s general ad-
aptation syndrome (Randolph 1962, pp. 6-8; 1976a).

Rea probably has performed meore clinical laboratory tests on chemi-
cally sensitive patients than any other clinical ecologist. When we asked
him what mechanism he thought was responsible for these patients’
illness, he responded, “Which one?” In his view, many interacting fac-
tors may be present. No single biochemical or immunological abnormal-
ity appears consistently in every patient. Some may have abnormal levels
of immunogiobulins, complement, immune complexes, T-cells, B-cells,
prostaglandins, kinins, serotonin, histamine, acetylcholine, vitamins,
minerals, or detoxification enzymes (such as glutathione peroxidase)
(Johnson and Rea 1989). Rea sees a great diversity of patients because
he receives referrals of more difficult cases from other physicians. More
clearly defined, homogeneous patient groups, such as those from a spe-
cific workplace, contaminated community, or tight building, might very
well exhibit less variation in their laboratory profiles. (See discussion in
Chapter 6.)

Before we examine some of the specific theories that have been pro-
posed to explain multiple chemical sensitivity, three important points
must be recognized:

1. The human body is an integrated system that traditionally has been
separated into its component parts or systems to facilitate study. In-
teractions of these parts are necessarily more complex. For example,
multiple chemical sensitivities conceivably could involve the entire
neuroimmunoendocrine axis. Teasing out the subtle biochemical in-
teractions involved in adaptation to the plethora of substances in the
environment may be extremely difficult,

2. Traditional allergists who have studied sensitivity to industrial chem-
icals have been as baffled as the ecologists in trying to discern a
mechanism for hyperreactivity. Butcher and co-workers (1982) re-
marked upon the continuing controversy over the mechanism for
isocyanate hyperreactivity. Although an immunological theory has
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been proposed, specific antibody is demonstrable in only 15 to 20
percent of reactive individuals. That antibodies also may persist be-
yond loss of reactivity casts doubt upon their role. More recently,
Stankus, Salvaggio and associates (1988) demonstrated airway hyper-
reactivity to cigarette smoke among asthmatics who lacked specific
IgE to tobacco smoke components. They report that the mecha-
nism(s) behind this hyperreactivity remain unclear. These observa-
tions concerning the effects of cigarette smoke on some individuals
parallel similar observations by clinical ecologists.

3. Although knowledge of the mechanism of a disease may be useful
for developing better therapies, such knowledge is not a prerequisite
for intervention. Preventing the development of multiple chemical
sensitivities in those not yet afflicted may be possible by controlling
environmental exposures that cause the initial sensitization.

The most frequently cited theories to explain chemical sensitivity in-
volve the nervous system, the immune system, or the interaction be-
tween them because these two systems most clearly link the external
environment and the internal milieu (Bell 1982). The rapid responsive-
ness of these systemns also makes them attractive candidates because
symptoms of food or chemical sensitivity have been reported to develop
within seconds of exposure. As early as the 1940s and 1950s, the allergist
Coca recommended sympathectomies (surgical interruption of certain
sympathetic nerve pathways) in some cases of multiple food sensitivities,
but benefits were often short-lived (Randolph 1987).

David Ozonoff (1989), professor of medicine and chief, Environmen-
tal Health Section, Boston University School of Public Health, suggests
that because low levels of exposure do not trigger symptoms in every-
one, perhaps a small initiating stimulus occurs, which the body of the
chemically sensitive patient then amplifies or magnifies. In the case of
multiple chemical sensitivities, the nervous system, the immune system,
or both might amplify an external signal. Many chemicals, such as
polybrominated biphenyls (PBBs) and trichloroethylene, affect both the
nervous system and the immune system, Until 1980, the idea of a pos-
sible direct communication between the nervous and immune systems
was widely debated. Subsequently, the existence of a neuroimmunoen-
docrine axis has been increasingly realized. Payan (1989, Payan et al.
1986) cites several discoveries that have helped to confirm the presence
of two-way communication between the nervous and immune systems.

1. Studies show that neuropeptides (for example, substance P and so-
matostatin) and the nerve ganglia from which they arise project into
immunological tissues.
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2. Receptors for these neuropeptides occur on immunologically active
leukocytes.

3. Certain immunologically active substances such as the interleukins
can activate or be activated by cells in the nervous system.

4. Electrolytic lesions in the hypothalamus of animals produce distinct
alterations in antibody production as well as abnormalities in the
number and role of natural killer cells and T-lymphocytes. These
alterations occur because of the interruption of a network of norad-
renergic and peptidergic fibers that project into lymphoid tissues,
including the thymus, spleen, Peyer's patches of the intestine, and
bone marrow,

Therefore, the endocrine, immune, and nervous systems, once per-
ceived as separate compartments, are increasingly recognized as inter-
connected.

Mechanisms Involving the Limbic System

The hypothalamus (part of the limbic system) has attracted considerable
attention because it is the focal point in the brain where the immune,
nervous, and endocrine systems interact (Bell 1982). Bell notes that
assuming a direct cause-and-effect relationship would be premature, but
that the hypothalamus could mediate food and chemical addictions in
patients with multiple chemical sensitivities. The olfactory system has
known links to the hypothalamus and other parts of the limbic system,
which has led Bell (1982) to speculate that “the olfactory system, hypo-
thalamus and limbic system pathways would provide the neural circuitry
by which adverse food and chemical reactions could trigger certain
neural, psychological and psychiatric abnormalities.” Many different
chemicals have been reported by clinical ecologists to trigger food crav-
ings, binges, violence, or hypersexual activity. A model involving the
hypothalamus could help to explain such behavioral changes in re-
sponse to chemical exposures.

Some authors have alleged that psychological conditioning to odors is
responsible for patients’ reactions to chemicals. Of course, odor condi-
tioning may occur in selected cases. (See the next section for a discussion
of psychogenic mechanisms.) However, physiological mechanisms in-
volving the limbic system may be at work, A direct pathway from the
oropharynx to the brain and hypothalamic and limbic region has been
demonstrated in rats (Kare 1968; Maller et al. 1967). Substances placed
in the oropharynx migrated to the brain in minutes via a pathway other
than the blood stream and in higher concentrations than if administered
via the gastrointestinal tract, suggesting a direct route from mouth (or
nose) to brain. Similarly, Shipley (1985) showed that inhaled substances
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that contact the nasal epithelium may cross into the brain and be distrib-
uted widely via transneuronal (through the nerve cell) transport. Thus,
molecules that are inhaled and contact the olfactory apparatus could
influence functions in other parts of the brain.

Bell (1990), a psychiatrist, notes that individuals who are shy tend to
be more atopic (have a greater tendency to manifest allergies). She hy-
pothesizes that chemical mediators, for example, histamine, VIP (vaso-
active intestinal peptide), and prostaglandins, released in the nose in
response to environmental agents may undergo transneuronal transport
to the limbic system, temporal lobe, and other parts of the brain and
there influence thought, mood, and personality traits such as shyness.

Ryan and co-workers (1988) studied 17 workers who attributed
changes in thought processes, particularly memory and concentration
difficulties, or changes in mood to their exposure to solvents. Those
workers with “cacosmia” (a heightened sensitivity to odors) performed
most poorly on neurobehavioral tests requiring verbal learning or visual
memory. Although olfactory functioning was not tested objectively in
this study, the authors felt their findings supported a hypothesis that
chronic solvent exposure may affect the “rhinencephalic structures” (the
primitive “smell” brain), the evolutionary precursor of the limbic system.

This phylogenetically ancient part of the brain (Fig. 4-1) is present in
all mammals. It influences the organism’s interaction with its environ-
ment in many subtle ways essential for preservation of the individua), its
offspring, and the species. Limbus (Latin for “margin” or “rim”) refers to
its appearing like a rim around the edge of the cerebral hemispheres,
Figure 4-2 shows its component parts. Note the close anatomical rela-
tionship to the olfactory bulb. Strong odors and even milder ones may
provoke increased electrical activity in the amygdala and hippocampal
areas of the limbic system (Monroe 1986). Subsensory exposure to
chemicals can cause protracted, if not permanent, alterations in the
electrical activity of the brain, beginning first with the most sensitive
structures, particularly that portion of the amygdala that analyzes odors
{(Bokina 1976).

The amygdala is involved in feelings and activities related to self-
preservation, such as searching for food, feeding, fighting, and self-
protection {(MacLean 1986). The cingulate gyrus appears to influence
maternal care and nursing, separation cries between mother and off-
spring, and playful behavior, including wit and humor (MacLean 1986).
The septum involves feeling and expression relating to procreation.
Lesions in the septal area may cause hyperresponsiveness to physical
stimuli (such as touching, sounds, or temperature changes}, hyperemo-
tionality, loss of motivation, excessive sugar and water intake, and fear
of unfamiliar situations (Isaacson 1982).
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FIGURE 4-1. The cortex of the paleomammalkian brain (limbic system) is contained in the great
limbic lobe surrounding the brain stem. Shown in black 15 the location and relative size of the limbic
lobe in the brains of the rabbit, cat, and monkey; the ving of limbic cortex is found as a common
denominalor in the brains of all mammals. The surrounding corlex of the neomammalian brain which
undergoes a rapid expansion in evolution is shown in white.

Source: MacLean, P. D., “The Brain in Relation to Empathy and Medical Education,” Journal of
Nervous and Mental Disease (1967) 144(5):374-382: Williams & Wilkins, Baltimore, Mary-
land, p. 377.
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The hippocampus appears important for laying down new memories
and thus is essential for learning (Gilman 1982). Hippocampal lesions
may cause difficulty in retaining recent memories {Isaacson 1982). The
hippocampus, at the intersection of numerous neural pathways and in
a critical position to affect the transfer of information from one brain
region to another, acts as an information switching center. Learning and
memory decrements are a frequent consequence of exposure to toxic
substances, and some researchers view the hippocampus as a prime
target for such toxins (NAS 1990, Walsh 1988). Damage to the hippo-
campus itself, or to nerves leading to or from it, may adversely affect
the synthesis, storage, release, or inactivation of the excitatory and in-
hibitory amino acids that serve as neurotransmitters in this region of the
brain. Toxins may disrupt the delicate balance of these amino acids,
perhaps leading to the release of a flood of excitatory neurotransmitters
that damage neighboring cells, a phenomenon that has been called ex-
citotoxicity (U.S. Congress 1990) . Relatively small perturbations of hippo-
campal function may have large and long-lasting effects upon behavior
and cognition (Walsh 1988).

The most vital component of the limbic system, the hypothalamus,
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Cingulate gyrus

Hippocampus

Parahippocampal gyrus
FIGURE 4-2. Three major subdivisions of the limbic system. The small numevals 1, 2, and 3
overlie, respectively, the amygdaloid, sepial, and thalamocingulate divisions. The corresponding large
numerals identify connecting nuclei in the amygdala, septum, and anderior thalamus. Abbreviations:
AT, anterior thalamic nuclei; G, tegmental nuclei of Gudden; HYP, hypathalamus; M, mammillary
bodies; MFB, median forebrain bundle; PIT, pituitary; OLF, olfactory.

Source: MacLean, P. D., “A Triune Concept of the Brain and Behavior,” in Boag, T., and Camp-
bell, D., The Hincks Memorial Lectures (1973), University of Teronto Press, Toronto, Onlario,
p. IS,

governs: (1) body temperature via vasoconstriction, shivering, vasodila-
tion, sweating, fever, and behaviors such as moving to a cooler or
warmer environment or putting on or taking off clothing; (2) reproduc.
tive physiology and behavior; (3) feeding, drinking, digestive, and met-
abolic activities, including water balance, addictive eating leading to
obesity, and complete refusal of food and water leading to death; (4)
aggressive behavior, including such physical manifestations of emotion
as increased hean rate, elevated blood pressure, dry mouth, and gas-
trointestinal responses (Gilman 1982).

The hypothalamus is also the locus at which sympathetic and para-
sympathetic nervous systems converge. Many symptoms experienced by
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patients with food and chemical sensitivities relate to the autonomic
(sympathetic and parasympathetic) nervous systems; for example, al-
tered smooth muscle tone produces Raynaud’s phenomenon, diarrhea,
constipation, and other symptoms. Recently, Rea and his co-workers
acquired an iriscorder (to be distinguished from iridology) from the
Japanese who have used this instrument to measure pupillary reactivity
in persons with organophosphate pesticide toxicity. A brief pulse of
intense light evokes pupillary constriction (a parasympathetic response)
followed by dilation (a sympathetic response). With the aid of this de-
vice, they are attempting to monitor objectively sympathetic and para-
sympathetic nerve function in persons with chemical sensitivities.

The hypothalamus appears to influence anaphylaxis and other as-
pects of immunity (Stein 1981). Likewise, antigens may affect electrical
activity in the hypothalamus (Besedovsky 1977).

Thoughts arising in the cerebral cortex that have strong emotional
overtones can trigger hypothalamic responses and recreate the physical
effects associated with intense anger, fear, and other feelings. To imple-
ment its effects, the hypothalamus not only has a direct electrical output
to the nervous system but also produces its own hormones, many of
which stimulate or inhibit the pituitary’s production of hormones (Gil-
man 1982).

Corwin (1978) describes the complexity and delicacy of hypothalamic
function.

Imagine, if you will, a chemical laboratory set up to monitor a stream
of Auid continuously, This laboratory is equipped to perform analyses
for simple substances such as acids, bases, and salts, ions, such as so-
dium, potassium, calcium, and chloride, and more complex substances
such as glucose and cholesterol, simple hormones such as adrenaline
and thyroxine, more complex hormones such as the peptide hormones.
This laboratory has a built-in computer which evaluates the balance
between all these substances and controls this balance so that in case
one is formed in excess, the valves can be tightened electrically to de-
crease the production or 1o generate an antagonist. In addition, this
laboratory has the means for the synthesis of organic chemicals which
can be released into the flowing stream of fluid at appropriate points to
alter the action of the way stations producing the desired or undesired
materials. . . . The human body has its analytical laboratory, computer
controller, and hormone factory compressed into a few grams of hy-
pothalarmus, a true marvel of microminiaturization.

Most of the neural input to the hypothalatnus comes from the nearby
limbic and olfactory areas (Isaacson 1982). Lesions in the limbic region
may be associated with irrational fears, feelings of strangeness or un-
reality, wishing to be alone, and sadness (MacLean 1967). A feeling of
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being out of touch with or out of control of one’s feelings and thoughts,
not unlike that described by many patients with chemical sensitivity, may
be perceived.

Doane (1986) describes potential difficulties for patients with limbic
dysfunction.

Activity controlled by the limbic system may seem largely irrational and
often is not perceived within one’s self in ways that are easily under-
stood or communicated in verbal language. These observations do not
detract, however, from the reality of limbic determinism in human
psychic functions and psychiatric disorders.

The dynamic involvement of the hypothalamus and limbic system in
virtually every aspect of human physiology and behavior makes injury
to these structures an intriguing hypothesis to explain chemical sensitiv-
ity’s myriad manifestations. Rich neural connections lie between the
olfactory system and the limbic and temporal regions of the “rain. Sur-
gical or epileptic patients with damage to the limbic or medial temporal
portions of the brain may have persistent alterations in odor perception
(for example, an unusuai smell that characteristically precedes seizure
activity) as well as learning and memory difficulties (Ryan 1988),

Bell (1990) hypothesizes that chemically sensitive patients may have
olfactory-limbic-temporal pathways that are more easily “kindled.” In
other words, a small signal or insult would more readily trigger firing of
nerve cells in brain regions where kindling was present. Kindling might
be enhanced by genetic endowment, prior environmental exposures,
psychological stress, hormonal variations, or other factors. Unlike sur-
gical ablation, which destroys a brain area, kindling is a kind of stimula-
tory lesion (Girgis 1986). Stimulation of the amygdala with electrodes
may elicit rage or loss of control of emotions, a phenomenon frequently
reported by patients with multiple chemical sensitivities.

Kindling has been described previously in the context of seizures. The
amygdala, for example, which is particularly susceptible to electrical
discharge following either electrical (Girgis 1986) or chemical provoca-
tion (Bokina 1976), is subject to long-lasting alteration when given re-
peated stimuli. Very potent or repeated stimuli, whether electrical or
chemical, may permanently augment the tendency for neurons to fire
in the presence of future stimuli, even when challenged with much
lower levels than those originally involved. Girgis (1986) reports a de-
crease in acetylcholinesterase (AChE}), an enzyme that breaks down the
neurotransmitter acetylcholine in junctions between nerve cells, that
parallels the increase in supersensitivity to stimuli. The limbic system is
especially rich in AChE, which is strongly bound to the nerve cell mem-
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branes and very stable. The AChE may play a protective role by enzy-
matically maintaining acetylcholine concentrations at nerve junctions
within safe bounds and protecting susceptible cells in the limbic system
from developing “bizarre sensitivity” (Girgis 1986). Interestingly, physi-
cians who treat patients with multiple chemical sensitivities have noted
some of the most severe and debilitating exposures for these patients
have been to organophosphate pesticides, which inhibit AChE.

Bokina (1976} found impaired speed of execution and coordination
of complex motor processes in humans repeatedly exposed to carbon
disulfide for 10- to 15-minute intervals at subsensory levels. Animals
primed by high concentrations of various chemicals (such as formalde-
hyde and ozone) and subsequently reexposed to low concentrations of
the same chemicals showed an increased tendency toward paroxysmal
electrical discharge in the amygdala (Bokina 1976). Bokina observed
that although the chemicals he used to sensitize the animals were differ-
ent in terms of their structure and physical and chemical properties, their effects
upon the limbic system were remarkably stmilar.

Kindling could help to explain the apparent loss of adaptive capacity
in multiple chemical sensitivity. Formerly well-tolerated low-level expo-
sures to, for example, tobacco smoke or perfume might trigger symp-
toms in individuals whose limbic areas have been kindled by a prior
exposure. Likewise, spreading of sensitivities to chemically unrelated
substances might be understood on this basis.

One intriguing aspect of the limbic system as a mechanism for multi-
ple chemical sensitivities is its responsiveness to both chemical and cor-
tical stimuli. Therefore, conscious thought processes and emotional
states influence limbic activity just as chemical or physical stimuli can.
The former may be under more or less conscious control of the individ-
ual, whereas the latter are almost entirely unconscious and automatic.
However, conscious efforts that play into the delicate circuitry of the
limbic system may be able to alter or suppress concurrent electrical
activity evoked by environmental agents. Nevertheless, very potent ex-
posures may not be susceptible to conscious will. Some patients with
chemical sensitivities report being able to “will” their way out of a mild
reaction to a food or chemical and attempt to control their symptoms in
this manner. Most say such efforts do not work for their most problem-
atic incitants, In fact, the ability to exercise any conscious effort, even
that of simply getting away from the exposure or taking alkali salts or a
neutralizing dose, may be lost during a reaction. Monroe (1986) re-
ported the case of a man for whom exposure to the odor of stale beer
caused greatly increased electrical activity in the limbic system (amygdala
and hippocampal areas). Various memories, some associated with beer,
also increased electrical activity in the same region. However, simple
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arithmetic computations would immediately stop such activity. There-
fore, conscious thought processes could override preexisting activity in
the limbic system.

An intriguing example of the competing effects of exposure and psy-
chological state has been reported by Sanderson (1989; for more detail
see in Appendix A “Neurobehavioral and Psychiatric Manifestations™).
Carbon dioxide at levels greater than 5 percent in the air has been
shown to induce panic attacks (“fight or flight” responses depend upon
limbic activity) in patients suffering from panic disorder. While this effect
is not chemical sensitivity, the fact that patients in this study who believed
that they had control over the carbon dioxide level to which they were
exposed had fewer and less intense panic disorder symptoms suggests that
psychological factors (the illusion of control} can indeed mitigate the
biclogical response to an environmental stressor.

Thus, experimental evidence suggests a delicate interplay occurring
in the limbic region. Conceivably, chemicals contacting oifactory nerve
projections in the nose could either be transported into or relay electrical
signals to the limbic region, leading to a vast array of symptoms. Like-
wise, thought processes and mood states trigger limbic activity or may,
in some cases, interrupt preexisting limbic activity. At present, however,
no evidence suggests that limbic activity triggered by environmental
exposures can be entirely overcome by psychological interventions.

Immunologic Mechanisms

Immunological alterations are another possible explanation for multiple
chemical sensitivities. Most of us have been taught that the immune
system evolved to defend our bodies against microorganisms and other
“foreign invaders.” In truth, the immune system may have evolved to
help control the body’s internal milieu. Thus, its purpose is not simply to
ward off infections but also to carry out precise regulatory interactions
between the immune system, endocrine system, and nervous system.
Scientists are only beginning to learn which chemicals affect our
immune system and what those effects mean in terms of our heaith. Ani-
mal experiments demonstrate immunotoxicity from halogenated
aromatics, heavy metals, and organochlorine pesticides (Cone et al.
1987). Accidental human exposures to aldicarb, polybrominated bi-
phenyls (PBBs), dioxin, and other toxins also provide data that chemi-
cals can impact the immune system. Volumes, for example, Sharma
(1981), have been written on the subject of immunotoxicology. Descotes
(1986) has attempted to catalog the extensive published literature on
the immunomodulatory action of chemicals and drugs. Of special con-
cern to allergists and some clinical ecologists have been Levin and
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FIGURE 4-3. New Mexico patients, May—June 1986. Helperisuppessor ratios obtained by stan-
dard clinical laboralory procedures in 78 injured workers from a compuler chip manufacturing plant
in Albuguerque, New Mexico, compared with the standard laboratory control population of 6,000
randomly selected asymptomatic people. The exposed poprulation is statistically significantly different
from the controls {chi-square = 39.34063: p = 2.62 % 10< — 6>). Reprinted with permission
from Levin, A. and V. Byers, “Environmental Iliness: A Disorder of Immune Regulation,” in
Workers with Multiple Chemical Sensitivities, M. Cullen, Ed. (copyright 1987, Hanley &
Belfus, Inc., Philadslphia, PA), p. 672.

Byers's (1987) assertions that environmental illness is a disorder of im-
mune regulation. These authors point to decreased T-lymphocyte
helper-suppressor ratios in four different populations exposed to envi-
ronmental toxins. Figures 4-3 through 4-6 depict helper-suppressor ra-
tios for these four groups.

Note that all four figures show a shift to the lefi (decrease) of the ratio
of helper to suppressor T-lymphocytes.

The Woburn, Massachusetts, data (Fig. 4-5) is taken from 25 surviving
family members of leukemia patients, all of whom drank water from
wells contaminated with industrial solvents. Not only did these individ-
uals have a statistically significant reduction in their T-cell helper-to-
suppressor ratios (1.49 versus 1.94 in age- and sex-matched asympto-
matic controls, p <0.01) but also 48 percent (11 of 23) tested positive for
autoantibodies. In addition, 88 percent (22) had frequent or chronic
sinusitis or rhinitis, and 52 percent (13) had gastrointestinal complaints
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FIGURE 4-4. Catachee population vs. controls. Helper/suppressor ratios obtained by standard
clinical laboratory procedures on 21 environmentally ill patients who were domestically exposed 1o
high levels of polychlorinated biphenyls (PCBs} over a period of 5 to 10 years in Catachee, South
Carvlina, compared with the standard laboratory control population of 348 asymptomatic individuals.
The exposed population is siatistically significantly different from the conirols (chi-square =
63.48208: p = 1.37 X 10<—6>). Reprinted with permission from Levin, A. and V. Byers,
“Environmentg! liiness: A Disorder of Immune Regulation,” in Workers with Multiple Chemical
Sensitivities, M. Cullen, Ed. (copyright 1987, Hanley & Belfus, Inc., Philadelphia, PA), p. 673.
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often described as irritable bowel syndrome. Rashes were frequent.
Fourteen adults complained of rapid heart rate at rest, palpitation, or
near syncope; of 11 who underwent cardiac workups, eight had multi-
focal premature ventricular contractions, and six were felt to need car-
diac medications (Byers et al. 1988).

What is remarkable are the many similarities between the Woburn
data and data gathered by Johnson and Rea (1989) on patients who have
been worked up in the ecologists’ environmental unit in Dallas. Of 150
ecology patients, 19 percent were positive for antinuclear antibodies.
Many others had antithyroglobulin or other autoantibodies. In addition,
the polysymptomatic complaints of the Woburn study group resemble
those of the ecology patients. However, differences are present too. In
70 ecology patients with vascular dysfunction, the T,-T, (helper-sup-
pressor) ratio was increased (2.20) versus 60 controls (1.70) (p = 0.001).
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FIGURE 4-5. Woburn exposed population vs. controls. Helperlsuppressor ratios obtained by stan-
dard elinical laboratory procedures on 25 environmentally ill patients from Woburn, Massachusetts,
who were domestically exposed to trichloroethylene (TCE) over a period of 5 to 10 years compared
with age and sex matched asymptomatic controls. The exposed population was statistically significantly
different from the controls (chi-square = 42.18912: p = <1 x 10 <-~82>). This control popula-
ton is not significantly different from the standard laboratory controls used in the other studies.
Reprinted with permission from Levin, A. and V. Byers, "Environmental Hliness: A Disorder of
Ifmmune Regulation,” in Workers with Multiple Chemical Sensitivities, M. Cullen, Ed. (copy-
right 1987, Hanley & Belfus, Inc., Philadelphia, PA), p. 674.

Seven rheumatoid arthritis patients showed similar increases in T,-Ty,
whereas 27 asthmatics showed no significant differences from controls.
Why certain individuals have increased T,-T, ratios while others have
decreased ratios is unclear. Perhaps differences exist in the kinds of
patients in these studies, the exact nature of their exposures, or the time
elapsed since exposure. Interestingly, cigarette smoking, which is well
recognized for its long-term adverse health consequences, recently has
been linked to an increased number of T, (helper) cells (¢ = 0.002) and
an increased T,-T; ratio (p = 0.02) (Tollerud et al. 1989).

Such data warrant further studies employing carefully matched con-
trols. Levin's work has stirred considerable controversy among allergists
and clinical ecologists. His focus on the immune system has drawn
allergists and immunologists into the fray because it is their area of
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FIGURE 4-6. Wisconsin population vs. controls. Helperisuppressor ratios oblained by standard
clinical laboratory procedures on 10 envirenmentally il patients from rural Wisconsin who were
domestically exposed to @ variety of industrial dyes, solvents, and pesticides over o 5 to 10 year period
compared lo the standard laboratory control of 6,000 randomly selected asymptomatic people. The
exposed are significantly different from the controls (chi-square = 73.58482: p = 4.77 x 10 <—
6>). Reprinted with permission from Levin, A. and V. Byers, “Environmental Iiness: A Disorder
of Immune Regulation,” in Workers with Multiple Chemical Sensitivities, M. Cullen, Ed.
(copyright 1987, Hanley & Belfus, Inc., Philadelphia, PA), p. 675.

specialization. Levin and traditional allergists often serve as expert
witnesses on opposing sides in lawsuits and disability evaluations. Terr
(1986) asserts that immune parameters of patients who have seen clini-
cal ecologists fall within expected normal ranges “except for several
patients who had immunoglobulin (IgA) and lymphocyte levels above
the normal range, reflecting a history of infections.” Levin (1989)
counters by arguing that only 2.5 percent of the population would be
expected to fall outside the normal range, whereas in Terr’s data 20 to
30 percent of these patients fall outside the normal range.

As can be seen from Figures 4-3 through 4-6, individual data points
(a single individual’s helper-suppressor ratio) may be difficult to inter-
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pret as normal or abnormal because the ranges for normal data are quite
wide. However, when one locks at an entire exposed population, the
data appear to be skewed to the left, that is, toward a reduced helper-
suppressor ratio. Levin (1989) suggested about some recent data that
the reduced helper-suppressor T-lymphocyte ratios seen in many chem-
ically exposed individuals may be the result of increased numbers of
cytotoxic lymphocytes in the suppressor cell population of these pa-
tients. Such cytotoxic lymphocytes could be “reactively cloned in re-
sponse to a somatically transformed cell,” that is, a cell somehow
transformed by a chemical agent.

Similarly, Broughton and associates (1988) report T-lymphocyte acti-
vation, particularly increases in Tal positive T-lymphocytes, in persons
exposed to formaldehyde, even after exposure has ceased. The Tal
positive cells are elevated in certain autoimmune disorders including
multiple sclerosis (Hafler 1985) and juvenile-onset diabetes (Jackson
1982) and after immunization (Yu 1980). These activated T-lympho-
cytes may serve as an index of immunological stimulation (Yu 1980).
Broughton and co-workers (1988) propose that lymphocyte activation
may continue in spite of formaldehyde avoidance by these chemically
sensitive individuals as a result of the emergence of cross-sensitivities to
other environmental chemicals that are not being avoided.

The idea that relatively low-molecular-weight chemicals can some-
how alter native protein, perhaps by acting as haptens, and elicit a sort
of autoimmune response to that altered protein is gaining support.
Formaldehyde (Thrasher et al. 1987), trimellitic anhydride (Akiyama
et al. 1984), isocyanate (Butcher et al. 1982), hydantoins (Kammuller
et al. 1988), which are present in many drugs and foods, and hydra-
zine (Reidenberg et al. 1983), which occurs in mushrooms, plastics,
pesticides, tobacco smoke, and various drugs, have all been reputed
to cause immune derangement, possibly by such a mechanism.

Broughton, and Thrasher (1988) have studied more than 200 cases
involving formaldehyde exposure and reported the development of an-
tibodies to formaldehyde-albumin conjugates, evidence of immune sys-
tem activation (activation marker Tal on T-lymphocytes), low titers of a
variety of autoantibodies, and altered IL-1 (interleukin) production in
these individuals, suggestive of “subtle but chronic activation of the
immune system” (Broughton et al. 1990). They state that similar altera-
tions occur in patients exposed to chlordane (a termiticide) and solvents
in drinking water. Testing blood from symptomatic patients with a his-
tory of chemical exposure, Broughton and Thrasher noted a much
higher incidence of autoantibodies among these patients than among
controls (Broughton 1990). Individuals exposed to formaldehyde, tri-
chloroethylene, and chlordane were tested for antinuclear antibody
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(ANA) and autoantibodies to parietal cells, smooth muscle, brush border,
mitochondria, and myelin. The clinical significance of some of these
antibodies, particularly in low titers, is not known, but the differences
between exposed and unexposed groups are striking and warrant fur.
ther investigation (Table 4-1). Exposed groups were three to four times
more likely than controls to have one or more autoantibodies present.
In addition, the incidence of autoantibodies appeared higher when ex-
posure was ongoing than when some time had elapsed. Many such
chemicals are metabolized in the liver via the cytochrome P450 enzyme
system and excreted in the urine. However, these authors speculate,
highly reactive intermediate compounds, such as epoxides, formed dur-
ing processing may damage liver cells and signal immune system cells to
enter the area and clean up the debris. Macrophages (the “trash collec-
tor” cells of the immune system) produce interleukin-1, which can evoke
flulike symptoms. Cell fragments, previously hidden to the immune
system, may also trigger autoantibody production.

Antibodies to albumin conjugates of formaldehyde, tolulene diiso-
cyanate, and trimellitic anhydride were reported in symptomatic work-
ers in a newly remodeled building (Thrasher et al. 1989). Patterson and
co-workers (1989) at Northwestern University Medical School analyzed
blood from symptomatic individuals exposed to formaldehyde via inhal-
ation and from hemodialysis patients who had intravenous exposure to
formaldehyde. In striking contrast to Broughton and associates, they
found no correlation between the presence of IgG antibodies to either
formaldehyde or formaldehyde conjugated to albumin and the symp-
toms from formaldehyde exposure.

Some individuals exposed to toluene diisocyanate (TDI), used in the
manufacture of urethane foams and plastics, develop respiratory diffi-
culties and may experience symptoms upon reexposure to even very low
concentrations of TDI. Yet, the majority of TDI-sensitive individuals do
not have antibodies to TDI in their blood. Conversely, the presence of
antibodies to TDI in the blood is felt to reflect prior exposure, not illness
resulting from that exposure. Some, however, argue that antibodies to
foreign chemicals do not occur naturally and that subclinical effects—
effects not detectable using current diagnostic tools but nevertheless real
—may be occurring.

Future governmental and scientific investigations must include mea-
surement of T- and B-cell numbers, lymphocyte activation, and other
relevant immune parameters as possible indices of toxicity. Levin and
others have helped draw attention to the need for these data.

Clinical ecologists have examined other indicators of immune system
function for their relevance. Commonly, IgE levels are normal or even
low in their patients, but some are elevated. According to ecologists,



TABLE 4-1. Autoantibody Presence Among Chemically Exposed Groups

% of These Groups Reporting Symptoms

Occupa- Removed
tionally Jrom
Mobile-home  Office  exposed  Currently  Exposure
Symptoms Autoantibodies Controls Duwellers Workers (n=6)  Exposed (2 years) Exposed

Chemical Reported Present® n=28) (mn=19) (n=20) Workers (n=39) (n=39) m=20)
Formaldehvde Mucosal 1 or more 21 89 80 66
irritation, 2 or more 7 58 45 33
fatigue, flu- 3 or more 0 37 15 33
like 4 or more 0 0 0 0
syndrome
Trichloroethylene®  Fatigue, Au-like 1 or more 20 91 41.2
syndrome, 2 or more 0 43 26
cognitive 3 or more 0 30 12.8
difficulties 4 or more 0 0 0
Chlordane’ Fatigue, flu-like I or more 21 95
syndrome, 2 or more 7 60
cognitive 3 or more 0 35
difficulties 4 or more 0 10

* Autoantibodies measured for the formaldehyde and chlordane-exposed control groups were ANA (antinuclear antibody) and antiparietal cell,
brush order, mitochondria, and smooth muscle. For the trichlorocthylenc-exposed and control groups, antimyelin antibodies were also
measured.

* Exposed through drinking water.

* Exposed in individuals’ homes.

Sources: Broughton, A., Thrasher, ]. D., Personal communication, 1990. Broughton A_, Thrasher, . D., Madison, R., “Chronic Health Effecs
and Immunological Alterations Associated with Exposure to Pesticides,” Comments Toxicology (in press), 1990. Thrasher, ]. D., Broughton, A,
Madisen, R., "linmune Activation and Autcantibodies in Humans with Long-term Inhalation Exposure to Formaldehyde,” Archives of Environ-
mental Health (in press, July/August), 1990.
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abnormal activation of the complement system may occur; increased
autoantibodies may be present. Lymphokines, prostaglandins, kinins,
and a host of other mediators may be affected, but, again, none of these
applies for all patients (Johnson and Rea 1989).

McGovern (1983), a clinical ecologist, challenged six normal controls
and six patients who had multisystem clinical syndromes with foods or
chemicals to which they were sensitive and monitored prechallenge and
postchallenge blood levels of serotonin, histamine, epinephrine, nor-
epinephrine, dopamine, immunoglobulins, immune complexes, com-
plement, and prostaglandins. Patients included five females and one
male, 25 to 75 years of age. Absolute lymphocyte counts for all patients
were low or at the low end of normal ranges, that is, 700 to 1100 (normal
range: 900 to 2900). Four patients were tested by feeding them a single
food to which they were sensitive; one was exposed to 1 ppm of phenol
for 5 minutes, and another was exposed to the emissions of a photocopy
machine for 5 minutes. Controls underwent identical challenges but
reportedly had no symptoms. Unfortunately, challenges were not
blinded. Within 15 to 30 minutes after challenge, all patients developed
some abnormal physical findings, for example, asthma, tachycardia,
ataxia, ophthalmoplegia, finger swelling, cough, rhinitis, or shaking
chills. Symptoms persisted for 2 to 8 hours after challenge. The resulis
are shown in Figure 4-7.

From the graphs, levels of serotonin, histamine, complement, and
immune complexes following provocative challenge appear to be more
stable in controls, varying no more than about 10 percent from baseline,
except for an early rise in serotonin in controls. In contrast, patients’
responses appear far more variable.

The authors speculate that the patients appeared to be having their
reactions via various immunological pathways, some type 1 (IgE-
mediated), others type III (IgG-mediated), and some both. Drawing
conclusions regarding mechanisms from this paper is difficult, but cer-
tainly future challenge studies, preferably blinded, will need to investi-
gate alterations in a panoply of biochemical and immunological
markers. Studies of this kind require an enormous amount of prepara-
tion and involve costly laboratory analyses, but they are needed to doc-
ument reactions and elucidate mechanisms.

An intriguing paper concerning the effects of aldicarb (a widely used
carbamate insecticide and nematocide) on the immune system of mice
demonstrated that aldicarb in the drinking water suppressed the im-
mune response (to sheep red blood cells) more at 1 ppb than at 1,000
ppb (Olson et al. 1987)! This result is a surprising departure from clas-
sical toxicological dose-response curves, where dose and toxicity increase
together (see Chapter 1). The experiment was carried out several times



Mechanisms of Multiple Chemical Sensitivities 107

with two mouse strains and two sources of aldicarb, with the same result.
The animals did not die or develop the opportunistic infections usually
associated with immune deficiency; however, the authors comment that
“such animals will usvally not survive a frank challenge with a virulent
microorganism,” They speculate on the reason for the inverse dose-
response curve for aldicarb:

This phenomenon may be associated with dose related detoxification/
elimination in the intestinal tract or body, differential rates of clearance
by the kidneys, or possibly the clearance of antigen aided by antibody
(induced through conjugation of the chemical to naturally occurring
proteins and followed by elicitation of specific antibodies (Olson et al.
1987).

Conceivably, then, lower levels of toxic substances could be more dam-
aging than higher levels, perhaps because damage from the former is so
slight that usual cell repair mechanisms are not triggered and the dam-
age becomes permanent.

Biochemical Mechanisms

Rea and other ecologists have noted vitamin and mineral abnormalities
in many of their patients (Johnson and Rea 1989; Rogers 1990). Their
detractors argue that these patients are often sick, debilitated, and mal-
nourished, and therefore such findings are not surprising. Such a con-
tention is difficult to disprove, even if it were incorrect.

Individuals who have defective enzyme detoxification systems may be
more susceptible to low level exposures. Ecologist Rogers reasons that
chemically sensitive individuals must have defective detoxification path-
ways, because others in the same environment tolerate the same expo-
sures without symptoms. Rea has noted that many of his chemically
sensitive patients have decreased levels of detoxifying enzymes, such as
glutathione peroxidase. This possibility is particularly intriguing
because such enzyme systems are inducible (that is, can be stimulated)
and thus might conform to an adaptation hypothesis. Scadding and
associates (1988) noted poor sulfoxidation ability in 58 of 74 patients
with well-defined reactions to foods versus 67 of 200 normal
controls (p <0.005). Similarly, Reidenberg and co-workers (1983) re-
ported the case of a laboratory technician who developed a lupuslike
disease in response to hydrazine. She was genetically a slow acetylator,
which, they felt, might have predisposed her to developing a lupuslike
disorder after sufficient exposure to an inciting chemical. A deficiency
of one or more particular enzymes could help to explain why some
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Source: McGovern, J. [., Lazaron, §. A., Hicks, M. F_, Adler, |. C., and Cleary, P., "Food and Chemical Sensitivaty: Clinical and Immunologic Correlates,”
Archives of Otolaryngology 109:292-297, p. 296 (copyright 1983, American Medical Association).
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patients are more susceptible to foods and chemicals than others. Fur-
ther, damage by a toxin might compromise detoxification pathways so
that other substances formerly metabolized by this pathway could not be
degraded properly and thus might provoke symptoms at low exposure
levels (a hypothetical basis for the spreading phenomenon).

Levine (1983) has proposed that environmental sensitivities are the
result of toxic chemicals reacting with cell constituents to create free
radicals (which are formed when a molecule loses an electron). He hy-
pothesizes that if an antioxidant molecule (such as vitamins A, C, E, and
selenium} is not present nearby to supply the missing electron, then an
electron may be removed from an unsaturated lipid (lipid peroxidation)
in a cell membrane, leading to membrane damage, release of prosta-
glandins and other inflammatory mediators, and formation of anti-
bodies to chemically altered tissue macromolecules.

In 1950, Randoiph, collaborating with a surgeon patient of his, Harry
G. Clark, published an abstract on the “acid-anoxia-endocrine theory of
allergy.” Clark, who had food sensitivities, felt that in view of the speed
of acute food reactions, changes in electrolytes must be involved (Ran-
dolph 1987). Clark knew that allergy was often associated with edema
and that one-celled marine organisms swell when acidified; from this he
reasoned that because the end products of digestion are acids, perhaps
in food-sensitive individuals these acid products of catabolism accumu-
late intracellularly more rapidly than they can be neutralized by the
more alkaline extracellular fluid {including pancreatic bicarbonate). He
thus surmised that treatment with alkali salts (that is, bicarbonate salts
of sodium and potassium) might be helpful. Indeed, Randolph and
Clark found that if alkali salts were administered shortly after an acute
food reaction, symptoms were dramatically relieved for many patients.
Almost 30 years later, this form of treatment is still used for acute food
reactions by clinical ecologists because of .its efficacy in many patients.
(See further discussion in Chapter 5.)

Vascular Mechanisms

Rea, who began his medical career as a cardiothoracic surgeon, hypoth-
esizes that blood vessel constriction, inflammation, or leakage in muld-
ple organ systems may explain the bizarre combinations of symptoms in
these patients. In his view, particular complaints may simply mirror the
site and size of affected blood vessels. Spasms in large-caliber arteries,
either acutely or chronically, could reduce blood supply to an organ or
limb and result in dysfunction, pain, or even necrosis (Rea 1975). Chem-
ical injury to the fragile walls of smaller vessels, however, would be more
likely to cause hemorrhage (resulting in petechiae and bruises) or edema



Mechanisms of Multiple Chemical Sensitivities 111

(Rea 1979a). The walls of blood vessels contain smooth muscle, Rea
notes that if a patient’s symptoms are not explainable by vascular in-
volvement, then other tissues containing smooth muscle such as the
respiratory, gastrointestinal, and genitourinary systems are frequently
implicated (Rea 1977). impaired blood vessels or altered smooth muscle
function are attractive hypotheses that may explain the diverse and
seemingly unrelated symptoms occurring in patients with multiple
chemical sensitivities. In the case of either blood vessel or smooth muscle
dysfunction, clearly, neurological and immune alterations may play pri-
mary roles. A vascular hypothesis might also explain why patients may
experience increased pain or other symptoms at the site of an earlier
injury or surgery, where blood flow may be relatively compromised.

A final comment regarding the association of food sensitivities with
chemical sensitivities is that foods are aggregates of chemicals (Bell
1982; Kammuller et al. 1988), as Table 4-2 demonstrates. The
human diet is an important source of exposure to both low- and high-
molecular weight compounds. The antibodies to foods that are present
in the blood of many individuals attest to the fact that molecules from
foods do leave the gut and enter the bloodstream. Thus, any mechanism
for the development of sensitivities that might be proposed for chemi-
cals could pertain to foods as well. Butcher and associates (1982) evalu-
ated a worker with TDI sensitivity who could not eat radishes. One bite
of a small radish caused severe, immediate bronchoconstriction with a
75 percent decrease in FEV,, 5 minutes after challenge and necessitated
epinephrine treatment. When 26 months later this individual was again
able to tolerate isocyanates, he was challenged with 14 grams of radish
with no ill effects. The authors note that radishes contain allyl isothio-
cyanate and benzyl isothiocyanate. However, these chemicals are also
present in other foods that the patient was able to eat without adverse
effects. This example illustrates a possible connection between sensitivi-
ties to environmental chemicals and sensitivity to particular foods. Many
similar cases of coexisting food and chemical intolerance have been cited
by clinical ecologists. Although their work is often dismissed as “anec-
dotal,” only through observations like these can patterns be discovered,
which in turn suggest a hypothesis, which then leads to experiments to
prove or disprove that hypothesis. We are currently at the pattern-
recognition stage with regard to multiple chemical sensitivities. Finding
a mechanism to explain these patterns lies down the road.



TABLE 4-2. Chemical Constituents of Tomato, Apple, Milk, and Orange

Oifactory Threshold
Food Component {Parts per Billion)
Tomato® Hex-cis-3-enal 0.25
Deca-trans, trans-2, 4-dienal 0.07
Dimethylsulfide 0.33
B-ionone 0.007
Linalool 6
Guaiacol 3
Methyl salicylate 40
2-Isobutyl thiazole 3.5
Apple? Ethanol 100
Hexanol 0.5
Hexanal 0.005
2-Hexanal 0.017
Butyl Acetaie 0.066
2-Methylbutylacetate 0.005
Ethyl 2-methylbutyrate 0.0001
Hexyl acetate 0.002

Milk¢ p-Cresol
4-Ethylphenol
3-n-Propylphenol
Phenylacetic acid
Hippuric acid
Caprylic acid
Palmitic acid

Orange? a-pinene
Myrcene
Limonene
Linalool
Cis-2, 8-p-menthadien-l-ol
Decanal
Carvone
Valencene

* From Buttery, R. G, Seilfert, R. M., Guadagni, D. G., and Ling, L. C. Characterization
of additional volatile components of tomato. f Agr Food Chem. 19(3):524~29, 1971,

* From Flath, R. A., Black, D. R, Guadagni, D. G., McFadden, W, H., and Schulez, T. H.
Identification and organoleptic evaluation of compounds in Delicious apple sauce. J Agr
Food Chem. 15(1)29-35, 1967.

* From Brewington, C. R., Parks, Q. W., and Schwartz, D. P. Conjugated compounds in
cow’s milk-1L. J Agr Food Chem. 22:293--94, 1974

4 From Moshonas, M. G., and Shaw, P, E. Composition of essence oil from overripe or-
anges. f Agr Food Chem. 27(6)1337-39, 1979,

Source: Bell, Lris R., Clinical Ecology (Common Knowledge Press, Bolinas, CA, 1982), p. 36.
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Possible Psychogenic Mechanisms

Only a decade ago, when news of the first cases of tight building syn-
drome reached the public, some psychiatrists and psychologists were
quick to attribute the subjective complaints of individuals exposed in
these buildings to “mass hysteria” or “mass psychogenic illness.” In 1979
NIOSH held a symposium entitled “The Diagnosis and Amelioration of
Mass Psychogenic Illness,” at which one of the authors of this book
presented the paper “Mass Psychogenic lllness or Chemically Induced
Hypersusceptibility?” (Miller 1979). The presentation was devoted to a
discussion of subjective symptoms provoked by exposure to low levels of
chemicals, and it sparked a great deal of controversy. The same confer-
ence today would more likely be entitled “Indoor Air Pollution” because
this phenomenon is now widely recognized. For the most part, mass
psychogenic illness has faded from view (Kreiss 1989). However, the
possible psychological causes of environmental illness remain a contro-
versial area. To some, the distinction between mind and body is artificial:
They are simply two different ways of viewing the same event. In fact, a
single process is transpiring. A comprehensive, biopsychosocial ap-
proach to patients’ problems avoids the pitfalls of reductionistic view-
points and is thus preferred by many psychologists and psychiatrists
{Lipowski 1989).

Two separate issues arise in the context of possible psychiatric origins
or contributions to chemical sensitivity. The first relates to the plausibil-
ity, nature, and extent of these contributions; the second concerns the
most prudent approach toward diagnosis and treatment of the patient
when both physiological and psychological factors might be involved.
We address the second issue in Chapter 5.

Psychological symptoms are not necessarily psychological in origin.
Advances in biological psychiatry focus on genetic and biochemical fac-
tors as contributors to central nervous system dysfunction and behav-
joral disturbance. Environmental exposures can also have psychological
sequelae.

The symptoms of low-level chemical exposure may include depres-
sion, difficulty concentrating, anxiety, peculiar bodily sensations, head-
aches, and other subjective symptoms. Patients with multiple chemical
sensitivities often report that before they understood what was causing
their symptoms they felt as if they could not trust their own bodies or
feelings. At any moment, they might feel fine, making plans and com-
mitments for the future; then, the next day or even later the same day,
they might feel lethargic, unmotivated, headachy, sleepy, and de-
pressed, as if they had flu. Suddenly, they are unable to fulfill commit-
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ments made when they felt energetic. These ups and downs are
frequently interpreted by psychiatrists as responses to psychosocial
stresses, and patients may be willing to accept such insights because they
lack a better explanation. In contrast, patients who have been worked
up in an environmental unit often say they are amazed to find direct,
clear-cut, cause-and-effect relationships between their symptoms and
various foods and chemicals. For the first time, they say they are able to
discriminate between their real feelings and those triggered by chemi-
cals. They report that their emotions are appropriate to the situation
thereafter, unless, of course, they are having a reaction to a chemical.
Not infrequently, such patients feel hostility toward the physicians and
psychiatrists who for so long overlooked the chemical basis for their
symptoms and instead attributed them to psychiatric causes. These pa-
tients wonder how psychiatrists, who routinely use minute doses of
chemicals called drugs to effectuate behavior, fail to recognize that chem-
icals in the air or foods can impact the brain or cause marked behavioral
changes.

Many of the chemicals these patients implicate as triggering their
symptoms are solvents, pesticides, and other substances whose primary
target organ, in terms of classical toxicity, is the brain. Interestingly,
these individuals who “react” to levels well below those heretofore con-
sidered toxic also complain of central nervous system symptoms. There-
fore, their complaints are in many respects consistent with known toxic
actions of these substances, albeit the levels of exposure triggering their
reactions are quite different.

Unquestionably, enzymes and various nutrients such as vitamins and
minerals act as biological catalysts and regulators. Clearly, any disrup-
tion of their function by environmental chemicals might have diverse
and far-reaching effects. The limitations of medicine’s ability to under-
stand the health complaints of these patients must be honestly and fully
acknowledged so that these patients’ symptoms are not dismissed as
psychiatric when in fact physicians are just beginning to understand the
gamut of effects of chemicals on the brain and central nervous system.

Some patients report adverse reactions to particular chemical or food
odors, for example, when they smell nail polish remover, cigarette
smoke, or popcorn popping. Whether such reactions are classically con-
ditioned responses (Bolla-Wilson 1988) or actual effects of only a few
molecules perhaps entrained in the nasopharynx and rapidly trans-
ported to the brain is unclear. These responses to odors must be differ-
entiated from those in which mere sight of a food or thought of it
produces symptoms.

Researchers at McMaster University in Ontario used classical Paviov-
ian conditioning to demonstrate that rats sensitized to egg albumen
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injections in the presence of strobe lights and a humming fan release
mediators from their mast cells (IgE mediated) either when injections
are given or when the lights and sound are used as the sole stimuli
(MacQueen et al. 1989). The authors comment that their results support
a role for the nervous system as a regulator of immune function, and
they suggest that the nervous system may play a role in colitis, irritable
bowel syndrome, and food sensitivities. However, others feel the evi-
dence at present does not support a major role for classical conditioning
in human allergic reactions (Metcalfe 1989).

John W. Crayton (1986), a psychiatrist at the University of Chicago,
cautions that conditioned responses are more likely to occur in individ-
uals who have true intolerances.

Undoubuedly, subjects can learn adverse reactions to foods in a classic
conditioning sense. However, the presence of these learned reactions
may not be helpful in determining whether an individual has “true”
adverse reactions to foods. Indeed, it is probably more likely that
learned reactions co-exist with true ones. A similar situation occurs in
“hysterical epilepsy” in which the patient has gained some conscious or
unconscious control over the induction of seizures.

Thus, possible conditioned responses occurring in patients with multiple
chemical sensitivities may draw attention away from the true adverse
reactions they experience.

That odor conditioning may occur in selected cases is clear. However,
patients experience reproducible symptoms to specific chemical expo-
sures (1) often before the odor is perceived (for example, some patients
experience symptoms in a particular room or building without detecting
an odor, only to learn later that the facility had recently been sprayed
with pesticides; Ziem 1989), (2) with their noses clamped during provoc-
ative testing, and (3) when anosmia is present (Shim and Williams 1986).
These observations weigh heavily against classical conditioning as any
more than a partial explanation in certain patients.

It has been suggested that inhaled chemicals may irritate trigeminal
free nerve endings in the nose (Doty 1988). Irritation causes a reflexive,
involuntary disruption of breathing, a phenomencn familiar to anyone
who has inhaled smelling salts. Although trigeminal irritation could ex-
plain certain symptoms, such as breathlessness or faintness, in response
to pungent olfactory stimuli, it does not explain the entire range of
symptoms reported by these patients, often in response to odors that are
barely discernible. In addition, patients describe feeling symptoms mo-
ments after exposure via intradermal or sublingual routes of administra-
tion. Likewise, suppositories placed in contact with mucosal surfaces
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may provoke onset of symptoms in these patients. Thus, many avenues
of exposure may lead to reactions in these patients.

Ecologists observe that patients with chemical sensitivities experience
very specific and reproducible constellations of symptoms in response to
particular exposures. For example, in one individual, diesel exhaust
might trigger sleepiness, mental confusion, and ravenous hunger; rest
room deodorizers might be associated with nervousness and irritability;
and exposure to a pesticide might be associated with rage followed by
uncontrollable crying. Although conditioning could play a role, the fact
that responses are specific for particular exposures suggests otherwise.
Unfortunately, theories of causation that do not fit the reported experi-
ences of these patients, many of whom are highly educated (Doty 1988},
abound.

Doty and associates (1988) at the University of Pennsylvania tried to
determine whether patients with multiple chemical sensitivities are more
sensitive to smells. They exposed 18 patients and 18 healthy control
subjects to very low levels (less than 1 percent of permissible occupa-
tional levels) of phenyl ethyl aicohol (the principal component of rose
oil) and methyl ethyl ketone (a common solvent). Although no differ-
ence in ability to detect odors was found between the two groups, nasal
resistance was 2 to 3 times higher in the chemically sensitive group than
in controls both prior to and following exposure to the odors. Respira-
tory rates were also higher in subjects than in controls, which the authors
felt could be due to nasal constriction because the “nasal airway repre-
sents the single largest component of man's total airway resistance and
significantly influences tidal volume, respiratory frequency and expira-
tory time” (Doty 1988). Patients’ subjective feelings of not getting
enough air or of having labored breathing may reflect increased nasal
airway resistance in some patients. Bascom (1990) has noted similar
increases in nasal airway resistance among persons claiming sensitivity
to tobacco smoke when they are exposed to relatively high concentra-
tions. Doty’s patients with chemical sensitivities were no more capable of
detecting low-level odors than controls, but they had significantly
greater nasal resistances than controls, both at baseline and after chal-
lenge. Moreover, 89 percent of the patients had central nervous system
symptoms, 67 percent had respiratory symptoms, and 67 percent had
gastrointestinal symptoms. At least some of their respiratory symptoms
may have been related to their nasal resistance. In addition, these pa-
tients had significantly (p <0.005) higher depression scores than did
controls.

Urich and co-workers (1988) at the University of Toronto investigated
the role of psychological suggestibility in individuals who react to passive
smoke. Asthmatics viewed a bank of burning cigarettes during each of
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their exposures to cigarette smoke but were found not to be particularly
suggestible. As the smoke they inhaled increased from zero to moderate
to heavy concentrations, there was a progressive dose-response increase
in symptoms, deterioration of pulmonary function, increased carboxy-
hemoglobin in blood, and increased nasal air flow resistance in subjects
that corresponded to exposure levels.

Results of psychological tests also may be misleading in these patients,
For example, the Minnesota Multiphasic Personality Inventory (MMP1),
a widely used psychological instrument, includes questions concerning
peculiar bodily sensations, feelings of inappropriateness, depressed feel-
ings, and many other symptoms, any of which could result from chemi-
cal exposures. The chemically sensitive patient who has such symptoms
may “read out” as depressed, hypochondriacal, or hysterical on MMPI
scales when, in fact, depression, hypochondriasis and hysteria might not
be the cause but rather the result of their food and chemical sensitivities.

Food intolerance is a component of several different psychological
syndromes involving multiple somatic complaints. Crayton notes over-
lapping symptoms among patients diagnosed with neurasthenia, allergic
tension fatigue syndrome, and somatoform disorder (Table 4-3), any of
whom may complain of food intolerance.

In 1880, Charles Beard published a monograph on neurasthenia that
described fatigue, irritability, mental confusion, food intolerances, and
numerous other complaints of these patients. He felt diet played an
important role and noted that fasting for 4 or 5 days resulted in rapid
improvement in some patients. Neurasthenia was regarded (even by
Freud) as a predominantly physiological rather than psychological ill-
ness (Crayton 1986). The term neurasthenia, still commonly used in Eu-
rope and the Soviet Union, is no longer favored in the United States.
Other diagnostic labels such as somatization disorder, conversion disorder,
dysthymic disorder, and neurosis may be applied to these patients (Crayton
1986).

The diagnostic manual published by the American Psychiatric Asso-
ciation and used by psychiatrists in the United States categorizes a num-
ber of disorders characterized by physical complaints under the rubric
somatoform disorder (DSM111 1980), which includes somatization disorder,
conversion disorder, psychogenic pain disorder, and hypochondriasis.

The syndromes listed in Table 4-3 share many common features. One
must wonder whether they might not also share the same etiology, that
is, food and chemical incitants. Certainly, the incidence of atopic disor-
ders such as asthma and hay fever is significantly higher among patients
with affective disorders {for example, depressives) and their first-degree
relatives than among schizophrenics (p <0.005) (Nasr 1981). Undoubt-
edly, most individuals with food or chemical intolerance who have nasal
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TABLE 4-3. Syndromes of Multiple Somatic Complaints

Allergic Tension ~ Somatoform

Symptoms Neurasthenia Fatigue Disorder
Fatigue, sickly + + +
Food intolerance + + +
Gastrointestinal symptoms (pain, + + +
nausea, vomiting, etc.)
Arthralgias + + +
Myalgias + + +
Cognitive deficits (memory, + + +
concentration, etc.)
Palpitations + + +
Insomnia + + 0
Headache + + 0
Depression + + 0
Irritability + + 0
Nasal symptoms 0 + )
Hives 0 + 0
Eczema 0 + 0
Deafness 0 0 +
Blindness 0 0 +
Loss of voice 0 0 +
Convulsions 0 0 +
Sexual indifference 0 0 +

Source: Crayton, J., “Adverse Reactions to Foods: Relevance to Psychiatric Disorders,”
Journal of Allergy and Clinical Immunology (1986) 78(1):243-250, p. 246 (Copyright C. V.
Mosby Co., St. Louis).

or skin manifestations would prefer to be seen by an allergist even
though they may also experience fatigue, headaches, and memory or
concentration problems. Theoretically, different medical specialists such
as neurologists, psychiatrists, allergists, gastroenterologists, and rheu-
matologists may see patients with chermnical or food sensitivities in whom
varying complaints predominate that drive them to select one specialist
over another. Each specialist could be viewing the same problem from a
different perspective. Indeed, patients with chemical and food sensitivi-
ties may have seen physicians decades ago but were given diagnostic
labels such as neurasthenia or the “vapors,” an archaic term for a de-
pressive or hysterical neurological condition. Perhaps the latter term
will come into vogue again if a chemical etiology for these conditions is
affirmed.

A study of 42 patients admitted to the Dallas environmental unit
employed a battery of clinical instruments including the MMPI and the
Weschler Adult Intelligence Scale—Revised (WAIS-R). Analysis of test
results, before and after entering the unit and being on safe foods,
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showed “statistically significant and clinically meaningful” improvement
in five factors: “alienated depression, ineffectiveness, effortful process-
ing, vigilance and effective energy.” According to Bertschler et al.
(1985), depression lifted, mental acuity improved, feelings of despon-
dency and hopelessness resolved, concentration and short-term memory
increased, and energy returned.

Kaye Kilburn (1989a) of the University of Southern California School
of Medicine proposes that the human nervous system, because it is so
highly evolved, may be most susceptible to environmental agents.

Sensitivity may be its undoing. The intuitive hypothesis is advanced
that the nervous system is the most liable of the body's systems to
damage from environmental toxins. Appreciation of damage may be
masked because subtle dysfunction is concealed by the nervous system'’s
remarkable redundancy and substitution of functions, or it is over-
looked in clinical evaluations which are usually only qualitative.

Physicians who see patients complaining of concentration or memory
problems find objective assessment of these complaints difficult. With-
out careful, quantitative testing and precise knowledge of the patient’s
abilities prior to the exposure, physicians may erroneously attribute the
patient’s complaints to anxiety, lack of intelligence, or aging.

A model study of 14 firefighters exposed to polychlorinated biphenyls
(PCBs are used to insulate electrical transformers) and their combustion
products in a transformer room fire showed significant impairment of
memory, cognitive function, and perceptual motor speed compared to
unexposed firefighters from the same department (Kilburn 1989). Two
days to 3 months after the fire, all 14 of those exposed noted symptoms
such as extreme fatigue (8), headaches (7), muscle weakness (9), joint
aches (5), memory loss (8), and impaired concentration (6). Only by
employing an extensive battery of neurobehavioral tests and comparing
scores with controls were their physicians able to detect these alterations,
which were very apparent to the firemen themselves. Patients with mul-
tiple chemical sensitivities are unlikely to receive such a careful evalua-
tion routinely, nor are preexposure test results or appropriate controls
generally available.

Evidence suggests that psychosocial events, such as the death of a
spouse or divorce, can suppress immune system function and may pre-
dispose certain people to being more sensitive to chemicals at low levels.
Certainly, the relationship between psychological and physiological sys-
tems is an intricate one.

Selye in his theory of general adaptation and the ecologists both view
psychosocial stressors as part of the organism’s total stress load. Dantzer
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and Kelley (1989) review animal and human data suggesting that stress
impacts the immune system, The authors caution against the temptation
to interpret such data in the context of the psychosomatic model of
disease, that is, that one’s psychological traits somehow cause immune-
related disease via neurological and hormonal correlates. However, be-
cause of the feedback loops between the brain and the immune system,
an “immunoneuropsychological” interpretation may be closer to the bi-
ological truth. Presumably, undetectable changes in the immune system
may alter central nervous system function and produce psychological
and emotional manifestations. For example, in the early stages of can-
cer, products released by immune or tumor cells may produce the help-
less, hopeless feelings that have been associated with progression of the
disease.

Analogously many of the psychological and emotional problems ex-
perienced by patients with multiple chemical sensitivities may be the
result of currently undetectable alterations in their immune or nervous
systems, rather than the result of personality problems or a belief sys-
tem.

Two of the most vocal critics of clinical ecology, allergists John Selner
and Abba Terr, are of the opinion that multiple chemical sensitivity
patients adhere to a “belief system” that chemicals are the cause of their
health problems. Staudenmayer and Selner (1987) describe what they
term “an irrational belief system”:

The ecology belief system usually is deeply entrenched and its logic well
developed by intricate rationalizations and indoctrination. Social factors
feed on the primary and secondary gain of the victim. “True believers”
are more than willing to present their testimonials, seeking and afford-
ing mutual assurance. The social and psychological dynamics of the cult
apply. In addition, there exists a plethora of “health publications” that
provide the authority of print, while an impulsive media, eager for
news, often is duped by unsubstantiated and unscientific claims of so-
called ecology authorities.

Terr (1989¢) believes that no psychotherapeutic intervention will help
these patients, whereas Selner (1988, p. 51) advocates systematic depro-
gramming of the patients to purge them of their beliefs and believes
that 50 to 75 percent of receptive patients can be deprogrammed. Stau-
denmayer and Selner emphasize that those patients with chemical sen-
sitivity who adhere to a belief system, particularly so-called universal
reactors, must be separated from those who are truly sensitive to specific,
identifiable chemicals.

Some psychiatrists strongly feel that individuals with multiple chemi-
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or combinations of these (Schottenfeld 1987; Brodsky 1987). According
to Schottenfeld (1987), “the early childhood history of individuals with
M.C.S. [Multiple Chemical Sensitivities] is often notable for the presence
of physical or sexual abuse, severe medical illness during childhood,
death of one or both parents, or other severe disturbances of early care-
giving relationships.”

According to Staudenmayer (1989), at first many patients will not
reveal problems of childhood abuse, but when trust is established in a
therapeutic relationship, they will. Whether persons with chemical sen-
sitivities experience as youths more psychological trauma than the “av-
erage” has not been determined. Knowing what percentage of “normal”
individuals undergoing the same degree of intensive psychological in-
quiry would confess to similar difficulties is important. Otherwise, this
particular approach to the problem suffers from the same flaws the
clinical ecologists have been accused of with regard to study design.

Staudenmayer and Selner (1990) compared 58 patients with multiple
chemical sensitivity, 89 patients from a psychology practice (diagnoses
included depression, anxiety, mood swings, phobia, panic, and insom-
nia), and 55 controls reported not to have had psychological symptoms
for at least one year (diagnoses included asthma, gastrointestinal prob-
lems, headaches, skin problems, hypertension, and menstrual pain). All
patients underwent a battery of neuropsychophysiologic tests. Electro-
encephalograms (EEGs) for the psychology patients and for the multiple
chemical sensitivity patients differed significantly from those of the con-
trols (p <0.001). However, the authors conclude that “the universal
reactor group was not statistically different from the psychologic group”
( = 0.22). Patients with multiple chemical sensitivity had significantly
higher scalp electremyographic (EMG) activity than did the other
groups (p <0.001 in both cases). The authors felt their data confirmed
their hypotheses “that the group of universal reactors would not be
significantly different from a group of outpatients with overt psychol-
ogic disorder who did not project them onto the environment” and “that
universal reactors manifest psychosomatic illness rather than true envi-
ronmental disease.” While these hypotheses could explain their daia,
their psychology practice population might also have chemical sensitivi-
ties, accounting for the similarities in EEGs. The statistically significan:
difference in EMGs suggests real differences between universal reactors
and psychologic patients. Unfortunately, this study does little 1o clarify
the etiology of multiple chemical sensitivity. In a published critique,
Davidoff et al. (1991) also question the authors’ interpretation of their
data and suggest that "Psychological and psychiatric disturbances could
simply be consequences, rather than causes, of MCS [Multiple Chemical
Sensitivities]."
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Even if chemically sensitive patients have had more early trauma, two
other questions must be asked. First, could major psychological trauma
somehow predispose individuals to developing bona fide sensitivities to
chemicals? Ecology patients sometimes report a major life event coin-
cided with the onset of their difficulties; however, such life changes are
frequently associated with changes in exposures, for example, a move to
a different home following a divorce or spouse’s death, or taking medi-
cations during stressful times. Consider chemical sensitivities that might
arise during exposures from remodeling that could be manifested as
irritability or depression. If a divorce ensues, the development of chem-
ical sensitivities might be attributed to the “stress” of the divorce, when
in fact the sensitivities may have contributed to both the stress and the
divorce. Staudenmayer and Selner (1987; 1990) assert that they have
performed blinded chemical testing using sham challenges as controls
with patients who claim to have this condition and that these challenges
result in both false positives and false negatives. In their view, these
alleged erroneous reactions by patients confirm the lack of true sensitiv-
ities and provide a point of departure for the psychologist to explore
with patients their “belief system” about having chemical sensitivities. In
examining the experimental design for these challenges, crucial ques-
tions that have not yet been addressed in published studies are:

1. Are subjects in a deadapted state prior to the challenge so that extra-
neous exposures during and prior to the challenge (up to several
days before) do not interfere with testing?

2. Are open challenges performed first to confirm that the placebo (a
masking odor such as peppermint) is in fact a placebo and that the
“active” challenge is something to which the patient has had demon-
strable reactions?

3. What is the recency and latency of the patient’s exposure to the
substance being tested? In other words, has enough time elapsed
(about a week or so) that the person is no longer adapted or reacting
to the last exposure but not so much time that the sensitivity has
waned? Recency of exposure is recognized as a crucial variable in
conducting challenges in patients with occupational asthma, for ex-
ample.

Finally, with regard to the issue of childhood abuse or childhood
illness, one must ask whether the parents and families of chemically
sensitive patients (patients who often have psycheological manifestations)
might not also have such problems. Ecologists suggest some genetic
predisposition to this problem. Abusive or alcoholic parents of chemi-
cally sensitive patients may have suffered from unrecognized environ-
mental sensitivities themselves (see the appendix regarding alcoholism
and drug abuse and neurobehavioral and psychiatric manifestations).
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Ecologists argue that major illness during childhood may have, been the
result of undiagnosed chemical sensitivities or that sensitivities may have
been triggered by infection or medications that were administered, rather
than viewing these events as a disruption in the caregiving relationship or
the beginnings of secondary gain, that is, seeking attention or nurturing via
illness. Therefore, even if one could prove that childhood trauma were
more prevalent among patients, such a finding neither proves psychologi-
cal interpretations nor disproves chemical causes.

Schottenfeld (1987) offers advice to physicians who work with these
patients: “‘Regardless of the original etiology of symptoms, these individu-
als tend to amplify their symptoms and to develop the mistaken belief that
the symptoms are indicative of severe disease.”

Changes in the workplace that reduce toxic exposure and the risk of expo-
sure may provide the most reassurance—the installation of a new exhaust
system in Mrs. A.'s workplace was an extremely effective psychotherapeu-
tic intervention in addition to its obvicus benefit in the prevention of
occupational respiratory disease (Schottenfeld 1987).

Another psychiatrist (Brodsky 1987) writes:

A review of medical history and literature that reflects on medical cultures
reveals that there have always been people who have had unpleasant phys-
ical and emotional symptoms and experiences for which they sought
explanations. . . . In the culture of 20th century medicine, a disorder of
the immune system would represent a sophisticated and acceptable expla-
nation, because the immune system is demonstrably complex and is inter-
related with all other systems, and no one would disagree that many of its
mechanisms and manifestations are still unknown.

Recently, Black et al. (1990) reported that 15 of 23 subjects (65%)
diagnosed with environmental illness by clinical ecologists had at one
time met the criteria for a mood, anxiety or somatoform disorder versus
13 of 46 matched healthy controls (28%). These authors conclude that
such patients may have one or more commonly recognized psychiatric
conditions that could explain some or all of their symptoms. Critics
of Black’s study draw attention to the fact that more than a third of
the patients claiming environmental illness had no history of signifi-
cant psychopathology in their lifetimes, therefore mental illness did
not explain their problems (Galland 1991). The study was further crit-
cized for failing to consider that individuals who have quit working
or been hospitalized for any illness will exhibit more psychological
symptomatology than healthy controls {Galland 1991). Black responds
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that while he believes that psychiatric conditions may explain most, or all,
symptoms in some individuals, he suspects that other patients diagnosed as
having environmental illness may have a “verifiable physical disorder that
would explain their symptoms equally well” (Black 1991).

The issue of whether chemical sensitivity is a bona fide physical entity, or,
an “irrational belief system™ that may be “systematically deprogrammed,”
or a form of psychopathology amenable to psychotherapeutic interven-
tions is a critical one, one that merits thoughtful consideration and rigor-
ous scientific inquiry.

Conclusions

Perhaps the mechanism for multiple chemical sensitivities is not identifi-
able; that is, after all avenues of biochemical and immunological inquiry
have been exhausted, no single explanation for this disorder is forthcom-
ing. The theory of substance-specific adaptation is based upon observations
of the responses of patients in a deadapted state who are evaluated in an
environmental unit. Adaptation is only an observation at this time, not a
mechanism. However, biological limits might regulate how much an organ-
ism can adapt, limits that could be highly individual and vary by orders of
magnitude. Certainly adaptaticn occurs at all levels of biological systems,
from enzyme systems to cells, tissues, organs, and even behavior {Fregly
1969). Theoretically, a major insult or the accumulation of lowerlevel
injuries within these systems could lead to a kind of “overload” or “satu-
ration” effect with respect to adaptive capacity that would cause an indi-
vidual to have environmental responses, which, instead of being flexible
and fluid, are now fragile and overly responsive. Many patients we inter-
viewed for this book told us that even years and in some cases decades fol-
lowing the onset of their problems they had recovered only a portion of
their former energies and tolerance for their environment. Their descrip-
tions seem to suggest the loss of an intangible capacity to adapt, parts of
which may be temporary and recoverable and other parts of which may
not. We are reminded here of the teaching: *“Listen to the patient. He is
telling you the diagnosis.” Perhaps they are telling us the mechanism as
well.

For insights gained since the first edition about possible mechanisms
underlying chemical sensitivity, see the section on “Mechanisms” in
Chapter 8.



CHAPTER 5

Diagnosis and Treatment

Diagnostic Approaches

As with most fields in medicine, meticulous history taking is the most
important element in making a diagnosis. However, history taking for
multiple chemical sensitivities involves obtaining a chronology not only
of illness but of exposures as well. “Although the physical examination
is an integral part of all medical investigation, ‘examination of the envi-
ronment’ of a patient tends to be relatively more rewarding” (Randolph
1987, p. 274). Physicians today must ask their patients what kind of
work they do and inquire about specific chemical exposures on and off
the job and changes in symptoms at work, on weekends, and during
vacations. Ramazzini, the father of occupationat medicine, instructed
physicians to ask, “Of what trade are you?” On the whole, occupational
health practitioners today, more than other medical specialists, take the
most comprehensive exposure histories. Thus, for patients who may
have multiple chemical sensitivities resulting from industrial, tight
building, or community exposures, the physician group most attuned to
and therefore likely to discover the potential link between the patient’s
illness and a chemical exposure is the occupational physician. The “new
generation” of occupational health physicians is well informed about
chemicals, various processes, and associated exposures, as well as signs
and symptoms resulting from chemical exposure (Rosenstock 1984).
They are familiar with the industrial hygienists’ measurements of chem-
ical exposure. However, before they can help chemically sensitive pa-
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tients, they will require instruction in the particular symptoms, provok-
ing exposures, and special problems of these patients. Occupational
health physicians and clinical ecologists have overlapping interests and
would benefit from information exchange and cross-training. Likewise,
allergists, by learning more about chemicals and toxicology as recom-
mended by some of their spokesmen (Selner and Staudenmayer 1985b;
Bardana and Montanaro 1989) and by taking exposure histories that go
beyond the confines of IgE-mediated disease, could emerge as a major
physician group specializing in the problems of these patients in the
future.

An adequate exposure history with attention given to pinpointing
when symptoms began in relation to other factors (for example, drugs,
chemical exposures, job changes, household moves, operations and hob-
bies) is essential. Concurrent illness in other household members, co-
workers, and even pets may provide clues. This time-consuming
detective work is the sine qua non for discovering an inciting exposure.
Properly designed patient questionnaires may facilitate the process by
enabling the patient to engage in the detective work as well. Questions
concerning the patients’ likes or dislikes for certain odors may be reveal-
ing because aversion to particular odors has been noted commonly
among patients who have multiple chemical sensitivities (Randolph
1980). Over the years, Randolph has noted that the more odors checked
off on his questionnaire as “strongly like” or “strongly dislike,” the more
likely the patient is to have chemical sensitivities. In addition, patients
can prepare a chronology or time line of major events such as household
moves, job changes, surgeries, and pregnancies and the onset and du-
ration of symptoms or illness. Similarly, a daily log of activities or expo-
sures that notes any symptoms may facilitate recognition of patterns.

Of course, the more symptoms and the more systems of the body
affected, especially the nervous system, and the more these symptoms
fluctuate in intensity, the stronger should be the physician's suspicion of
multiple chemical sensitivities. Johnson and Rea (1989) report that the
average patient entering the Dallas environmental unit has five symp-
tom complaints, many of which are neurological. Industrial workers
with multiple chemical sensitivities exhibit similar constellations of
symptoms (Cone et al. 1987). A history of muitiple “idiosyncratic” drug
reactions or alcohol or food intolerance or cravings may also be sugges-
tive (see Chapter 3).

The physical exam, traditionally an important diagnostic tool, disap-
pointingly is often normal in these patients. Symptoms or signs may
occur only with exposure. Injury may be subclinical and prepathologi-
cal. Laboratory findings may be normal or, if abnormal, provide no
pattern or clue that seems to have clinical relevance. Altered helper-
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suppressor T-lymphocyte ratios and the presence of autoimmune anti-
bodies may be suggestive (see Chapter 4), but are not diagnostic. Subtle
signs of vasculitis can be noted in some; spontaneous bruising, pete-
chiae, and cold or blue extremities (Raynaud's phenomenon) may occur.

Rea has noted yellowish skin discoloration with normal liver function
tests in some patients and refers to this as the “chemical yellows.” Al-
lergic shiners (dark circles under the eyes, or “racoon eyes,” from renous
congestion), Dennie’s lines (creases under the eyes), reddening of the
ears, and the “allergic salute” (nose rubbing) might provide clues in
some children (Rapp and Bamberg 1986); these facial features are rec-
ognized by allergists in children with both classical [gE-mediated allergy
and nonallergic, non-1gE rhinitis (etiology of the latter is unknown but
conceivably could be related to food or chemical exposures).

Rea and associates are exploring more sophisticated and objective
ways of measuring changes in their patients, such as monitoring sym-
pathetic and parasympathetic nervous system activity by recording pu-
pillary reactions to a light stimulus (discussed in Chapter 4) and using a
balance recorder, a platform on which the patient stands and attempts
to maintain balance. Movements of the patient are recorded and reflect
disturbances in one or more of the three physiological inputs that regu-
late balance: visual input, the inner ear, and proprioceptive signals. PET
(positron emission tomography) or other brain-scanning techniques may
prove helpful in the future (Morrow 1990).

As discussed in detail in Chapter 2, the gold standard for diagnosing
chemical hyperreactivity in a patient is the environmental unit, coupled
with fasting. Although this approach may be too costly and time-con-
suming for the average patient, for the very ill, it may be the only way 10
unravel this multifactorial, polysymptomatic illness. Eventually, biom-
arkers may be developed for chemical sensitivity, especially if the mech-
anisms of the disease are biochemical or immunological. However, if the
nervous or limbic system is key, it may not be possible to identify biom-
arkers.

Short of a several-week stay in anenvironmental unit, might any other
approach be used to diagnose chemical and food sensitivities in patients
who do not require hospitalization or who may wish to be worked up as
outpatients? Certainly an elimination diet could be attempted to identify
food incitants. Patients may have difficulty fasting or avoiding common
incitants, rotating their foods, or obtaining chemically less contaminated
foods. (Even so-called organic foods may not be entirely free of pesti-
cides and other contaminants.) Detecting subtle chemical sensitivities
whileat home could be quite difficult. Masking or adaptation to chemicals
in one’s home environment (such as gas furnace emissions) might go
unrecognized. If comprehensive environmental control wereattempted at
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home, major remodeling or overhauling of furniture, heating systems,
wardrobe, and other major changes may be required in order to achieve
a chemically less contaminated environment for the patient. Such inter-
ventions done in a hit-or-miss fashion could be costly. Far better would
be residences that are relatively “safe” habitats, such as specially con-
structed trailers or homes in which patients could reside temporarily
while they sort out their sensitivities and undergo food and chemical
testing. We inspected trailers lined with porcelain that have been spe-
cially made for chemically sensitive individuals and visited a small com-
munity outside Dallas, where specially constructed homes are occupied
by chemically sensitive patients.

Clearly, the cost and trouble of such a rigorous diagnostic approach
may be prohibitive for the average patient with chemical sensitivities.
For this reason, provocation-neutralization has been promoted by ecol-
ogists as a way to diagnose and treat at least some of their patients’
sensitivities to biological inhalants, foods, and chemicals. This procedure
is considered in detail in the next section, which discusses therapies.
Less widely accepted and far more controversial diagnostic approaches
used by the minority of clinical ecologists include electroacupuncture
and kinesiology . The basis for these procedures is speculative at best;
they are not addressed in this book.

Therapies

To the traditional practitioner, perhaps the most disturbing feature of
clinical ecclogy is the wide range of therapeutic modalities used by var-
ious practitioners and the lack of proof for many of them. Many aller-
gists with whom we spoke expressed frustration with an attitude among
certain clinical ecologists that they do not need science because they are
right. Allergists are critical of clinical ecology’s lack of randomized, dou-
ble-blind clinical trials. Randolph (1987, p. 220) and other ecologists feel
this criticism is “overdrawn.” They emphasize the clinical nature of the
field: its concepts and techniques are inductively derived from careful
clinical observation. As rigorous and cautious as Randolph'’s use of an
environmental unit might have been, the same cannot be said for other
treatment approaches used by clinical ecologists. We discuss here some
of the more frequently used ecologists’ therapies, including provoca-
tion-neutralization, nutritional supplementation, detoxification, and the
treatment of acute reactions to foods and chemicals. Fundamentally,
clinical ecologists agree that avoidance of incitants, both food and chem-
ical, is the treatment of choice and allows the best possibility for re-
covery. Clearly, however, this treatment is not entirely satisfactory.
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Avoidance can lead to an ascetic life-style that is unacceptable to many
patients. Some who are very ill feel they have no choice. A number of
treatment modalities have been employed by ecologists in an attempt to
speed their patients’ recoveries; however, no study has been done to
demonstrate whether patients receiving these treatments recuperated
any faster than if they had practiced avoidance alone.

Provocation-Neutralization

The majority of clinical ecologists use provocation-neutralization to a
greater or lesser extent. This technique involves provoking a patient’s
symptoms by injecting under the skin or administering sublingually a
sall dose of an inhalant, food, or chemical while observing the patient
for symptoms and/or increase in wheal size if given via a cutaneous
route. This diagnostic test is used to identify incitants for a particular
patient. Subsequently, various dilutions of the same substance that pro-
duced symptoms or a wheal are injected or given sublingually until one
dilution is found that turns off the patient’s symptoms or that results in
no increase in wheal size following intradermal injection. This dose is
called the neutralizing dose.

A lengthy review of all studies of provocation-neutralization done to
date is beyond the scope of this book. Further, we feel strongly that too
much emphasis has been placed upon trying to disprove this method as
if the existence of the problem of multiple chemical sensitivities de-
pended on provocation-neutralization. The existence of multiple chem-
ical sensitivities and the efficacy of provocation-neutralization are
independent issues and ought to be treated as such.

Suffice it to say that provocation-neutralization may be an evolving
technique, just as classical allergy testing is still evolving. Salvaggio, an
allergist, has remarked upon the paucity of evidence to support the
efficacy of mold immunotherapy that is used by classical allergists (Sal-
vaggio and Aukrust 1981). Others offer similar views:

Immunotherapy has been used empirically over the past 70 years, pri-
marily because the actual immunologic mechanism has continued to
elude investigators (Gurka and Rocklin 1988).

The mechanisms by which hyposensitization is achieved are not com-
pletely understood. . . . While statistically controlled blinded studies on
the efficacy of allergens and immunotherapy have been made, for the
maost part, only for some pollens, extension of these results to other
allergens and certain conditions is generally considered acceptable
(package insert from an allergenic extract).
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Immunotherapy was used by allergists for decades before the discov-
ery of IgE by Ishizaka in 1969. Controlled trials demonstrating its effec-
tiveness have been available only since the 1950s. Van Metre and
Adkinson (1988, p. 1329) describe the difficulties faced by investigators
who wish to design controlled trials for testing the efficacy of immuno-
therapy:

Design requirements are complex and difficult to accomplish in any
one single trial. These difficulties can be addressed by developing a
model of specific aeroallergen disease with which multiple groups of
investigators can work over a relatively long pericd of time. Methods
and reagents are refined until consistent, accurate resulis are achieved.

Such trials are difficult and costly to conduct. Large, homogeneous groups
of patients must be recruited, for example, a large number of patients
with seasonal hay fever triggered by ragweed pollen. Here each patient
has the same symptom resulting from the same exposure. The added
complexity of multiple symptoms resulting from many divergent expo-
sures (as occurs in multiple chemical sensitivities) is obvious. The same
authors recognize that trials using provocation-neutralization have had
major problems with reproducibility, nonstandardized extracts, non-
homogeneous patient populations, and disparate methods of measuring
outcome; yet they comment favorably on studies by Boris and others
(1985a; see also Boris et al. 1988) using provocation-neutralization in
two randomized, placebo-controlled, double-blind, crossover studies for
cat and dog extract causing asthma and state that “the work deserves
careful study and attempts at replication.” Their comments contrast
sharply with the position paper by the American Academy of Allergy
(1981) on this subject: “Subcutaneous provocation and neutralization as
a method for the treatment and diagnosis of allergic disease has no
plausible rationale or immunologic basis.”

A recent and comprehensive study of provocation-neutralization was
supported by the American Academy of Otolaryngic Allergists (AAOA)
and reported in Otolaryngology: Head and Neck Surgery, a leading ENT
journal. Approximately 1,800 members of AAOA use these methods,
which are endorsed by the 8,000 members of the American Academy of
Otolaryngology Head and Neck Surgery, the largest group of ENT
physicians in the country. William King and co-workers’ studies (1988a,
1988b, 1989), sponsored by the AAOA, reported that provocation-neu-
tralization had a sensitivity of 79.7 percent and a specificity of 72.4
percent, in contrast to classical skin testing, which had a sensitivity of
only 26.6 percent and specificity of 85.5 percent when compared with a
provocative food challenge. In his 1986 presidential address to the
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American Academy of Allergy and Immunology, John Salvaggio (1986)
referred to “‘fringe element’ societies such as the otolaryngologists’
allergy society, in which unproven methods of immunodiagnosis and
therapy are used.” Otolaryngologists who practice provocation-
neutralization are not appreciative of the organized write-in campaigns
by allergists that have successfully persuaded the Health Care Financing
Administration to deny payment for provocation-neutralization for
foods. Some merely regard these campaigns by the allergists as a turf
battle between the allergists and clinical ecologists.

Sublingual provocation and neutralization is used much less often
than injection techniques. Blinding is more difficult for sublingual prov-
ocation than for injection. Moreover, many ecologists feel that the clini-
cal result is not as good. Nevertheless, sublingual testing and treatment
have high patient acceptance and low risk of adverse reactions. Recent
sublingual treatment studies using house dust mite (Scadding and Bros-
toff 1986) show promise for this approach. Many think the venous net-
work beneath the tongue is responsible for uptake of foreign substances,
and research using animals points toward a more direct pathway from
the oropharynx to the brain (for example, the hypothalamus) involving
very rapid substance transport (Kare 1968; Maller et al. 1967). Such a
mechanism might help to explain the rapid alterations in mental status
patients report with provocation and neutralization by the oral route, as
well as the rapid onset of symptoms they experience when ingesting or
inhaling incitants.

The definitive study of provocation-neutralization has not yet been
done, and the studies purporting to prove its ineffectiveness have not
been free from substantial aws. Most convincing are individual cases in
which symptoms appear dramatically with provocation (Miller 1977;
Rapp 1978a, 1978b). The technique may work best in a select subgroup
of patients. Indeed, the collective strength of the dozen or so positive
studies done to date may be greater than that of any individual study;
the statistical technique of meta-analysis may have relevance here as a
tool for evaluating them further (Louis et al. 1985; Wachter 1988).

David King, University of California, San Francisco, (1984, 1988) has
carefully reviewed studies of provocation-neutralization, and his work is
important reading for anyone wishing to understand this subject. He
reviews two of the studies upon which the American Academy of Allergy
and Immunology relied for its position statement against provocative
testing. One was a study by Caplin (1973} sponsored by the American
College of Allergists. King (1984) renanalyzes Caplin’s data and finds
that the reported statistical analysis was incorrect. In fact, the validity
coefficient i significant, implying that results of provocation were related
to results of feeding challenges. Similarly, King examines a study by
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Lehman (1980) that reported that sublingual testing was not reliable.
Lehman did not analyze the data statistically to reach this conclusion.
King found that the testing was in fact reliable for two of the four foods
tested, even though a very restrictive dependent measure was used for
evaluation (nasal mucosal changes for which the reliability of the exper-
imenter’s judgment was unknown). King (1984) concludes: “A close ex-
amination of other frequently cited evaluation studies reveals similar
flaws, making firm conclusions about provocative testing premature.” In
another paper King (1988) reviews other studies that have found pro-
vocative testing unreliable or invalid, including the often cited study by
Jewett et al. (1990). In their study three “active” and nine placebo intra-
dermal injections were administered to 18 clinical ecology patients by
clinical ecologists. Only patients who consistently had symptoms pro-
voked during open challenges were studied. Small doses (“underdoses™)
of food injections were administered double-blind, and the subjects
guessed which were active and which were placebo. The resuits of guess-
ing by subjects were no better than chance. Prior to its publication King
raised several important concerns about the Jewett study.

1. Patients may have been avoiding the food in question and thus have
lost their prior sensitivity (see Chapter 2 regarding adaptation).

2. The use of an either-or, dichotomous measure (guessing active or
placebo) coupled with single-subject data analysis will detect only
relatively strong effects and may work only for a highly accurate test,
not one prone to a certain amount of error.

3. Possibly underdoses are ineffective, and larger doses may provoke
reactions in some patients,

King (1981) himself conducted a study of provocation testing and found
that allergenic extracts under double-blind conditions could provoke
cognitive-emotional symptoms in selected individuals. However, his en-
thusiasm for provocation-neutralization is carefully tempered. He notes
that symptoms are frequently reported by subjects given placebos, “a
finding which should concern clinicians employing the test” (D. King
1988). Conceivably, the high rate of placebo reactions may reflect back-
ground fluctuation in chronic masked reactions to a less than optimal
test environment and suggest the need for trials to be conducted in a
controlled, less chemically contaminated environment. King concludes:

Most studies of provocative food testing contain serious flaws which
limit inferences regarding reliability and validity. Thus, whether these
tests are sufficiently reliable and valid for clinical use cannot, strictly
speaking, be determined from the research available, since the appro-
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priately designed studies have not yet been conducted. However, the
research that has been reviewed would seem to suggest that both [intra-
dermal and sublingual] methods of testing can provoke symptoms
above placebo levels, but that these effects are generally quite small.
Such subtle effects, when combined with symptoms that naturally vary
over time and with placebo effects, would make it unlikely that their
use in the clinical setting is as accurate as some proponents ¢laim, On
the other hand, the data do not support the conclusion that these meth-
ods cannot provoke genuine symptoms. Rather, the problem is distin-
guishing the “signal” from the noise. Averaging across many trials, as
in group research, aids this process, but this fact is of little use in the
clinic, in which every individual test is interpreted.

King's reservations concerning the clinical utility of provocation-neu-
tralization are crucial. Although provocation-neutralization may be in
the beginning stages of its evolution, much like traditional allergy im-
munotherapy was earlier this century, its continued use should depend
on objective demonstration of efficacy. Patients should not be held hos-
tage by controversies in this area. With so few available therapies, those
that may offer benefits should not be barred but investigated further.
Both otolaryngologists and ecologists realize there are limitations to
provocation-neutralization’s effectiveness. Rea (1989), who probably
sees the most severe patients, finds that 30 o 40 percent of patients are
not helped by provocation-neutralization techniques but feels that its
failures should not preclude its use in the 60 to 70 percent who may
receive benefit. Most clinical ecologists continue to stress the importance
of avoidance as the primary and most efficacious treatment with con-
comitant use of a rotary diet,but acknowledge compliance may be difficult
for many patients.

We asked several ecologists whether, by using neutralizing doses on a
frequent basis, one might not simply be masking patients’ symptoms,
that is, inducing adapiation that might obscure chronic damage caused
by administering incitants on a regular schedule. They were concerned
over this point, but most discerned a big difference between a patient’s
taking neutralizing doses on a daily basis and a patient’s eating the food
on a daily basis. They argue that the former generally would not result
in symptoms, whereas actual food ingestion would.

Even if provocation-neutralization were proven valid, extension of
this technique from inhalants and foods to chemicals such as formalde-
hyde, automobile exhaust, phenol, and tobacco smoke is a major leap of
faith that needs much further investigation. Exposing patients to levels
of chemicals normally encountered in everyday life may be justifiable.
However, injection of potentially carcinogenic substances such as for-
maldehyde or auto exhaust is of concern. Ecologists argue that their
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patients normally are exposed to these substances at even higher doses,
and low doses will not increase risk to any measurable degree.

If provocation-neutralization were to be established as efficacious in
clinical trials, evaluation of its long-term efficacy (the longest trials have
been on the order of a few weeks) versus avoidance alone would be a
next, important step.

A further consideration with regard to provecation-neutralization is
that the background level of pollutants in the testing room or those
brought in on patients’ clothing or skin {(such as traffic exhaust or ciga-
rette smoke) might interfere with accurate provocation and/or neutrali-
zation. In addition, the time interval since the patient was last exposed
to the test substance may affect the provoking and neutralizing doses,
just as an individual's response to ozone or other substances may be
affected greatly by recency of exposure (see Chapter 2). Thus, adapta-
tion or acclimatization must be considered as a potentially important, if
not crucial, variable. If the testing room where provocation-neutraliza-
tion is being done contains volatile organic compounds, cause-and-effect
relationships could be obscured. At present, we have no reason tosuppose
that skin testing or sublingual testing would be anydifferentin this respect
from oral or inhalation challenges conducted in an environmental unit.
Background levels and the time interval since the last exposure to a
substance must be rigorously addressed in any future studies.

To some, the most convincing bits of evidence in favor of provocation-
neutralization come from the many anecdotal cases reporied by ecolo-
gists. Doris Rapp has filmed several such cases using double-blind
procedures. Nevertheless, traditional allergists raise concerns about ap-
propriate control of conditions and her objectivity. Some discount her
work by implying that the adults must be acting and the children either
hungry or in need of a nap. We wonder whether these anecdotal cases,
in which reactions to foods or chemicals seem to be turned on or off by
a tiny amount of incitant, might not represent individuals whose sensi-
tivity is very high and thus the reaction is easily observed. If so, these
individuals may present aunique opportunity to study and document this
phenomenon. Provocations in these individuals must be done with suf-
ficient iterations to satisfy statistical requirements, as was attempted by
Jewett et al. {1990). Again, the effect of background noise on the testing
must be assessed because inadvertent exposures(food or chemical) could
interfere with test results. Perhaps such testing is most sensitive and
specific if performed on patients in the deadapted state in an environ-
mental unit where background noise is negligible. A further difficuity,
reported by a number of patients, is a tendency for their “endpoints” to
shift over time, which may lead to an increase in their symptoms. Al-
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though their physicians might recommend retesting, many simply dis-
continue treatment when this occurs.

Detoxification

The EPA, in its ongoing program to monitor levels of toxic chemicals in
human adipose tissue, has found many volatile organic compounds and
pesticides in all parts of the body, including the brain and nervous
system. Some of these chemicals may persist for decades; for example,
beginning in 1973, Michigan residents were exposed to PBB (polybrom-
inated biphenyl) a toxic fire retardant that accidentally had been substi-
tuted for a nutritional supplement in farm animals (Wolff et al. 1982).
A clinical research team from Mount Sinai School of Medicine found
that 97 percent of more than 1,000 state residents had detectable PBB
in their fat (0.2 ppb or more). Because serum levels taken 12 to 18
months apart in 1977 and 1978 from the same individuals were not
significantly different, the researchers concluded that the PBB in their
tissues would remain there indefinitely (Wolff et al. 1979).

A detoxification method employing sauna, exercise, polyunsaturated
oils, and various nutrients that has been used in the field of drug reha-
bilitation for drug accumulations in fatty tissue was offered to seven
healthy male volunteers from Michigan. Following the detoxification
regimen, fat biopsies from these individuals showed significant reduc-
tions in 16 chemicals (averaging 21.3 percent reduction), including PBB,
Four months later, after no further treatment, the same subjects none-
theless had additional decreases in chemical fat stores: the average de-
crease in the 16 chemicals studied was 42.4 percent. Schnare of the EPA
et al. (1984) hypothesized that this continued decline might suggest
recovery of the body's own ability to eliminate toxic substances. Others
have reported use of detoxification therapy for toxicity subsequent to
exposure to dioxin (Roehm 1983), PCBs and their by-products (Schnare
1986; Tretjak 1989; Kilburn 1989), and other chemicals (Root 1987).
Specifically, the detoxification regimen involves seven components
(Schnare et al. 1982):

1. Aerobic exercise for 20 to 30 minutes to increase fat maobilization

2. Low temperature sauna (140-180° F) for 2 or more hours (preferably
5 hours) after exercise to enhance skin excretion of toxic substances

3. Nutritional supplements with gradually increasing amounts of niacin
to enhance lipolysis, and proportionate amounts of other vitamins
and minerals
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4. Water, salt, and potassium replacement

5. Polyunsaturated oil, 2 to 8 tablespoons a day as tolerated, to decrease
uptake of toxins in the intestine and facilitate their excretion

6. Calcium and magnesium supplements

7. A daily routine of exercise and sauna for a period of several weeks,
balanced meals, adequate rest, and no drugs, alcohol, or medications

This approach is not considered a cure but is claimed to facilitate the
recovery of certain patients with multiple chemical sensitivities. Ran-
dolph (1980) cites several cases in which significant improvements in
patients’ food and chemical sensitivities have occurred and states:

The task of defining the relationship beiween exogenous and endoge-
nous chemicals in particular patients remains. At this time, we can say
that reducing endogenous accumulations of toxic chemicals appears
vitally important to the effective treatment of some environmentally ill
patients; and the development of a safe and effective method for re-
ducing these burdens gives us a welcome new tool for treatment.

A study of 14 firemen exposed to PCBs in a transformer room fire
employed an extensive battery of neurobehavioral tests that was admin-
istered 6 months after the fire and again 6 weeks later after the exposed
firemen underwent a 2- to 3-week sauna detoxification program (Kil-
burn 1989b). Controls were firemen from the same department not
exposed to the PCB fire. The 14 exposed firefighters showed impaired
short-term memory, interpretation of designs, spatiai relationship inte-
gration, decision-making, and coordination. Following detoxification,
cognitive function and memory improved significantly (¢ <0.05), but
other measures did not. Nevertheless, the subjects’ own perception of
their difficulties did not improve. The effectiveness of detoxification
could not be determined conclusively, and the authors urged caution in
attributing improvement to detoxification. Serum and body fat PCB
content before detoxification did not correlate with results of neurobe-
havioral tests. The PCB levels were not repeated after detoxification.
Thermal decomposition of PCBs, as occurs in a fire, yields polychlori-
nated dibenzofurans and dioxins that may be 100 to 10,000 times more
toxic than PCBs. The authors comment that tissue levels of these by-
products, if they could be measured, might correlate better with symp-
toms and neurobehavioral indices. Clearly, such trials need to be repli-
cated. The mass balance of chemicals must be tracked carefully to be
sure that chemicals are not migrating to other parts of the body and that
they are being excreted.

Xylene, a solvent that off-gases from paints, varnishes, glues, printing
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inks, and other sources, is one of the most prevalent indoor air contam-
inants. Riihimaki and Savolainen (1980) exposed healthy male volun-
teers to constant (100 or 200 ppm) and varying (200 or 400 ppm hourly
peaks) concentrations of xylene, adjusting baseline concentrations in the
latter case so that a mean concentration of 100 or 200 ppm was main-
tained. Exposures occurred over a six-hour period (with a one-hour
break at noon) for five days, followed by a two-day weekend and one to
three more days of active exposure to xylene. A variety of psychophy-
siologic parameters were measured, including reaction time, body bal-
ance, manual dexterity, and nystagmus. Following cessation of
exposure, breath xylene concentrations fell rapidly at first (half-life
about 0.5 to 1.0 hours) during the first few hours after which the elimi-
nation rate slowed markedly (half-life about 20 to 30 hours). Elimination
from fat was estimated to be even slower, around a half-life of 58 hours.
Indeed after six days of exposure (5 days + weekend + 1 day), the
concentration of xylene in gluteal subcutaneous fat was ten times higher
than the blood concentration at the end of the last day of exposure.
Thus some accumulation of xylene in fat occurs over several weeks of
repeated daily exposure. The data underscore the potential importance
of a detoxification method that would accelerate the elimination process.
Indeed, elimination of xylene from the body is relatively rapid com-
pared to many xenobiotics whose half-lives are on the order of weeks,
months, and years. Most indoor air contaminants are solvents whose
tissue levels will be minimal (though from 2 health standpoint still po-
tentially significant) after several days’ avoidance of exposure. In future
studies it will be important to document changes in blood levels and
tissue levels of target substances, such as xylene, in those who enter an
environmental unit or undergo sauna detoxifcation.

Of particular interest, Rijhimaki and Savolainen (1980) observed that
most of the adverse effects of xylene upon their normal subjects “tended
to disappear after a few succeeding days of exposure.” However, “after
the weekend away from exposure, the effects were again discernible.”
They conclude: “This phenomenon suggests that tolerance had devel-
oped over a few days with regard to psychophysiological effects by xy-
lene.” Parallel to this, the authors observed that fluctuating (as opposed
to continuous) concentrations of xylene provoked EEG changes consis-
tent with decreased vigilance. In one subject who had had a normal EEG
when he entered the study, fluctuating xylene concentrations provoked
bilateral spike and wave complexes suggestive of marked interference
with brain electrical activity. Thus exposures occurring minutes or even
days before testing may influence the response to a test reexposure.
Adaptation, which figures prominently in responses to xylene and
ozone, likely affects responses to other xenobiotics. Avoidance of expo-
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sure (by having patients change residences or jobs or by utilizing an
environmental unit) begins the process of deadaptation. Clearly, finding
some way to hasten this process would be helpful, particularly during
the late, slow phases of elimination of chemicals from bodystores, for
example, from adipose tissue. For this reason, sauna detoxification, if
effective and safe, might prove an attractive treatment alternative.

Nutritional Approaches

Extensive data now indicate that vitamins and minerals influence the
toxicity of environmental incitants. Amino acids and fat content of the
diet also may be important. For example, vitamin E deficiency increases
ozone toxicity in rats. An awareness of the role of nutrition in allergy is
also developing. Low vitamin B, concentrations have been found in
adult asthmatics, and supplementation with B; produced a dramatic
drop in the frequency and severity of wheezing or asthma attacks (Rey-
nolds and Natta 1985). Another recent paper reports significant im-
provement in atopic dermatitis with vitamin C supplementation (Kline
et al. 1989).

Rea and other clinical ecologists (Johnson and Rea 1989; Rogers 1990)
routinely measure vitamin and mineral levels in their patients with
chemical sensitivities and supplement as indicated. In a sample of 118
patients studied in the environmental control unit in Dallas, mineral
levels outside the normal range were found in 53 percent (higher than
normal) of the patients for magnesium, 88 percent (lower than normal)
for chromium, and 47 percent (higher than normal) for aluminum
(Johnson and Rea 1989). A number of abnormal vitamin levels were also
found. In some cases. testing for deficiencies involves more than a rou-
tine blood test; Rea feels that red blood cell and plasma magnesium
levels are poor indicators and prefers an intravenous magnesium chal-
lenge to assess magnesium status (Rea et al. 1986b). When ecologists
recommend nutritional supplements for their patients, most exercise
extreme caution to avoid vitamins derived from food sources that might
trigger symptoms; for example, vitamin C from sago palm may be sub-
stituted for the usual commercial vitamin C preparations, which often
contain corn. McLellan (1987) cautions that before nutritional therapies
are embraced too quickly, one must recognize the lack of human data
and the fact that most available research pertains to the interaction
between single nutrients and single toxins in relatively high doses in
contrast to the mixed exposures at lower levels encountered by the pa-
tient with multiple chemical sensitivities. However, nutritional status is
relatively easy to measure, supplementation can be done fairly safely,
and at least a theoretical basis exists for using supplements. Animal and
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human research have supported use of antioxidants, vitamins A, C, and
E, and selenium to protect against certain pollutants (Calabrese 1978;
Shakman 1974). Such antioxidants may prevent free radical production
that could trigger synthesis of inflammatory prostaglandins (Metz 1981;
Cross 1987). Levine {1983) advocates use of antioxidants such as vita-
mins A, C, and E, zinc, and selenium to prevent free radical formation,
which can result in cell membrane damage, release of inflammatory
mediators, and perhaps formation of antibodies to altered tissue macro-
molecules.

Galland (1987) reports several nutritional abnormalities, most notably
decreased excretion of essential amino acids in 40 percent of his chemi-
cally sensitive patients despite a high-protein diet. Erythrocyte super-
oxide dismutase activity was decreased in 89 percent (24 patients) versus
79 percent (15) in allergic controls (not significant); erythrocyte gluta-
thione peroxidase activity was decreased in 48 percent (11) versus 36
percent (5) allergic controls (not significant). Some of Galland’s controls
might have been misclassified because all had either allergies or somatic
complaints such as fatigue. Nevertheless, Galland reports that supple-
mentation with antioxidants, including selenium, copper, zinc, and sul-
fur-containing amino acids, produced major clinical improvement in 25
percent (14) of chemically sensitive patients.

An enormous number of other therapies too numerous to mention
have been invoked by clinical ecologists and others. These include di-
etary, neutralization, and pharmaceutical treatments for candidiasis (in-
deed, some traditional allergists mentioned they found nystatin beneficial
in treating certain patients for systemic candidiasis, and they wished for
more data to help evaluate this treatment), acupuncture, pancreatic en-
zymes for food intolerance, oral sodium cromoglycate for food intoler-
ance, and transfer factor. These therapies are outside the scope of this
book, but clearly a host of therapies, many of which have been severely
criticized for being “unproven,” are being offered to patients with mul-
tiple chemical sensitivities in an effort to improve their outcome. Some
patients report that they obtain small increments of benefit, occasionally
more, from each intervention, but none is curative.

For the pattent who is having an acute reaction to an environmental
incitant or food, ecologists recommend certain “first aid” treatments. In
the event of an acute reaction, particularly to a food, some patients take
baking soda or a combination of sodium bicarbonate, potassium bicar-
bonate, and calcium carbonate (so-called tri-salts) with water. They claim
these measures relieve their symptoms within moments, Critics caution
against possible dangers in using such treatments indiscriminately, for
example, as the treatment for IgE-mediated food anaphylaxis. The ecol-
ogists’ rationale for this therapy, which patients claim can be quite effec-



140  Mechanisms, Diagnosis, and Treatment

tive acutely, was discussed in Chapter 4. Some use powdered vitamin C
mixed in water to mitigate a reaction. In severe cases, for example, to
stop a seizure resulting from a food or chemical challenge, some ecolo-
gists administer bicarbonate or vitamin C intravenously. Administration
of oxygen has also been used in severe reactions. Randolph (1987, pp.
50-51) examined scleral blood vessels of patients before, during, and
after reactions to foods and noted increased sludging of red cells; he
reasoned that such clumps decreased the red blood cells® ability to carry
oxygen. Others have criticized the use of oxygen in these patients with-
out first obtaining a blood oxygen level (Terr 1986). However, oxygen
is accepted by many as an effective drug for certain medical conditions,
even if the blood oxygen level is normal. The manner in which these treat-
ments are administered to patients may also be important. Plastic or rub-
ber face masks and fresh plastic tubing commonly used for oxygen and
intravenous lines may leach small amounts of plasticizers or other sub-
stances and provoke symptoms in some chemically sensitive patients.

In summary, clinical ecologists employ a wide variety of treatments, some
unproven, in their efforts to help their chemically sensitive patients. When
first used, any medical therapy is experimental, but because placebo effects
may be significant, ultimately careful, blinded clinical trials are essential for
establishing a therapy's value. Increasingly, it is argued that patients with
disabling diseases demand and deserve the opportunity to try new, albeit
unproven, treatments, provided these do not result in serious harm. Few
medical therapies are without some hazard: over the past four decades, at
least 46 deaths have occurred following conventional allergy shots or skin
testing {Lockey 1987).

Arguments concerning ecological therapies must be kept in perspective,
Salvaggio, an allergist, reflected upon the role of unproven therapies in
medicine (Salvaggio and Aukrust 1981):

The practice of medicine will, to be sure, remain primarily an ari rather
than a science, and physicians will of necessity continue to use clinical
judgment and weigh benefit/risk ratios in prescribing a large number of
therapeutic procedures that have not been proved 1o be efficacious by
controlled studies. Indeed, one could fill several pages with a list of com-
monly employed therapeutic procedures in all fields of medicine that
have not been proved to be efficacious.

Psychological Interventions

The discussion in Chapter 4 on possible psychogenic mechanisms ar-
gues that chemical sensitivity may have physiological causes, psycho-
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genic causes, or both. The search for a cause in a specific patient is most
likely to lead a physician to pursue one avenue before investigating the
other. Often, however, only one avenue is pursued. The investigator or
diagnostician could make either of two kinds of mistakes: in pursuit of
an environmental cause, true psychogenic causes could be ignored or,
alternatively, in pursuit of a psychogenic cause, true environmental
causes could be ignored. The consequences of making those mistakes
are different. Pursuing the psychiatric route first may subject the patient
to the complexities of establishing a therapeutic relationship and/or the
prescribing of psychoactive drugs, and both may generate doubts con-
cerning the patient’s mental health. In addition, psychotherapy may be
unproductive if environmental causes are at work. Labeling a patient as
having a psychiatric illness may be pejerative from the perspective of an
employer, co-workers, and family. That psychiatric records are kept
separate from the medical records of patients is no accident. In the event
that psychoactive drugs are used, unraveling an environmental cause or
contribution to the patient’s underlying condition may be greatly com-
plicated.

Alternatively, if environmental causes of the illness are investigated
first, especially with double-blind, placebo-controlled study in an envi-
ronmental unit, the patient may discover an environmental cause; even
if the patient does not, the confidence or justification with which a psy-
chogenic etiology could be pursued is strengthened. Workup in an envi-
ronmental unit is unlikely to interfere with or complicate subsequent
psychiatric workup, and thus a mistake made in choosing this option
(investigating environmental causes first) can be more easily remedied.
Black et al. (1990) and Rosenberg et al. (1990) suggest approaches which
physicians who are skeptical about the existence of chemical sensitivity
may employ te help establish a therapeutic relationship and keep their
patients “‘within the medical fold” (Black 1990). Galland (1990} argues
“One cannot empower a patient and at the same time dismiss his or her
puzzling symptoms as psychogenic.”” Black acknowledges that the patients
he studied who had seen clinical ecologists were generally satisfied with
their ecologist and dissatisfied with the approaches of traditional medicine.
Ecologists offered support and understanding of their pain and suffering
and a physical explanation for their symptoms.

When adequate controlled studies are done, it may be revealed that
some or even the majority of individuals with multiple chemical sensitivities
have had episodes of depression or other psychological symptoms
years prior to the onset of major disability. For example, Simon et al.
(1990) report that plastics workers who developed environmental illness
were more likely than controls to have a prior history of anxiety or
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depression (54 percent versus 4 percent) and a larger number of medi-
cally unexplained illnesses (6.2 versus 2.9). It bears repeating that prior
psychiatric symptomatology neither proves a psychogenic etiology nor
disproves an environmental one. Patients who are disabled by multiple
chemical sensitivities may represent a more sensitive subset of the pop-
ulation because of their genetic endowment or even exposures as chil-
dren. Members of this group may experience depression, asthma, or
headaches at low levels of chemical exposure for years without being
aware of the cause, yet after a major exposure they might become dis-
abled and exhibit greatly magnified sensitivities to subsequent low level
exposures. Thus the persons most likely to develop multiple chemical
sensitivities may in fact be those who were more sensitive to begin with,
though not recognized as such.

In summary, one can remain agnostic about which route is likely to
uncover the truth regarding causation, but the costs of erring are signif-
icantly different regarding the two routes of investigation. We think that
these facts are sufficiently compelling to justify the investigation of en-
vironmental causes first, before committing patients to potentially det-
rimental psychiatric interventions, such as long-term psychodynamic
psychotherapy or long-term medication. Certain short-term or focused
cognitive or behavioral therapies may be beneficial but should not be
relied on to the exclusion of evaluating the chemical component. Once
diagnosed, chemically sensitive patients may find psychotherapy, bio-
feedback, and other approaches supportive while they make lifestyle
changes.

Areas of Agreement and Disagreement
between Allergists and Clinical Ecologists

On the basis of interviews with key individuals in allergy, clinical ecol-
ogy, and occupational medicine, as well as the literature we reviewed,
we have discovered both areas of common ground regarding the chem-
ically sensitive patient and areas of disagreement. Although some of the
tension between allergists and clinical ecologists may stem from a com-
petition for patients, the differences in their scientific and medical view-
points are also more fundamental. All physicians agree that chemical
exposure can be harmful to any and all systems of the body. Disagree-
ments exist as to what levels of exposure are necessary to cause health
effects, what particular symptoms or diseases are associated with specific
chemical exposures, and what mechanisms of causation come into play.
The range of opinion is wide as to the extent to which the problems of
the chemically sensitive patient are psychogenic in origin.
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Physicians we interviewed concurred that isolation of the patient in an
appropriate environmental unit away from chemical substances in food,
air, and water is essential to unraveling the myriad substances that may be
causing a variety of effects. More specifically, all of the traditional allergists
with whom we spoke acknowledged that in the study or workup of patients
with possible environmentally-induced disease, attention must be paid to
the potential role of adaptation. Low-level exposure to chemicals must be
avoided prior to testing patients for chemical sensitivities in order to avoid
adaptation and the loss of a measurable effect. All allergists acknowledged
the necessity of controlling for adaptation in any rigorous study of chemi-
cal sensitivity, as has been done in the study of ozone (see Chapter 2).
Further, all agreed that an environmental unit such as that formerly oper-
ated by Dr. Selner in Denver would be an important tool for future investi-
gation and understanding of chemical sensitivities.

Some allergists tend to favor psychiatric referral for patients who do not
improve, whereas clinical ecologists are of the opinion that patients’ prob-
lems, although difficult to solve, are nonetheless likely to be physical in
nature. Ecologists feel that environmental factors must be carefully exclud-
ed (in an environmental unit if necessary) prior to invoking psychiatric
diagnoses.

All physicians agree on the need for studies to clarify unproven thera-
pies, and some physicians in both allergy and clinical ecology think both
specialties ought to work together to design the necessary protocols, con-
duct the studies, and evaluate the results. A few allergists are embracing the
fundamentals of clinical ecology such as adaptation and avoidance, but
decline to identify their views with those of the clinical ecologists. Allergists
have been openly hostile to clinical ecology in the past (AAAI 1980, 1981,
1986). Recently, however, some physicians have become tired of name-call-
ing and legal entanglement, which they recognize as contrary to their
patients’ best interests, and increasingly want to air and resolve their dif
ferences and identify avenues of cooperation. For a fuller understanding of
the differences in viewpoints between allergists and clinical ecologists, see
Bell's (1987b) article and Terr’s position paper on clinical ecology for the
American College of Physicians {1989).

For a discussion of avoidance as a treatment modality, see the section on
“Avoidance” in Chapter 10.
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CHAPTER 6

Needs, Concerns, and
Recommendations

Research Needs

The time has come to give to the study of the responses that the living
organism makes Lo its environment the same dignity and support which
is being given at present to the study of the component parts of the
organism. . . . Exclusive emphasis on the reductionist approach will
otherwise lead biology and medicine into blind alleys.

René Dubos

Earlier chapters of this book focused on the magnitude and nature of
the chemical sensitivity problem, possible mechanisms, diagnostic ap-
proaches, and therapies. These chapters addressed various issues from
the perspective of an individual patient or, perhaps more correctly, from
the perspective of a physician-scientist looking at individual patients. A
problem with such a variety of possible causes and multitude of possible
effects might seem to be hopelessly complex to sort out, but in a very
real sense the complexity and multifactorial nature of the problem may
contribute to its clarification.

Patients with chemical sensitivity differ among themselves and pre-
sent themselves differently to different physicians, The diagnosis pa-
tients receive appears to depend in a very real sense upon which physi-
cian’s door they enter. Moreover, very different people enter particular
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physician's doors, manifesting a referral and selection bias. For example,
Rea sees individual referrals from other physicians and self-referred
patients, 20 percent of whom go on disability, whereas Terr published
data on patients referred to him for evaluation, mostly for compensation
purposes. Physicians seeing patients with problerns stemming from tight
buildings or industrial workplaces may see still different groups of af-
fected individuals. The proverbial problem of the blind men and the
elephant is the result.

An important research goal is not only the accurate characterization
of symptoms and their relationship to specific chemicals but, more fun-
damentally, characterization of the various populations or groups that
appear to be chemically sensitive. We have attempted a preliminary
categorization in Table 6-1. Refinement of this categorization is essential
and must be the first step in sorting out the myriad chemically caused
sensitivities, some of which may represent classical toxicity, some classi-
cal allergy, and some what we term multiple chemical sensitivities. Of
special importance is the identification of sensitizing events, when they
occur.

The four rather distinct groups of patients are: industrial workers;
workers and schoolchildren in tight buildings; members of communities
exposed to air and water pollution from toxic waste dumps, aerial pes-
ticide spraying, groundwater contamination, or other industrial expo-
sures; and a heterogeneous collection of individuals whose exposure
may come from domestic indoor air, consumer products, pesticide use,
or other personal contact.

As the description of the patient demographics in Table 6-1 reveals,
these patients often may differ greatly in employment or professional
characteristics, socioeconomic status, sex, and age. They are also likely
to see very different categories of physicians. Industrial workers are
much more likely to see occupational physicians or private physicians;
the sickest workers may eventually consult clinical ecologists. Individuals
suffering from sick building syndrome are not as likely 1o seek out or be
referred to clinical ecologists, even though they are conscious of the fact
that their problems stem from tight buildings. People in polluted com-
munities may find themselves going from physician to physician before
seeing a clinical ecologist who then may determine that their problems
are related to chemicals; by the time these individuals see the clinical
ecologist, they may be frustrated, angry, and confused. Finally, the host
of other individuals whose exposure to chemicals comes from domestic
indoor air, consumer products, pesticide use, and the like may vary
greatly in the type and the seriousness of their symptoms and are likely
to have seen a series of physicians including allergists and clinical ecol-
ogists. The most difficult patients encountered by the clinical ecologists
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and some allergists may ultimately be referred 1o Rea, who often sees
those most seriously afflicted, persons whose condition therefore may
be less reversible. He also probably sees a greater diversity of persons
with chemical sensitivities than are represented in the other three
groups discussed above. In contrast, those allergists who see chemically
sensitive patients referred for worker’s compensation evaluation may
view only a small segment of the most ill patients,

Multiple chemical sensitivities thus encompass a broad spectrum of
people. The allergist sees them either because the patients believe they
have an “allergy” or because they are referred by insurance companies
or employers for workers’ compensation purposes. Which physicians see
which patients seems to affect greatly the acceptability of their problem
as a bona fide physical illness, or at least not 2 problem of psychogenic
origin. Relatively few physicians today would call hypochondriacal those
who are affected by tight buildings. Most workers with chemical sensitiv-
ities seek workers' compensation as a matter of last resort. They would
prefer to be able to work (Davis 1989).

The exposure-patient profile of people suffering from chemical sen-
sitivities has to be characterized accurately in order to fashion an appro-
priate response. Such a categorization may also be useful in suggesting
areas of research that might be undertaken by federal agencies such as
the National Institute for Occupational Safety and Health (NIOSH), the
National Institute of Environmental Health Sciences (NIEHS), the En-
vironmental Protection Agency (EPA), and the Agency for Toxic Sub-
stances and Disease Registry (ATSDR), which is concerned especially
with community-based pollution related to toxic waste facilities and con-
tamination of water supplies and has cooperative agreements with 11
states to undertake surveillance studies in contaminated communities
for exposure and disease. In addition, state-based efforts, usually involv-
ing state departments of health and possibly state departments of envi-
ronmental protection, need to be encouraged. In the event that the
federal government is not willing to undertake research as to both the
nature and the etiologies of chemical sensitivity disorders, a multistate
effort may well be advisable.

Most scientific criticisms of clinical ecology have been directed toward
the efficacy of provocation-neutralization therapies. To focus initial re-
search efforts in this area would be of limited value because most tradi-
tional practitioners question the diagnosis itself. Clinical ecologists must
continue to develop objective means of measuring symptoms and relat-
ing them to exposures.

A properly constructed environmental health unit could serve as a
focal point for studying chemically sensitive patients in the deadapted
or unmasked state. Allergists, clinical ecologists, and toxicologists should



TABLE 6-1. Spectrum of Multiple Chemical Sensitivities

Aspects Industrial Fxposure Tight Buildings
Recognition of ~ Workers themselves; unions; Office or school workers
problem occupational health clinics themselves; parents of
school children: school
nurses
Place of Occupational heaith clinic; Private physician's office;
diagnosis private physician’s office occupational health clinic
Nature of Industrial chemicals; acute or Off-gassing from construction
exposure chronic exposure materials, office equipment,
or supplies; tobacco smoke;
inadequate ventilation
Demographics;  Primarily males, blue-collar, Females more than males;
awareness 20s to 60s; conscious of children; white-collar office
classical workplace hazards; workers and professionals;
often aware of relationship 20s to 60s; aware of
between symptoms and symptoms associated with
exposure {e.g., better on change in building
weekends/vacations, worse at environment, ¢.g., new
simes of peak production or construction, carpeting or
during certain processes, seasonal illness. Awareness
etc.). Awareness via word of via word of mouth, media,
mouth, union, occupational field study
physician
Manifestations  Muluple symptoms involving Muliple symptoms involving
multiple systems with multiple systems with
marked variability in type marked variability in type
and degree of symptoms. and degree of symptoms.
CNS symptoms common. CNS symptoms common.
Physical exam most often Physical exam most often
unremarkable unremarkable. Many have
symptoms of eye, nose,
throat irritation, and malaise
Average Moderate to severe Mild
severity of
illness or
disability®
{varies
greatly with
individual)

* Those individuals whose symptoms are most persistent and disabling often see a series of
physicians before they finally see an ecologist. Rea’s clinic represents a kind of tertiary
referral system for ecologists who send him the most severe cases. Thus the patients Rea
sees are markedly different, i.c., more disabled, than the typical patient seen by an allergist.



Community-based Air and
Water Pollution

Individual Exposures

Individuals in community; government-
sponsored held surveys

Private physician’s office; state-
supported clinical study

Toxic waste dumps, aerial pesticide
spraying, ground water
contamination, air contamination by
nearby industry, and other
COMMunity exposures

All ages, males and females; children/
infants may be affected first/most;
middle to lower class; community
awareness via word of mouth,
community action groups, media, or
field study

Multiple symptoms involving multiple
systems with marked variability in
type and degree of symptoms. CN§
symptoms common. Physical exam
most often unvemarkable.

Mild to moderate

Individuals themselves

Private physician’s office

Heterogeneous, personal; indoor air
(domestic), consumer products,
pesticide use

70-80% females; 50% in 30-10-50 age
bracket (Johnson 1989); white; middle
class, upper middle class, and
professionals; awareness via word of
mouth, patient groups, physicians

Multiple symptoms involving muhiple
systems with marked variability in
type and degree of symptoms. CNS
symptoms common. Physical exam
most often unremarkable,

Mild to moderate if referred to allergists
or clinical ecologists. Severe if seen by
Rea in Dallas. Disabling if admitted to
environmental unit or an applicant
for workers' compensation or
disability.
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contribute to the design of any such study to ensure acceptance of the
results. The unit should be constructed and operated following the high-
est academic standards. For reasons discussed in Chapter 1, epidemio-
logical studies on chemically sensitive populations have to be designed
with extreme care, or no evidence will emerge at statistically significant
levels. The study group must be appropriately defined, and more than
one symptom may need to be counted as a health effect. Biomarkers of
both sensitization and sensitivity should be identified, when possible. If
immunologic or biochemical mechanisms are involved, this may be a
promising area; biomarkers involving the limbic or nervous system in
general, however, may be more difficult, if not impossible, to identify,
especially since there may not be a blood-borne marker.

Given clinical ecology’s low status and reputation in the scientific com-
munity at the present time, independent researchers have serious dis-
incentives to examine its tenets. Yet a critical and unbiased airing of the
problem of chemical sensitivities is needed. All aspects of the problem
—from documentation of the sensitivity itself to diagnostic approaches
for its discovery to the range of possible therapies—need attention. The
National Academy of Science Panel on the Interrelationships of Toxic
Exposures and immune Response should be encouraged to study the
problems of multiple chemical sensitivities as well as problems of im-
mune system damage or dysfunction.

Government and university scientists must be allowed and even en-
couraged (by grants) to participate in research in this field without being
hamstrung by the opinions of traditional medical practitioners. Science
is not served by continuing to deny the probable existence of the prob-
lem in the face of massive and growing circumstantial evidence, al-
though admittedly subjective in many respects. A better approach would
be to acknowledge that something appears to be going on, that Jow levels
of chemicals can affect the body in subtle ways that currently escape our
understanding, and that individual susceptibility to environmental
agents may vary by several orders of magnitude.

The widely circulated journals representing traditional medicine must
also allow unbiased airing of this problem, as they have with other issues,
for example, medical versus surgical treatment of coronary artery dis-
ease. Numerous university and government scientists who are knowl-
edgeable about chemical sensitivity feel it is worth taking seriously.
However, many fear for their own professional careers and are reluctant
to write or speak openly on the subject. Fortunately, this appears to be
changing. Debate rather than unilateral criticisms of unproven ideas is
what is needed to encourage defensible research on these ideas. Cer-
tainly, criticisms of therapies should not be used to foster a denial of the
existence of chemical sensitivity altogether. Recently, physicians and
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scientists appear to be more willing to accept the concept of chemical
sensitivity in the context of occupational exposures or tight buildings.
Perhaps because most patients suffering from these exposures do not
seek clinical ecologists, mainstream physicians are probably more ac-
cepting of the problems in those contexts. If clinical ecologists are in-
volved, there seems to be more of a desire to shoot the messenger than
to take the problem seriously. As similarities are recognized among pa-
tients whose exposures arise in different contexts, we hope a more scru-
tinizing evaluation will be forthcoming.

Patient and Community Concerns

In this section we articulate the concerns and needs of the chemically
sensitive patient and the needs of the community in preventing iliness
triggered by or associated with low-level exposures to chemicals. These
needs include information; health care; alternative schooling, employ-
ment, and housing; medical insurance; compensation for disability; so-
cial and legal services; and the control of chemicals in the office,
industrial workplace, home, and consumer products.

Information

Information about Chemical Sensitivity. Chemically sensitive persons
need information and guidance concerning the recognition of chemical
sensitivity and the availability of diagnostic tools and possibly effective
therapies. They need to understand that chemicals can cause both clas-
sically recognized environmental and occupational disease (such as lead
or solvent poisoning or allergic reactions to organic dust) and less under-
stood, but nonetheless real, problems associated with low-level expo-
sures. Industrial workplaces can give rise to both kinds of environmental
illness, and unraveling the vagaries of causation there may be especially
difficult. Home and office environments also present a2 mixture of ill-
nesses, perhaps more often characterized by lower exposure levels. Ep-
isodic exposures to chemicals present still different challenges.
Chemically sensitive persons need assistance in understanding their con-
dition so that they can make reasoned choices about the health care or
preventive actions they might pursue.

Information about Chemicals. Chemically sensitive patients need to know
the potential hazards of the chemicals they work with or may be exposed
to. Federal and state right-to-know legislation and the Superfund
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Amendments and Reauthorization Act (SARA) Title III reporting ve-
quirements are important legal avenues for information held by govern-
ment agencies, employers, and manufacturers and producers. However,
patients may need more specific information that perhaps could be pro-
vided by industrial hygiene surveys by OSHA, state agencies, or possibly
insurance carriers. Access for individuals to state and federal sources for
information and services is needed.

Health Care

Access to Appropriate Care from Private Physicians and Clinics. In one
profile of chemically sensitive patients seen at a clinical ecology clinic,
30 percent of the patients had seen six to ten physicians before coming
to the unit (Johnson and Rea 1989). Brodsky (1987, p. 695) observes:

Many of these patients shift from one specialist to another, going from
family physicians to allergists te neurclogists and other medical special-
ists, and to chiropractors, acupuncturists, homeopaths, and even faith
healers. Both the patients and their physicians feel frustrated and dis-
satisfied, the patients because they remain convinced that their symp-
toms signal a physical disorder for which a medical explanation must
exist and the physicians because they have been impotent as healers,
unable to help these obviously distressed individuals or to reassure
them that they do not have a serious disease. Such patients are time-
consuming and in clinic settings not infrequently objects of derision.

Our investigations make clear that the chemically sensitive patient
finds medical care by trial and error and by word of mouth. A more
directed path and identification of helpful physicians and clinics are
needed. Patients whose problems stem from occupational, sick building,
or home environments may each need different care, as might persons
suffering from episodic exposures. No sensible referral system exists,
and the segmented nature of medical care and the inability of some
physicians to acknowledge a disease they do not understand contribute
to the personal suffering of the sometimes bewildered patient. Multi-
specialty clinics, health maintenance organizations (HMOs), and pre-
ferred provider organizations (PPOs) unfortunately rarely include
specialists in diseases caused by chemicals. Occupational medicine clinics
have the potential for expanding their concerns and services into ill-
nesses caused by low-level exposures, but specific initiatives are needed
to bring about this expansion. Taking work and/or environmental his-
tories is essential to delivering appropriate medical care. Industrial
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hygiene services in both the home and workplace may also be indispens-
able.

University-based clinics, such as that at the Robert Wood Johnson
Medical School in New Jersey, have the potential for rapidly incorporat-
ing new knowledge and perspectives more quickly for the recognition,
diagnosis, and treatment of the chemically sensitive patient. The poten-
tial needs to be realized, however.

Avoidance. The hirst line of defense for the chemically sensitive patient
is avoidance of offending chemicals and substances found or suspected
to cause problems. Some kinds of avoidance are easy, but others are very
difficult. Persons suffering from sick building illness may have to aban-
don employment or residence in those buildings. Some new EPA offices
have been planned, which have windows that open, no carpeting, no
copier machines, and other features, in an effort to accommodate sen-
sitive employees. In the case of children who are chemically sensitive,
an alternative to home tutoring may be the state provision of environ-
mentally safe classrooms where students with documented and sus-
pected chemically related disorders could be educated and observed for
follow-up. This practice is currently being pursued in Canada (Rapp
and Bamberg 1986). In Maryland’s guidelines for indoor air quality in
schools, modification of workplace exposure limits is recommended
(Maryland 1987, p. 6).

Alternative Employment and Housing

Alternative Employment. Federal and state laws require that employers
provide handicapped workers reasonable accommodation. Deciding
whether a chemically sensitive person is handicapped is done on a case-
by-case basis. In some instances, work at home may be possible; the EPA
seems to have reached this accommodation with some of its chemically
sensitive employees (Hirzy 1989b). Patients who are not considered
handicapped nonetheless need rehabilitation and return to gainful em-
ployment.

Alternative Housing., Some chemically sensitive patients cannot live in
their prior domiciles. Because of severe economic consequences, some
assistance is obviously needed. Options include halfway houses for the
severely affected and the establishment of experimental communities in
less polluted areas.
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Medical Insurance

Receiving reimbursement for medical expenses incurred when the di-
agnosis and treatment of chemical sensitivity is performed by clinical
ecologists is becoming increasingly difficult (Davis 1989). Even though a
prominent allergist and critic of clinical ecology, Abba Terr (1989b) has
stated that “what we do is as unproven as some of the things we are
criticizing,” allergists have organized letter-writing campaigns to urge
the Health Care Financing Administration (HCFA) to deny reimburse-
ment for “unproven” techniques. Such efforts do not seem to deter the
desperate patient from seeking medical care; they just make the patient
more desperate. Recognition of diagnosis and treatment of chemical
sensitivity for insurance purposes is necessary on grounds of fairness
and, in the case of some patients, io enable them 1o receive adequate
care. For traditional medical practitioners to throw up their hands and
not be able to help these patients and, at the same time, to lobby vigor-
ously to deny them therapies that sometimes, if not often, relieve their
suffering cannot be justified.

Compensation

Chemically sensitive patients are sometimes unable to continue in a
specific workplace, often an industrial workplace, or may not be able to
work at all. Workers' compensation systems have been painfully slow to
provide coverage for occupational diseases. Employers and their insur-
ance carriers have historically denied the work-relatedness of disease
associated with chemical exposures; for example, 60 percent of occupa-
tional lung disease claims are contested (U.S. Department of Labor
1980). Compensation for the chemically sensitive worker is vigorously
resisted, and in some cases patients have to be labeled with a psychiatric
disorder such as posttraumatic stress disorder in order to receive com-
pensation for their illness. Earon Davis (1989), an attorney and execu-
tive editor of the Ecological Iliness Law Report believes that only about 1
percent of severely affected chemically sensitive workers will file a work-
ers’ compensation claim because they do not want to be labeled as psy-
chiatric cases. In addition, many workers leave jobs because of chemical
sensitivity only to find themselves unable to tolerate a new job and
unable to file a claim against either the new or old employer.

In most instances chemically sensitive people cannot trace their prob-
lems to a specific work-related exposure and may seek disability pay-
ments under Social Security. William Rea (1989), who sees the most
severely affected patients, reports that about 20 percent of those he sees
go on disability. In cases of illness stemming from pesticide exposure or
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from some other episodic exposure involving industrial or consumer
products, the patient may seek compensation through a suit in tort. In
1987, the Consumer and Victims Coalition Committee of the Trial Law-
yers of America adopted a resolution supporting “environmental illness”
victims. Recovery of damages based on alleged immune system damage
is becoming more commonplace, and the manufacturers and insurance
industry are reacting vigorously. Dennis Connolly (1988), an insurance
executive, writes:

Courts as well as scientists are routinely grappling with the problems of
harmfulness and causation. A disturbing trend from the point of view
of those who might be looking toward providing insurance is the in-
creased use of various forms of marginal science to overcome difficul-
ties in proving causation. “Clinical ecology” is a “science” offering broad
support for causation in bedily injury cases, but the science has been
repudiated by many in the medical establishment and cited as an ex-
ample of poor science flourishing in the courtroom.

Academics who have joined the criticism include Donald Elliott
(1988), who writes that “plantiffs in toxic tort cases are increasingly
relying on testimony by a small group of professional witnesses called
‘clinical ecologists’ (whose views are repudiated by the scientific estab-
lishment). Lay juries and the public are vulnerable to being misled by
such ‘experts.” ”

A more thoughtful analysis of the use of clinical ecology in the courts
is provided by Sheila [asanoff. After tracing the successes and failures
of patients in their attempts to establish harm to their immune system
by using the testimony of clinical ecologists, Jasanoff (1989, pp. 86-87)
notes: “That medical societies [the American Academy of Allergy and
Immunology and the California Medical Association] might not be
wholly disinterested in their efforts to discredit a competing, and appar-
ently successful, specialty does not seem to have been a worry [to the
court].” She concludes that these societies “proved effective because
these organizations defined the boundaries of valid medical science in a
way that courts could not readily ignore.” Nonetheless, the principles
established by clinical ecology are enjoying some success in the courts
(Cornfeld 1989).

Powerful economic and industrial forces have joined to deny the
chemically sensitive patient compensation, just as they did earlier in this
century for occupational injury and later for occupational disease, by
accusing the worker of malingering and bad faith. The issue of compen-
sation may seem peripheral to the scientific-medical debate over chemi-
cal sensitivity, but it is actually central to the resolution of public policy
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in this area. Economic issues heighten the conflicts between allergists
and clinical ecologists and need to be resolved if an optimum scientific
consensus is to be achieved. The existence or origins of the patients'
disease are contested in conflicts over who should pay while the patient
continues to suffer. Brodsky (1987, p. 696) observes: “Private and public
agencies that provide disability benefits argue that these patients are not
truly disabled, although those dealing with them recognize that they are
in great distress.”

Social and Legal Services

As with others debilitated by disease, chemically sensitive people need
psychological, financial, and legal counseling to enable them to manage
their affairs, seek help from appropriate government agencies, and cope
with stress. Some of these services can be provided by state government
and private patient-support groups. Earon Davis (1989) reports that
many chemically sensitive persons suffer neuropsychological defects
often resulting from continuing unavoidable exposures and have ex-
treme difficulty interfacing with the legal or social service systems. He
argues that these persons need social workers, not lawyers, who can
guide them into avenues that improve their situation. Such guidance
could be provided at halfway houses or special communities.

The Regulation of Chemical Exposures and
Other Preventive Initiatives

The community has an interest in preventing and limiting the problems
of chemical sensitivity. For chemical sensitivity that has its origin in
exposures to chemicals in the workplace, pesticides, chemical spills, and
the like, adherence to and enforcement of existing environmental regu-
lations is necessary to prevent semsitization of more individuals, The
existing standards of OSHA, EPA, and state agencies do not, however,
protect those individuals already sensitized. New regulations governing
inadequately regulated substances or unregulated applications of chem-
icals, such as pesticides or other chemicals applied in office buildings,
schools, or apartment complexes, are also needed. (Following health
complaints associated with new carpeting at EPA headquarters in Wash-
ington, D.C., the EPA union petitioned EPA to regulate 4-phenylcyclo-
hexene, the chemical suspected of causing health problems [National
Federation of Federal Employees 1985]. However, the EPA denied the
petition and instead embarked on a program involving voluntary testing
of all carpet-related volatile chernicals by carpet companies [EPA 1990].)
At a minimum, regulators should require that application of chemicals,
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such as pesticides, be accompanied by adequate notice so that people
can avoid the exposure. Currently most OSHA and EPA regulations
control exposures at the parts per million (ppm) level. More stringent
regulations may be needed to protect both sensitized (and hence chem-
ically sensitive) individuals and those who may become sensitized. The
mandates behind environmental regulation do indeed require the pro-
tection of sensitive populations (Friedman 1981). If regulations are im-
posed to prevent sensitization, it may be less necessary to control exposure
more stringently in the future in order to conirol sensitivity, because peo-
ple will not be sensitized in the first place.

The appearance of similar kinds of health problems in widely diver-
gent populations exposed to chemicals (see Table 1-1) illustrates that
the failure to regulate adequately or prevent exposures to chemicals in
the environment, workplace, and consumer products has resulted in the
present chemically sensitive population. In order to protect this popu-
lation from further or continuing damage, some chemicals, such as for-
maldehyde, will need to be controlled at the part per billion (ppb) range
or banned outright for some uses (Massachusetts 1989, pp. 74-102).
Although the regulation of chemicals traditionally has been viewed as a
federal government initiative with states as secondary partners, states
may have to take vigorous regulatory action in order to protect the
chemically sensitive. Massachusetts, for example, banned the use of urea
formaldehyde foam insulation. California regulated vinyl chloride levels
in ambient air, even though the federal government issued only emis-
sion limitations. Other states may need to examine the adequacy of their
regulations.

The Role of Medical Practitioners
and Their Societies

The roles that primary care physicians, occupational and environmental
health physicians, allergists, and clinical ecologists can play in addressing
the needs of the chemically sensitive patient differ, depending upon the
group of patients in need. Table 6-2 depicts the strategies that might be
followed for each group of chemically sensitive patients. At this time,
patients typically consult clinical ecologists and allergists out of desper-
ation, rather than as a result of referrals. Qur considered opinion is that
a structured, sensible referral strategy needs to be developed.

Primary care physicians are in the best position to provide knowledge-
able referrals for chemically sensitive patients by referring them to the
health professional most likely to be of help to the patient. (For a general
discussion of the role of the primary care physician in occupational and
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TABLE 6-2. Strategies for Primary Care Providers

Group Primary Referral® Subsequent Referral®
Workers Referral to occupational health  Clinical ecologists
physicians or clinics Allergists
Work histories Detoxification programs
Industrial hygiene surveys where appropriate
Occupants of tight  Aduls: For office workers, as
buildings For office workers, as above above
Children:
Clinical ecologists or allergists
Contaminated With help of State health Clinical ecologists
communities department, EPA, and/or Allergists
ATSDR® Detoxification progams
Referral to environmental/ where appropriate

occupational health
physicians to take an
environmental exposure

history
Individuals
Pesticides and As for contaminated As for contaminated
other toxic communities communities
substances
Indoor air Clinical ecologists
{domestic) Allergists

* Selected with great care. In our view, this means selecting physicians who take the proh-
lem seriously, who do not dismiss these patients’ problems as psychiatric without adequate
work-up, and who rely upon careful avoidance and judicious reexposure ta help determine
their patients’ sensitivitics.

* Agency for Toxic Substances and Disease Registry,

environmental medicine, see Institute of Medicine 1988.) Workers ex-
posed to industrial chemicals should be referred to occupational health
clinics or occupational physicians. The coupling of industrial hygiene
services and a detailed work history help occupational physicians decide
what can be done for the chemically exposed patient. In the absence of
or in cooperation with an occupational physician, the industrial hygien-
ist may aid primary care physicians in identifying possible illness and
relevant exposures. If the problems the worker is experiencing are those
of classical toxicity, such as chronic lead poisoning, the occupational
physician can help the worker directly. In special cases, such as poly-
brominated biphenyl (PBB) exposure, some occupational physicians
might refer the patient for detoxification therapy to remove the bioac-
cumulated toxins (Schnare 1986). When the worker is seen to exhibit
chemical sensitivity of a nontraditional nature, the occupational physi-
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cian, if knowledgeable about multiple chemical sensitivity problems,
may be able to help the patient. Indeed, many cccupational physicians
are developing their knowledge in this emerging area. Alternatively, the
occupational physician may refer the patient to either a clinical ecologist
in whom he has confidence or to an allergist who accepts (recognizes)
the problem of multiple chemical sensitivities as real.

Occupants of tight buildings who could be suffering from either clas-
sical sensitivity, for example, to molds, or from multiple chemical sensi-
tivities, can also be referred to an occupational health clinic or an
occupational physician. The occupational physician may then manage
the patient personally or provide the appropriate referral.

For patients that comprise part of a contaminated community, the
primary care physician should, ideally, involve the state health depart-
ment and the EPA or the Agency for Toxic Substances and Disease
Registry (ATSDR), which could document exposures and watch for a
pattern of illness in that community. (In 1988 the ATSDR [1989, p. 8]
awarded a cooperative agreement to support the Association of Occu-
pational and Environmental Health Clinics to expand chemically based
information and physicians’ educational opportunities relating to toxic
substances.) With the assistance of these agencies, the primary care phy-
sician can make appropriate referrals to physicians expert in occupa-
tional and/or academic environmental medicine. These physicians take
an environmental history in much the same manner an occupational
physician takes a work history, and this history needs to be coupled both
with disease patterns recognized by and with exposure measurements
made by the state health and environmental protection departments,
EPA, or ATSDR. At that point the occupational or environmental med-
icine physician can make appropriate referrals to clinical ecologists or
allergists in whom he has confidence. Relatively few physicians specialize
in environmental medicine. Because environmental medicine and oc-
cupational medicine have similar knowledge bases and require many of
the same skills, efforts should be directed at developing professionals
who span both fields in order to serve the chemically sensitive patient.

Finally, for the divergent group of individuals whose illness results
from indoor air in the home, pesticide applications, or other chemical
exposures, the primary care physician may need to find ways to identify
those clinical ecologists and allergists who are able to help the chemically
sensitive patient. This group of patients is most challenging because they
are diverse and may not fit a particular pattern of iliness like the patterns
often seen in the workplace, in tight buildings, or as part of a contami-
nated community. Indeed, some of these patients may not recall a sen-
sitizing event, although they recognize chemical triggers of their
symptoms and are polysymptomatic.
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The strategies we have outlined for dealing with these four groups of
patients need to be carefully developed and refined. The weakest link in
affording the patient proper medical care involves raising the conscious-
ness of primary care physicians or those specialists whom the patient
might see in a random manner, such as ear, nose, and throat specialists,
neurologists, and rheumatologists. However, engaging the primary care
physician is the first essential step in sending the patient down a directed
pathway of proper referrals, The primary care physician’s level of
knowledge and concern regarding this problem must be given immedi-
ate attention.

The role of the medical specialty societies is central in facilitating the
success of these referral strategies. For primary care physicians, includ-
ing those in family practice, internal medicine, and pediatrics, a clear
understanding of the problems of the chemically sensitive patient is
requisite. For other specialists, their societies need to address the partic-
ular problems of chemical sensitivity that relate to their specialty.

The allergists need to adopt broader perspectives (Kniker 1985),
which several allergists seem to be doing. Selner and Staudenmayer
(1985b, p. 666) observe:

It is time for allergy to claim its interest in [the chemical environment]
and assume a more active role in the field of toxicology. Allergy is in a
position to bring the same disciplined commitment to the principles of
scientific investigations to the area of chemical inolerance that has
resulted in the remarkable contributions to the field of immunology
over the past two decades.

The allergy societies need to commit themselves to a critical but fair
appraisal of those techniques and approaches of clinical ecology that
may be useful in expanding the practice of allergy beyond its present
boundaries. Selner and Staudenmayer (1985a), for example, have
stressed the importance of an environmental care unit. Allergists need
to be able to take comprehensive work and environmental histories,
learn about toxicity and chemical sensitivity, and familiarize themselves
with appropriate diagnostic and therapeutic approaches and techniques.
Bardana and Montanaro (1989), for example, have suggested that in-
dustrial hygiene evaluations of both the workplace and the home “may
prove invaluable in identifying chemical sensitivity.” The allergy soci-
eties should promote the practice of allergy with a broader vision
through continuing education efforts and by trying to build on common
ground shared with clinical ecology and occupational medicine. Doris
Rapp (1985), a board-certified practicing allergist for 18 years and also
a clinical ecologist, in response to the position papers of the American
Academy of Allergy and Immunology on clinical ecology, cautions:
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Try not to wedge the academy in a corner with statements that will
haunt allergy in the years to come. If the thinking, leading allergists do
not listen, [then] soon, the whole specialty of allergy will be lost, Use
your mighty caches of money, and brains to help elucidate our impres-
sive observations and successes. Help us refine what we are doing. Not
only will you gain, but the patients, who should be the bottom line of
whatever we discuss, will be helped.

The clinical ecologists also need to learn to take better work and
environmental histories; to be thorough and not overlook other concom-
itant medical conditions, for example, hypomagnesemia resulting from
a prior partial gastrectomy (Bardana and Montanarc 1989); to engage
in continuing educational activities in this rapidly developing area; and
to put their work and techniques into a form that would serve as a useful
primer for others. The environmental unit is an essential tool for both
allergists and clinical ecologists, and their knowledge should be com-
bined in developing new units. The societies whose members practice
clinical ecology need to develop rigorous standards for its practices and
shun mystical approaches. Bell (1987a) concludes:

Clinical ecology thus needs well-designed, systems-oriented, rigorous
interdisciplinary studies. The work must focus on specific diagnostic
subgroupings and syndromes as well as on specific immunological and
physiological concomitants of adverse reactions. Clinical ecology needs
the input of scientists and clinicians from many fields such as public
health, occupational medicine, and behavioral medicine, to refine its
concepts, treatmenis, and goals. It otherwise runs the risk of extinction
as a fad with several good ideas mingled with oo many pernicious and
unsubstantiated beliefs.

Finally, clinical ecologists should not simply invoke traditional toxicity
as a way of legitimizing the case for avoiding chemical exposures. Mech-
anisms for multiple chemical sensitivities may be different. Although
clinical ecologists may feel pressured to develop a theory of causation,
reliance on classical toxicity or allergy, as they are currently understood,
may be misplaced.

Recommendations

Having identified the needs of the chemically sensitive person and the
community concerned with preventing an increase in the number of
chemically affected individuals, we turn to specific recommendations.
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Research

States with ATSDR cooperative agreements should establish a registry
of chemically sensitive persons with the help of physicians, industrial
hygienists, labor organizations, patient-support groups, and others that
would be based on physician reports and be as broad as possible to
collect data on persons and exposures to be refined and stratified in later
analysis. The purpose of the registry is to characterize the nature of the
problem and trends over time and to provide a basis for linkage to
geographical information system analysis at some time in the future in
order to discover sources of exposure.

The federal government should provide funding for a statistically
useful questionnaire survey of these persons that stratifies respondents
by group, for example, occupationally exposed, occupants of tight build-
ings, members of contaminated communities, schoolchildren, and the
like, and, if possible, by the kind of exposure thought to be responsible
for the person’s condition, for example, new carpeting, pesticides, and
so on. Additionally, states should solicit the financial support of health
insurance companies doing business in the state for this effort. State
departments of health and ATSDR should analyze the results of the
survey in order to identify problem chemicals and affected groups that
might serve as the focus for specific field studies.

The federal government shouid undertake controlled studies of the
economic and social effects of indoor air quality on the workforce.

With the assistance of ATSDR, states should undertake field studies
of various subgroups of chemically sensitized persons to document their
illness. The groups should include occupational groups, contaminated
communities, office workers, and children. Studies should involve inci-
dents in which exposures have led to recognized problems, such as
certain workplace exposures, toxic waste dumps, contaminated
communities, and tight buildings.

The federal agencies (NIH, NIEHS, EPA, and ATSDR) should con-
struct a patient profile of those with chemical sensitivity by evaluating
the Environmental Health Center in Dallas. William Rea has agreed in
principle to such a study.

The NIH, NIEHS, EPA, NIOSH, and ATSDR should plan a national
conference to identify key areas for research into chemical sensitivity
that would include allergists, immunologists, clinical ecologists, occupa-
tional and environmental physicians, and key governmental researchers,

States should create interagency working groups of state agency
professionals to guide the development of state initiatives relevant to
the problems of chemical sensitivity.
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Information

States should designate one or more professionals to staff a 3-year effort
addressing low-level exposures to chemicals. The designated profes-
sional (and necessary support staff) should be responsible for preparing
written guidelines for the chemically sensitive person designed to pro-
vide the affected individual with a clear understanding of the condition
and the options for diagnosis, treatment, and compensation. State de-
partments of health should provide a telephone hot line for chemically
sensitive individuals in order to guide their inquiries to the appropriate
state agencies and offices.

States should request their medical centers to identify, compile, and
maintain a list of physicians and clinics interested in handling chemically
sensitive patients with consideration, understanding, and relevant med-
ical or other interventions.

State departments of health should prepare educational materials and
hold short courses in conjunction with local medical associations to give
guidance to primary care physicians in the recognition, diagnosis, treat-
ment, and referral options relevant to chemical sensitivity. Details of
possible referral strategies were discussed earlier in this chapter.

The federal agencies should compile and make available emissions
data from building materials and consumer products.

States should convene a meeting of those concerned with the design
and construction of public and private office buildings and homes to
inform them of the problems of indoor air pollution.

Health Care

States should seek funds to enhance the capabilities of existing occupa-
tional health clinics to address problems of chemical sensitivity through
financial and professional support.

State departments of health should encourage insurance carriers to
provide industrial hygiene services for homes and workplaces where
multiple chemical sensitivities are suspected. Schools, where problems
are indicated, should be investigated by the state.

The federal government, assisted by those experienced in establishing
and operating a successful unit, should establish a pilot or demonstra-
tion environmental health unit.

The U.8. Department of Education, in consultation with other federal
agencies, should evaluate the extent of the problem among schoolchil-
dren and assist states in establishing special classrooms for chemically
sensitive children. These special classrooms should be used to study and
document the impact of avoidance measures for this subpopulation.
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Alternative Employment and Housing

States should educate employers about the chemically sensitive and en-
courage them to make reasonable accommodations and/or provide alter-
native worksites within their places of employment and, in some cases,
to allow employees to work at home while they improve. States should
identify employment options for the chemically sensitive. States should
also inform employers and employees of their obligations and rights
under federal and state legislation for the handicapped.

Vocational rehabilitation programs, coordinated with programs and
activities of state departments of labor and workers’ compensation
boards, should be established for the chemically sensitive worker.

The state interagency working groups recommended in the Research
section ought to be convened to coordinate efforts related to alternative
employment and to study housing needs. One option to be studied
should be the establishment of halfway houses where newly diagnosed
persons or less severely affected persons can recover and receive guid-
ance. Options for the establishment of experimental communities in less
polluted environments should also be seriously investigated.

Medical Insurance

The federal government should undertake a study of economic savings
that might result from timely and effective medical intervention for
chemically sensitive persons.

State departments of health and insurance should use their good of-
fices to express their disapproval of attempts to curb reimbursement for
health care for chemically sensitive patients. This effort should be di-
rected towards HCFA, Blue Cross/Blue Shield, and other health insur-
ance carriers. As the problems of the chemically sensitive become better
understood, states should do all within their power to facilitate recogni-
tion of chemical sensitivity for both health insurance and disability pur-

poses.

Compensation

State departments of health shouild convene a meeting with the depart-
ments of insurance and workers’ compensation boards to explain the
work-relatedness of chemical sensitivity.
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Social and Legal Services

The state interagency working groups recommended in the Research
section should study staie options for providing access to medically-re-
lated social and legal services to those whose illness stems from chemical
sensitivity.

Regulation of Chemicals

Both state and federal government should consider revising or adding stan-
dards to deal with both chemicals that cause initial sensitization and chem-
icals that trigger sensitivity, that is, low-level exposure to chemicals in the
environment, industrial workplace, office, home, and consumer products.
Just as no-smoking areas are provided in public and private facilities, envi-
ronmentally acceptable areas could be required. States should work close-
ly with the EPA’s Office of Indoor Air Pollution to establish federal policy
for chemical sensitivity.

Resolution of Conlflicts among Medical
Practitioners and Their Societies

Federal and state governments should facilitate dialogue and an easing of
antagonisms among allergists, clinical ecologists, and occupational and
environmental physicians through educational efforts and through co-
sponsorship of conferences on chemical sensitivity.

For further discussion of research needs and recommendations, see sec-
tions on ‘Research Needs™ and “Research Recommendations' as well as
“Help from Governmental Agencies and Other Organizations’ in Chapter
10.
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CHAPTER 7

Recent Developments

Introduction

More than five years have passed since the publication of the first edition
of this book. Interest on the part of the scientific and medical communities
in chemical sensitivity has increased markedly. Four major national meet-
ings sponsored by U.S. government agencies, meetings in Canada, and one
international scientific meeting on MCS have been held. Numerous pro-
fessional meetings in the United States and abroad have featured panels,
workshops, and individual presentations on the topic. The terms “multiple
chemical sensitivity” and “environmental illness” are now listed on
Mediine, the bibliographic database of the National Library of Medicine,
and as of April 1997 this database contained 120 MCS references dating
back to 1994. In all the scientific literature, more than half of the papers
addressing issues relevant to multiple chemical sensitivity have been pub-
lished since 1992 (Donnay 1996). Quantity, of course, does not guarantee
quality, but it is clear that advances in understanding are occurring.

We therefore thought it timely to review and reflect upon the most
important developments and literature. Part IV of this edition selectively
updates the original material by adding four new chapters.

A Note on Terminology

As we discussed earlier (see Table 2-1), in North America a number of
names have been used for heightened reactivity to one or more chemicals,
which in this volume we have called chemical sensitivity. “Multiple chemi-



172 Update since the First Edition

cal sensitivity” or “MCS” is currently the name most commonly used to
describe patients with multiple intolerances. An advantage of this term
(read as “sensitivity to many chemicals™) is that it describes the most dis-
tinctive feature of the illness without presuming a particular etiology or
mechanism. Nevertheless, some observers think that this name implies
a chemical cause or attempts to “legitimize” an illness for which there
is insufficient proof of chemical origins. Many patients stiil use the term
“environmental illness” or “EL” Critics of MCS who think the illness is
psychogenic have proposed other names {in addition to those in Table
2-1), including “Multiple Symptom Complex” (Gots et al. 1993),
“Environmental Somatization Syndrome” (ESS) (Gothe et al. 1995), “Toxic
Agoraphobia” (Kurt and Sullivan 1990), “ldiopathic Environmental
Intolerance” (IEI}) (Anonymous 1996), “Multi-organ Dysesthesia™ (Cohn
1994; Kavanaugh 1996}, and “Odor Aversion™ (Amundsen et al. 1996).

The term “chemical sensitivity” admittedly lacks precision (Miller
1996a). It has been used loosely by various authors to describe the symptom
of feeling ill from chemical odoss, a clinical syndrome, and a hypothetical
disease mechanism. We propose reserving the term “chemical sensitivity” or
“chemical intolerance”™ to describe the symptom of feeling ill when
exposed to chemicals. Because a “syndrome” is a “group of symptoms or
signs typical of a [single] disease” (Websters 1986), and these patients
report incredibly diverse symptoms, it may be technically inaccurate 1o
label the phenomenon a “syndrome.” Implicit in discussions of MCS is an
unstated supposition that we may be dealing with an emerging new mech-
anism or theory of disease. According to this theory, a two-step process occurs:
(1) an initial, salient exposure event(s) interacts with a susceptible individ-
ual, leading to loss of that person’s prior, natural tolerance for everyday,
low-level chemical inhalants, as well as for specific foods, drugs, alcohol,
and caffeine; (2) thereafter, such common, formerly well-tolerated sub-
stances trigger symptoms, thus perpetuating illness.

To describe this two-step mechanism, and to distinguish it from chemi-
cal sensitivity or MCS possibly caused by psychological or physical trauma,
Miller (19962) recently proposed the term “toxicant-induced loss of toler-
ance” or “TILT" (see the later discussion in Chapter 10). She draws paral-
lels between TILT as theory of disease and the germ and immune theories
of disease, and suggests that doctors may be at an early observational stage
with respect to their understanding of TILT, much as they were with
respect to infectious diseases during the Civil War, the last American war
fought without knowledge of the germ theory of disease. Research on the
specific mechanism(s) underlying TILT is just beginning. Indeed, it may be
years before the precise mechanism(s) are clearly understood, just as
decades elapsed between articulation of the germ theory and the fulfill-
ment of Koch’s postulates proving that particular organisms were the cause
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of particular diseases. In the interim, until the specific mechanism(s)
underlying chemical sensitivity are elucidated, it seems wise to construe the
theory in the broadest possible sense; hence the selection of “toxicant-
induced loss of tolerance” as a name for this postulated general mecha-
nism. In this context, we could regard chemical sensitivity as a sentinel
symptom for the TILT family of ilinesses, just as fever is a sentinel symptom
for most infectious diseases. Unlike “chemical sensitivity” or “multiple
chemical sensitivity,” “TILT" both offers a descriptive or phenomenologic
label (“loss of tolerance™) and postulates a generic cause or origin (*toxi-
cant-induced”). The term, however, avoids the label “syndrome,” in keep-
ing with the notion that the condition may be a class of diseases, rather
than a single, well-defined clinical entity.

Closely related to the issue of terminology is the continuing problem of
the lack of a symptom-based case definition for MCS. We continue to believe
that a rigid case definition is premature at this time. We are not persuaded
that multiple symptoms involving several organ systems are the only mani-
festation of toxicant-induced loss of telerance. Single organ systems may be
involved. Further, subsets of conditions with other labels, such as intrinsic
asthma, migraines, depression, or chronic fatigue syndrome, may well be
due to a toxicant-induced loss of tolerance. Thus, the possible chemical ori-
gins of conditions with other labels should not be excluded from investiga-
tion at this stage of our knowledge. Finally, we do not reject the possibility
that psychological or physical trauma may induce chemical sensitivity. As we
discuss in subsequent chapters, however, the evidence for such a pathway
has remained meager in the five years since our original writing. In contrast,
the evidence increasingly points toward a physical pathway that we describe
here as toxicant-induced loss of tolerance to chemicals.

North American Workshops and Increased Governmental
Interest in MCS

Developments in the United States

In March 1991, in response to growing public and professional interest in
chemical sensitivity—in no small part spurred by two state-sponsored reports
on MCS (Ashford and Miller 1989, 1991; Bascom 1989)—the National
Research Council (NRC) convened a workshop to develop research rec-
ommendations for multiple chemical sensitivity. Clinicians, toxicologists,
immunologists, epidemiologists, psychiatrists, psychologists, and others
with relevant skills or interests were invited to attend. The Environmental
Protection Agency (EPA) and National Institute of Environmental Health
Sciences (NIEHS) shared sponsorship, and the Agency for Toxic Substances
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and Disease Registry (ATSDR) provided ancillary support for the meeting.
Participants offered diverse perspectives and achieved consensus as to
future research directions, despite general concern that “definition of the
phenomenon was elusive and its existence as a distinct clinical entity had
not been confirmed” (NRC 1992a). Recommendations from the meeting
are summarized in Chapter 10 of this book.

In September 1991, the Agency for Toxic Substances and Disease
Registry (ATSDR) in conjunction with the Association of Occupational and
Environmental Clinics (AOEC) convened the second federally sponsored
meeting in the United States devoted exclusively to MCS, inviting occupa-
tional medicine physicians from across the country (AOEC 1992).
Participants agreed that there were many unanswered questions about the
illness, and that further research was needed (see Chapter 10).

With growing public concern and litigation over MCS, several federal
agencies now find themselves facing important policy questions related to
the condition. One of these agencies is the Environmental Protection
Agency (EPA), whose mission includes preventing adverse human health
effects from pesticides and indoor air pollution. The EPA is tasked with
enforcing more than a dozen major environmental laws, including the
Clean Air Act, the Toxic Substances Control Act (TSCA), the Federal
Insecticide, Fungicide and Rodenticide Act (FIFRA), the Clean Water Act
(CWA), the Safe Drinking Water Act (SDWA), the Resource Conservation
and Recovery Act (RCRA), and the Comprehensive Environmental
Response, Compensation and Liability Act (CERCLA or Superfund). Many
MCS patients point to pesticide exposures or air contaminants in sick
buildings as the initiating causes of their illness (Miller and Mitzel 1995).
In 1987-88, when the EPA installed 27,000 square yards of new carpeting
and painted and remodeled office space in its Waterside Mall headquarters
in Washington, D.C., some 200 agency employees developed symptoms
associated with sick building syndrome. Several dozen EPA workers subse-
quently reported developing MCS (see Chapter 3). These individuals com-
plained of being unable to tolerate tobacco smoke, perfume, engine
exhaust, and other low-level exposures that had not been a problem for
them before the remodeling took place. Some left the agency claiming that
they could no longer work. Others went to new jobs or obtained permission
to work at home. Some moved into specially furnished offices that the
agency provided, which had no carpeting, disinfectants, copiers, perfume,
or similar exposures nearby, and where occupants could open windows.
Litigation ensued (see later discussion in this chapter). Nationwide, indoor
air pollution costs tens of billions of dollars annually (EPA 1989). MCS
cases are part of this costly burden, exacting a significant financial toll on
patients, building owners, and employers. In addition to helping sponsor
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the 1991 NRC meeting on MCS, the EPA has initiated its own in-house
study to characterize the condition (Kehrl 1996) and plans to conduct
chemical challenge studies in the future {Koren 1996).

In 1992, the U.S. Congress asked the Agency for Toxic Substances and
Disease Registry (ATSDR) to direct $250,000 from its fiscal 1993 budget
toward chemical sensitivity and low-level environmental exposure work-
shops. In the spring of 1993, ATSDR convened a panel of physicians, sci-
entists, and MCS patients who recommended that a conference be held to
explore the extent to which the central nervous system might be involved
in the disorder. In response to this recommendation, ATSDR convened a
conference entitled “Low Level Exposure to Chemicals and Neurobiologic
Sensitivity” in Baltimore in April 1994. The purpose of the conference was
to initiate a two-way dialogue between clinicians who work with patients
with MCS and investigators with innovative laboratory tools and approach-
es that might be applied to this area. Two white papers provided partici-
pants with background information concerning (1) the history and phe-
nomenoclogy of MCS (Miller 1994a} and (2) an overview of the neural
sensitization model for chemical sensitivity (Beil 1994), originally proposed
by Bell, Miller, and Schwartz (1992). Patients and representatives of patient
support groups participated actively in the dialogue. Since that meeting,
perhaps a dozen or so researchers have been funded by various govern-
ment agencies and private foundations to expiore possible neurobiological
underpinnings for multiple chemical sensitivity. In addition, the EPA spon-
sored a workshop to explore possible animal models of nervous system sus-
ceptibility to indoor air contaminants (EPA 1995}, and several animal mod-
els for MCS are in the early stages of development (see Chapter 8).

Over the past five years, ATSDR has taken a leadership role in fostering
sound scientific research in this area. Superfund monies fund ATSDR to
investigate and provide information regarding health effects related to toxic
wastes in communities. Many citizens who live near Superfund hazardous
waste sites report being ill, yet their exposures frequently are “low-level,” that
is, well below generally accepted safe limits (i.e., those traditionally thought
necessary to avoid adverse health effects). Consequently, ATSDR is interest-
ed in a wide range of possible health effects from low-level chemical expo-
sures, including MCS. Thus far, more than 1,300 toxic waste dump sites have
been placed on a national priority list for remediation out of an estimated
400,000 sites throughout the United States. Nevertheless, there is a paucity
of data concerning health effects associated with most of the exposures
involved. Billions of dollars have been spent for cleanup of Superfund haz-
ardous waste sites over the past decade, and results of research on MCS
could affect future policy and expenditures in this area in important ways.

Since Operations Desert Storm and Desert Shield in 1990-91, the
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Department of Veterans Affairs (DVA) and the Department of Defense
(DOD) also have been drawn into the MCS debate. Many Persian Gulf War
veterans returned from the war complaining of multisystem symptoms,
including fatigue, depression, irritability, memory and concentration
difficulties, muscle aches, shortness of breath, skin rashes, and diarrhea.
Some attributed their conditions to exposures they had while in the Gulf,
including combustion products from oil well fires, paints, fuels, pesticides,
solvents, contaminated water, immunizations, insect repellents, and an
anti-nerve agent pill, pyridostigmine bromide, that contains a carbamate
drug that inhibits acetylcholinesterase and is chemically related to
organophosphate pesticides and nerve agents.

In 1996, the DOD acknowledged that thousands of U.S. troops may have
been exposed to chemical nerve agents when they blew up Iragi bunkers at
Kamisiyah, in which unmarked missiles containing the organophosphate
sarin later were found. Some question remains as to whether U.S. bombing
of vast Iraqi weapons production and storage facilities during the air war in
January 1991 (Tuite 1996) or destruction of thousands of other Iraqi
bunkers after the war also may have disseminated low levels of chemical
agents over areas occupied by troops. Of the approximately 700,000 U.S.
soldiers who were deployed to the Gulf, some 10 percent have sought spe-
cial government health screening examinations to determine whether they
suffer from illnesses related to the war. Growing numbers of veterans have
expressed dissatisfaction with the DOD’s and the DVA’s inability to link
their illnesses with their wartime exposures and have sought help from pri-
vate practitioners, including but not exclusively clinical ecologists (who
now prefer to be called “doctors of environmental medicine™), who have
diagnosed themn as having MCS. Some of these veterans subsequently have
tried to obtain medical benefits and compensation for war-related injuries,
only to be told that MCS is not a recognized medical condition. Angry, frus-
trated, and sick, more and more veterans have turned to legislators and
lawyers for assistance.

In 1994, the DVA established Environmental Hazards Research Centers
in three VA medical centers—in Boston, Massachusetts; East Orange, New
Jersey; and Portdand, Oregon. Research projects in these centers focus on
the role of environmental exposures in the Gulf veterans’ health problems,
including, to a limited degree, chemical sensitivity (Fiedler et al. 1996a).
More funding is devoted to chronic fatigue syndrome, post-traumatic stress
disorder, and other diagnoses that do not implicate chemicals as possible
causes than is given to study of chemical sensitivity (for further discussion
concerning the role of chemical sensitivity in the Gulf veterans’ illnesses
see the section on “Origins of Chemical Sensitivity” in Chapter 8).

In September 1995, the Rutgers University Environmental and
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Occupational Health Sciences Institute (EOHSI) and the National Insti-
tute of Environmental Health Sciences (NIEHS) Superfund Hazardous
Substances Basic Research and Training Program co-sponsored 2 workshop
in Princeton, New Jersey, entitled “Experimental Approaches to Chemical
Sensitivity.” The meeting was attended by academic and governmental sci-
entists working on MCS or in related areas. Five working groups were
charged with developing research strategies to explore various mechanistic
hypotheses that have been advanced to explain MCS: toxicant-induced loss
of tolerance; conditioning and learning; psychoneuroimmunology; neuro-
genic inflammation; and kindling and time-dependent sensitization.
Presentations from the meeting, as well as consensus research strategies and
recommendations formulated by the working groups, recently appeared in
a 1997 supplement of Environmental Health Perspectives, published by
NIEHS (NIEHS 1997).

Thus, a growing number of U.S. agencies involved in occupational and
environmental health issues, including principally the EPA, ATSDR, DOD,
and DVA, but also NIEHS, OSHA (Occupational Safety and Health
Administration), and NIOSH (National Institute for Occupational Safety
and Health), have encountered MCS, and several of these agencies have
taken steps to advance scientific knowledge concerning this condition. The
Interagency Work Group on Chemical Sensitivity was formed in 1994 to
look at MCS from a federal standpoint, with the mission of examining pub-
lished reports, findings, and agency recommendations in order to evaluate
where the federal government stands on the issue and to recommend areas
for future agency activity and cooperation. Its members include represen-
tatives from the ATSDR, CDC National Center for Environmental Health,
NIEHS, National Institute for Occupational Safety and Health, EPA,
Department of Defense, Department of Energy, and Department of
Veterans Affairs. The group plans to publish a policy paper in the Federal
Register in the near future. The workgroup is cochaired by Richard
Jackson, M.D., Director of the National Center for Environmental Health,
and Barry Johnson, Ph.D., Assistant Administrator of the ATSDR.

While the U.S. federal government has been grappling with MCS, it has
also addressed other issues of possible relevance to MCS. In 1992, the
National Research Council (NRC) Subcommittee on Immunotoxicity
made the following recommendation (NRC 1992b):

Because sick-building syndrome appears to be a real phenomenon caused
by contamination of VOCs that cause discomfort to a substantial number
of persons, programs should be developed 1o establish indoor air pollu-
tion standards for homes, schools, and workplaces. These standards
should restrict VOCs or other chemicals involved in indoor air pollution
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below those [levels] at which significant numbers of occupants suffer
headaches, mucous-membrane irritation, eye and nose irritation, lethargy
and difficulty with concentration [page 138 of the report].

We know, particularly from the TEAM (Total Exposure Assessment
Methodology) studies conducted by the EPA (see pages 12-15) and from
Scandinavian work already cited, that mixtures of VOCs, in which the con-
centration of each component is well below the established occupational
exposure limit, cause some building occupants to suffer. However, no
progress has been made in establishing indoor air quality standards. If we
were to establish standards to prevent sick building syndrome, we would in
all likelihood create an improved indoor air environment—reducing the
concentration of substances that trigger chemical sensitivity—for persons
with MCS as well.

After a nationally televised news program aired in October 1992 on
indoor air problems, the National Institute for Occupational Safety and
Health (NIOSH) received 814 requests for investigations of indoor air qual-
ity. As a result, NIOSH undertook a study of 105 “problem” office buildings
(Crandali and Sieber 1996; Malkin et al. 1996; Sieber et al. 1996). Although
NIOSH did not evaluate the direct cause of “non-specific symptoms” in the
buildings, many were documented (Malkin et al. 1996), and their associa-
tions with various building environmental factors were noted (Sieber et al.
1996). Unlike the EPA TEAM studies discussed above, no industrial hygiene
measurements of chemicals and volatile organics were made in this study.

In 1990, the U.S. Congress Office of Technology Assessment (OTA), rely-
ing on input from experts in neuroscience, issued a report on neurotoxici-
ty drawing attention to the fact that neurotoxic disorders are one of the
nation's ten leading causes of work-related disease and injury, as reported
by NIOSH, and that 17 of the top 25 substances then listed on EPA’s Toxic
Release Inventory have neurotoxic patential (OTA 1990}, Yet it was not until
October 1995 that EPA proposed guidelines for evaluating neurotoxic risk
from chemicals (Federal Register 1995, 60 (192) 52031.-56). If, as some evi-
dence suggests, MCS (or at least TILT) is initiated via a neurotoxic mecha-
nism, adequate control of neurotoxins is needed. Current pesticide regula-
tions, in particular, may be insufficient to prevent the neurotoxic effects of
pesticides. Various pesticides, particularly some organophosphates and car-
bamates, have been implicated anecdotally as initiators of MCS. For years it
has been recognized that “[t]here is also considerable evidence that toxic
encephalopathy may be caused by high-evel, prolonged, and repeated
exposure to some organic solvents” (OTA, p. 299, 1990}. Kilburn (1993a)
noted that about 20 percent of his patients with chemical encephalopathy
reported chemical intolerances consistent with MCS, and that cacosmia (ill-
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ness from odors) has been identified among solvent-exposed workers (Ryan
et al. 1988). He suggests that the next question to be addressed is: “What
proportion of all patients with chemical encephalopathy have MCS and how
many MCS patients have chemical encephalopathy?” In essence, there may
be considerable overlap between the conditions, or toxicant-induced MCS
may be a subset of all chemical encephalopathies.

In the vacuum created by the lack of scientific data and consequent
paralysis of federal policy in this area, many state health departments now
are grappling with the complex policy questions posed by MCS and are
struggling to find ways to meet the needs of these patients. In 1994, the
Environmental Health Investigations Branch of the California Department
of Health Services, with funding from ATSDR, convened a national, multi-
disciplinary panel consisting of 19 members with divergent views on the
subject to assist the department in developing a research protocol for eval-
vating individuals reporting sensitivities to multiple chemicals. Based upon
the panel’s recommendations, four questionnaires were developed: a brief
screening instrument, a household survey for use in a community following
a chemical spill, a detailed questionnaire for population-based research,
and a follow-up questionnaire (Kruetzer and Neutra 1996). In addition,
two protocols were designed, one for a population-based epidemiologic
study of chemical sensitivity and the other for a post—chemical spill investi-
gation. Some of the screening questions for chemical sensitivity were
included in the 1995 California Behavioral Risk Factors Surveillance
(BRFS) telephone survey of 4,000 Californians. This study provided the
first statewide, population-based data on perceived chemical sensitivities
(see Chapter 8, section on “Magnitude of the Problem”).

In 1694-95, the legislature of the State of Washington authorized the
Washington Department of Labor and Industries to invest $1.5 million in
research projects on chemically related ilinesses. The department awarded
$300,000 for a three-year (1995-98) contract with the University of
Washington’s Occupational and Environmental Medicine Program at
Harborview Hospital for a center that combines research, education, and
clinical care for chemically exposed people. In January 1996, the
Department of Labor and Industries awarded the remaining $1.2 million
for competitively-reviewed research proposals on chemical illnesses, Three
of the six contracts awarded focus specifically on MCS: (1) reliability and
reproducibility of immune and lymphocyte tests in MCS patients and con-
trols ($296,220 to Johns Hopkins School of Hygiene and Public Health);
(2) time-dependent sensitization and cognitive dysfunction in chemical
sensitivity ($218,370 to University of Arizona College of Medicine); and (3)
SPECT imaging of the brain in patients with MCS and controls ($272,607
to Brigham and Women’s Hospital in Boston). Investigators planned to
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present results of these studies at a special conference held in the State of
Washington in 1997. Other states are also launching a variety of initiatives
{ MCS Referral & Resources 1997).

Developments in Canada

In 1992, Health and Welfare Canada (now Health Canada) sponsored an
MCS workshop to which were invited medical experts, health researchers,
representatives of professional and lay organizations and of provincial and
federal governments, and individuals with a special interest in the issue.
The purpose of the meeting was to stimulate further research on MCS; to
advise on research priorities; to consider the operational definition pro-
posed by Ashford and Miller, and, if it were thought fitting, to promote its
use in future research; and to assist practitioners in managing these
patients by providing an appropriate background document (for recom-
mendations from this workshop, see Chapter 10).

In 1994, the Ontario Ministry of Health earmarked $2.5 million over a
five-year period to establish a clinical and research program on environ-
mental hypersensitivity. The program consists of two components, a
research effort within the Department of Preventive Medicine and
Biostatistics at the University of Toronto and a collaborating Environmental
Health Clinic located at Women’s College Hospital, a teaching hospital of
the University of Toronto.

This research effort, called the “Environmental Hypersensitivity Research
Unit” (EHRU) (although it does not include the environmental medical or
control unit that its name might suggest), is focusing on the etiology, diag-
nosis, and treatment of environmental hypersensitivity using epidemiologi-
cal approaches. Priority is being given to the establishment of diagnostic cri-
teria and the development and assessment of diagnostic tests. As a first step,
a questionnaire exploring relevant clinical features was developed and
administered to over 2,500 individuals in order to test its discriminant valid-
ity. Results from this study will be used to refine research criteria for identi-
fying patients most likely to have environmental hypersensitivity.
Reproducibility of the questionnaire is also being assessed by retesting a ran-
dom sample of 200 of the original participants. Selected diagnostic tests will
later be evaluated in a blinded manner for their ability to distinguish
between patients with high and low likelihoods of being environmentally
hypersensitive. The Environmental Health Clinic, which opened in March
1996, is mandated to evaluate patients who attribute their symptoms
to environmental exposures, to collaborate with the Environmental
Hypersensitivity Research Unit, and to develop a network of physicians
throughout Ontario who are knowledgeable about environmental hyper-
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sensitivity. Currently Canada, like the United States, lacks an environmen-
tally controlled, hospital-based research facility (environmental medical
unit) for blinded challenge testing.

Government Recognition and Accommodation

Recognition of multiple chemical sensitivities by government agencies and
the courts has slowly been increasing. A number of government agencies
have supported research on MCS and have either recognized MCS or
adopted policies accommodating people with MCS. Claims involving MCS
have had a mixed reception in the courts.

U.S. Federal Agencies

Department of Justice The Americans with Disabilities Act (ADA), passed by
Congress in 1990, protects from discrimination individuals who have a phys-
ical or mental impairment that substantially limits one or more major life
activities, or who are perceived (by employers, landlords, and others) to
have such an impairment. Employers must provide “reasonable accommo-
dation” under the ADA, which may include “job restriction, part-time or
modified work schedules, reassignment to a vacant position, acquisition or
modification of equipment or devices ...." The Equal Employment
Opportunity Commission (EEOC) further defines reasonable accommoda-
tion as:

(1) Any modification or adjustment to a job application process that
enables a qualified individual with a disability to be considered for the
position such qualified individual with a disability desires, and which will
not impose an undue hardship on the .. . business; or

(2) Any modification or adjustment to the work environment, or to the
manner or circumstances which the position held or desired is customar-
ily performed, that enabies the qualified individual with a disability to per-
form the essential functions of that position and which will not impose an
undue hardship on the . . . business; or

(3) Any modification or adjustment that enables the qualified individual
with a disability to enjoy the same benefits and privileges of employment
that other empioyees enjoy and does not impose an undue hardship on
the ... business. (EEOC Interpretative Guidelines)

In proposed regulations related to enforcement of the law, those pro-
viding commentary asked that both MCS and allergy to cigarette smoke be
recognized as disabilities. In final regulations, the Department of Justice
declined “to state categorically that these types of allergies or sensitivities
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are disabilities,” as this determination must be made on a case-by-case
analysis. It noted that “[slometimes respiratory or neurological function-
ing is so severely affected that an individual will satisfy the requirements to
be considered disabled under the regulation. Such an individual would be
entitled to all of the protections afforded by the Act . ... In other cases,
individuals may be sensitive to environmental elements or to smoke but
their sensitivity will not rise to the level needed to constitute a disability”
{ Code of Federal Regulations 1996).

The department has issued two letters of finding stating that a fragrance-
free policy is not a required accommodation under the Act.

Housing and Urban Development  The Department of Housing and Urban
Development (HUD) has been in the forefront of federal agencies in
acknowledging and accommodating people with MCS. Since 1990, HUD
has recognized MCS as a disability under the Rehabilitation Act of 1973
and under the Fair Housing Amendments Act of 1988 (HUD 1990, 1992).
Housing providers are therefore required to provide reasonable accom-
modation to chemically sensitive individuals. HUD does not have a written
policy defining reasonable accommodation for MCS, but makes determi-
nations on a case-by-case basis, taking into account feasibility and practi-
cality.

A 1991 HUD technica! guidance memorandum (HUD 1991) from the
General Deputy Assistant Secretary for Fair Housing and Equal
Opportunity (FHEQ) to all Regional FHEQ Directors provides a descrip-
tion of Multiple Chemical Sensitivity Disorder (MCSD), noting that the
“most common substances that are believed to cause adverse reactions in
people with MCSD are solvents and other volatile compounds, pesticides,
formaldehyde, natural gas, disinfectants, detergents, plastics, tobacco
smoke, and perfumes.” For housing providers, the memorandum contin-
ues, “acts which are necessary and accepted business practices, such as
cleaning, painting, exterminating the building or fertilizing the lawn, may
be threatening events to people with MCSD since exposure to the various
chemicals involved can cause severe symptoms.”

The memorandum goes on to provide several examples of accommoda-
tions that are considered reasonable:

* A tenant with MCS who is sensitive to chemical pesticides requests
that the housing provider notify him before fumigating the apart-
ment building and substitute boric acid for the chemicals normal-
ly used to spray the tenant’s apartment.

* An applicant with MCS has a sensitivity to chemicals found in cer-
tain types of carpeting. She inquires about an available apartment
in a building in which all the apartments have wall-to-wall carpet-
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ing. She asks that the housing provider inform her as to the type
of carpeting used in the building so that she can determine
whether the apartment would suit her needs before renting it.

In practice, the agency has followed the contours of this memo, treating
requests of advance warning of pesticide application as reasonable, and
usually treating as reasonable requests that an individual’s housing unit not
be sprayed. It would probably treat as unreasonable, for example, a request
by a person sensitive to exhaust fumes that no traffic be allowed outside his
or her apartment.

In one of a2 number of representative cases dealing with housing, a con-
ciliation agreement approved by HUD was reached in which a Chicago
realty company agreed to make several accommodations for chemically
sensitive residents, including using integrated pest management, providing
notification of maintenance or repair work that might create chemical
exposures, and using less toxic cleaning products in common areas of the
building (National Center for Environmental Health Strategies 1992). In
another case, an action initiated by the Department of Justice, originating
in a complaint filed with HUD, resulted in a consent order in which an
association of apartment owners agreed to use only cleaning products that
a tenant with MCS could tolerate, as well as to give the tenant written notice
of repairs and unusual cleaning and to refrain from using pesticides
{United States District Court for the District of Hawaii 1993).

In the fall of 1994, the first U.S. government-subsidized housing for peo-
ple with chemical sensitivities opened its doors in San Rafael, California.
The $1.2 million, two-story, 11-unit complex for low income persons,
named “Ecology House,” was the culmination of six years of work spear-
headed by Susan Molloy, an activist for better access for people with MCS,
and housing consultant Kate Crecelius. The pair began with a $5.000
Community Development Block Grant. Ultimately, Section 811 HUD
{Housing and Urban Development) funding provided more than $800,000
in construction costs, as well as rental assistance for tenants (Molloy 1996).
The architect and the contractor on the project consulted extensively with
people with MCS to choose building materials and construction techniques
that would keep the building clean and nontoxic. For example, concrete
was poured without a curing agent, and the tile grout used was pure
Portland cement without additives (Ecology House, Inc. 1995).

Ecology House was envisioned by many as the prototype for future apart-
ment complexes needed to house people with MCS throughout the coun-
try. Eleven tenants were selected by lottery from nearly 100 applicants.
Those chosen were encouraged to spend time in a unit before signing the
lease and moving in, in order to determine whether they could tolerate the
interior finishes and materials. However, few did so.
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According to Molloy, there were several problems from the outset. The
original plan had been to choose a hillside site in Marin County with ocean
breezes that would help minimize outdoor air pollution. But in order to
comply with HUD requirements under the Fair Housing Amendments Act
{FHAA), the site had to have a grade of less than 1:12 to permit wheelchair
access and had to be located close to a busline. No available land in Marin
County qualified. Eventually, a lot in a densely populated suburban area of
San Rafael was chosen, even though there is a fair amount of traffic there,
and it is on top of Bay landfill, barely above sea level.

Another problem was that many of the people with MCS who qualified
for the federal preference list were extremely disabled and had few
resources. Molloy was of the opinion that these individuals simply did not
have the stamina or the support systems needed to go into new housing
with new materials that were still outgassing. Many complained that these
exposures were making their illness worse but, because they had nowhere
else to go, they felt constrained to stay despite their worsening health,
Currently, the housing is fully occupied, and there is a waiting list for it,
with tenant health improved (see below).

Design features and materials used in Ecology House include: tile floors,
cementitious roof, metal siding, formatdehyde-free fiberglass insulation,
hydronic baseboard heating, unpainted interior plaster, less allergenic
landscaping {versus commonly used plantings), concrete (versus asphalt)
parking lot, and solid board floor sheathing (versus plywood). In addition
to the 11 one-bedroom units, Ecology House has a community room, an
office, a laundry room, and an airing room (for outgassing new items).
Tenant rules restrict smoking, burning, use of fragrances, keeping pets,
idling of engines, and use of paint, glues, and odorous laundry and clean-
ing products. Only baking soda can be used in one of the three washers.

Molloy identifies two principal exposures that she thinks may have made
many of the initial occupants ill. First, the wall plaster did not adequately
seal the drywall core. Second, although metal kitchen cabinets with a
baked-on finish had been specified, metal cabinets with a painted finish
that outgassed were installed.

According to Molloy, Ecology House is more tolerable for MCS patients
now that the materials in it have aged and outgassed. However, the adverse
national publicity that occurred when it was first occupied almost certainly
affected HUD'’s willingness to undertake similar projects. Molloy remains
hopeful that in the future HUD will be able to assist people with MCS in
purchasing homes or living outside existing federal housing projects in set-
tings conducive to restoring their health. Although she never lived in the
building, Molloy points out that certain aspects of the project were suc-
cessful, such as the shared laundry room, lawn{ree landscaping (no herbi-
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cides needed), management practices (including nontoxic maintenance),
and scent-free and smoke-free requirements.

Social Security Administration Although the Social Security Administration
has not recognized MCS as a disability per se, its operations manual dis-
cusses MCS and notes that claims based on MCS “should be made on an
individual case-by-case basis to determine if the impairment prevents sub-
stantial gainful activity” (Custer 1996). An increasing number of adminis-
trative law judges in the Social Security Administration are becoming aware
of MCS; paradoxically, the Secretary of Health and Human Services, of
which the Social Security Administration is part, seems reluctant to allow
disability benefits in MCS cases (HUD 1992).

The Court of Appeals for the Ninth Circuit has ruled that MCS is a dis-
ability under the Social Security Disability Act (HUD 1992, citing Kornock v.
Harris 1980). The Eighth Circuit Court of Appeals also ruled this way in a
1990 decision (HUD 1992, citing Kouril v. Bowen 1990), but reversed itself
in a 1994 case (Custer 1996, citing Brown v. Shalala 1994). The district court
for the Northern District of Illinois denied benefits to a claimant alleging
MCS, rejecting the testimony of her doctor, a clinical ecologist, and siding
instead with members of the medical establishment who view the diagnos-
tic and treatment approaches used in clinical ecology as scientifically
invalid (HUD 1992, citing Lawson v. Sullivan 1990, 1991).

Department of Education The Department of Education has issued two let-
ters of finding under the Rehabilitation Act concluding that MCS can be a
handicap (HUD 1992). In one (San Diego (Cal.) Unified School District 1990),
the DOE concluded that a school district violated the Act by refusing to
reasonably accommodate a school bus driver who was chemically sensitive
to petrochemical fumes. The school district had refused to allow the driver
to wear a respirator while driving. However, the DOE concluded that the
bus driver was handicapped, and that the accommodation he requested
was reasonable.

In the other letter of finding ( Montville (Conn.) Board of Education 1990),
the DOE concluded that a guidance counselor with MCS was handicapped
under the Act, but that the school district had provided reasonable accom-
modations to her (NDLR 1990). (The HUD memo provides no details on
the nature of the accommodation.)

Equal Employment Opportunity Commission 1n the Americans with Disabilities
Handbook (1991), jointy published by the EEOC and the Department of
Justice, a discussion of what constitutes a disability in the context of
employment discrimination included this statement: “[S]uppose an indi-
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vidual has an allergy to a substance found in most high rise office buildings,
but seldom found elsewhere, that makes breathing extremely difficult.
Since this individual would be substantially limited in the ability to perform
the broad range of jobs in various classes that are conducted in high rise
office buildings within the geographical area to which he or she has rea-
sonable access, he or she would be substantially limited in working.”

Between late 1993 and mid-1995, approximately 170 MCS employment
discrimination complaints were filed with the EEOC. The majority of them
alleged reasonable accommodation violations, with the second-largest
group alleging unlawful discharge. Forty-four of the complaints have been
administratively discharged without a hearing; in 14 other cases, the EEOC
found no discrimination; and six of the complaints have been settled
(National Center for Environmental Health Strategies 1996).

Environmental Prolection Agency Although the Environmental Protection
Agency's Indoor Environments Division has referred to MCS as an issue in
some of its publications, it has not taken action or developed any policy on
MCS.

However, scientists at the EPA’s National Health and Environmental
Effects Research Laboratory in Research Triangle Park, North Carolina,
stated in 1996 that they planned to launch within the next year a clinical
study measuring the responses of chemically sensitive subjects to various
chemical exposures (Kehrl 1996; Koren 1996). In a 1996 paper entitled
“What Can Research Contribute 1o Regulatory Decisions about the Health
Risks of Multiple Chemical Sensitivity?” (Dyer and Sexton 1996), a scientist
with that EPA laboratory and a former EPA researcher wrote that “our pre-
sent lack of scientific understanding about MCS is so acute that it is not
possible to ascertain” the cause of MCS, and that “unless steps are taken to
improve the quantity and quality of the existing scientific data base, we can-
not, with any acceptable degree of certainty, evaluate the extent to which
regulatory decisions about MCS are either protective of public health or
cost-effective.” Dyer and Sexton called for further research into MCS, fol-
lowing the public health model in which the highest goal is prevention.

Other Federal Agencies Numerous other federal agencies have taken action
on MCS, as mentioned ecarlier. In 1992, the National Center for
Environmental Health Strategies (NCEHS) in Voorhees, New Jersey,
announced that Congress had appropriated $250,000 for workshops on
MCS, to be coordinated with NCEHS {American Council on Science and
Health 1994). With funds from the 1993 budget for the Agency for Toxic
Substances and Disease Registry (ATSDR), research protocols were also to
be developed, along with a national registry of people with MCS. Although
no registry has been created, ATSDR has taken a leading role in furthering
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understanding of MCS, by helping to organize a number of important con-
ferences devoted to the illness. The National Institute of Environmental
Health Sciences (NIEHS), part of the National Institutes of Health in the
Department of Health and Human Services, has also supported research
relevant to MCS.

In a report issued in 1996, the National Council on Disability, an inde-
pendent federal agency, frequently made reference to MCS (National
Council on Disability 1996). The report notes in its introduction: “Some
disabilities are less acknowledged and less understood than others. For
example, people with multiple chemical sensitivities have a particularly dif-
ficult time securing recognition for their disability. Most people do not
understand the chemical and environmental barriers that preclude such
persons’ access to the most basic and essential areas of life, such as housing
and education.”

In its recommendations for national policy, the report notes that the
“promotion of clean air and use of nontoxic substances (such as industrial
cleaners) in public places is of particular concern to people with multiple
chemical sensitivities and should be addressed within the public health
agenda.” The report also recommends increased research and data collec-
ton on ways to expand the effective design of housing for people with
MCS.

U.S. State Agencies and Courts

Several state legislatures and agencies have taken actions related to MCS.
For example, in 1991 the Attorney General of the State of New York,
backed by 25 other attorneys general, requested that the U.S. Consumer
Product Safety Commission issue safety standards and warning labels gov-
erning the sale of carpets, carpet adhesives, and padding suspected of caus-
ing MCS and other illness. Agencies of several states—California (see
below), Washington, and New Mexico among them—have issued reports
noting the increasing incidence of MCS and calling for research and action
(MCS Referral & Resources 1996).

In California, the Senate Subcommittee on the Rights of the Disabled of
the California Legislature issued a report entitled “Access for People with
Environmental Iliness/Multiple Chemical Sensitivity and Other Related
Conditions™ in September 1996. Spearheaded by State Senator Milton
Marks, chairman of the committee, the report followed several years of
study by an advisory panel that included people with MCS, representatives
of state regulatory agencies, industry representatives, building owners and
managers, architects, and physicians and other health professionals.
Interestingly, the report notes that since the Subcommittee began work on
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this issue, “it has become increasingly apparent that people with allergies,
asthma, emphysema, other respiratory diseases, immunological and neu-
rological conditions,” in addition to those with MCS, “also can be seriously
affected by chemicals in the home, work and outdoor environment and in
the foods we ingest” (California Legislature 1996).

After enumerating common barriers to access for people with MCS in
public buildings, institutions, transportation, and employment, the report
makes recommendations for improvement of the situation in 31 cate-
gories, such as: public meetings; building standards; research; heating, ven-
tilating, and air conditioning systems; education; pesticides; changes in
cleaning methods; transportation; health care access; regulation of con-
sumer products; and airlines. For example, in the area of research, the
report recommends promoting research intended to reexamine “safe”
exposure levels for chemicals in various forms, promoting research that
takes into account synergistic and cumulative effects of chemicals in the
environment, and performing surveys to assess EI/MCS and multiple-dis-
abled populations. [n the personnel area, the report recommends that
metal detector operators and security and direct service personnel—in
public buildings, airline terminals, and other public places—who come
into close contact with clients or travelers with MCS be smoke- and scent-
free.

At least a dozen states--including Florida, Colorado, Maryland, West
Virginia, Pennsylvania, Louisiana, California, Massachusetts, Michigan,
Wisconsin, Connecticut, and New York—have established pesticide regis-
tration laws that document what pesticides are being sprayed and by whom
and, in some cases, require posting of intended spraying or notification of
spraying to those who request it (Fletcher 1996). Florida’s law specifically
provides for notification of individuals whose names are on a list of persons
with chemical sensitivities, requiring them to pay a small annual fee for the
information. The pesticide registries of most other states do not refer to
MCS by name but can be helpful to those MCS patients who experience
adverse reactions to pesticides by allowing them to take precautions to pro-
tect themselves from exposure. California’s stringent law requires com-
mercial applicators to file detailed monthly reports. However, there are
complaints that the information provided by some of the registries may be
vague or confusing, and that only commercial applicators—not homeown-
ers—are bound by the law (Fletcher 1996).

Integrated Pest Management (IPM), an approach to controlling insects
that keeps pesticide use to a minimum, has become increasingly wide-
spread, with substantial benefits to persons adversely affected by low-level
exposures. Although not generally legally required, IPM has become a part
of the policies of numerous states and localities. For example, an under-
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standing of the principles of IPM is required by most states in the certifi-
cation and training examinations given to pest control applicators (Bravo
1996). The General Services Administration uses IPM in federal buildings,
and the EPA has encouraged the use of IPM, especiaily in schools (EPA
1993).

In October 1996, the San Francisco Board of Supervisors passed one of
the toughest pesticide ordinances in the country (Wilson 1996a). The leg-
islation applies to pesticide use on city property and bans certain pesticides
immediately; it bans all pesticide use by 2000; it provides for an Integrated
Pest Management specialist to work with city employees in making the tran-
sition away from pesticides; it requires four-day notification of pesticide
applications by the city both prior to and after a spraying; and it improves
the reporting of pesticide use.

Information about pesticide ingredients will be more readily available as
the result of a lawsuit brought in 1994 in the U.S. District Court for the
District of Columbia by the Western Environmental Law Center, repre-
senting the Northwest Coalition for Alternatives to Pesticides and the
National Coalition Against the Misuse of Pesticides (Wilson 1996b). Ruling
that the EPA must provide information about the identty of “inert” ingre-
dients in four pesticides, the court found that the EPA had improperly
relied on unsubstantiated claims by manufacturers that the identity of
these ingredients were trade secrets or confidential business information.
In addition to solvents, EPA is aware of over 2,300 substances that are
added 1o pesticide products and labeled as inert, but not otherwise identi-
fied on product labels. They often comprise most, up to 99 percent, of a
pesticide product.

Pennsylvania, California, and Ohio state courts have interpreted their
state civil rights statutes that prohibit discrimination against the handi-
capped to apply to people with MCS (HUD 1992). In a notable decision
involving housing discrimination, a Pennsylvania trial court found that a
tenant unable to tolerate various chemical compounds was handicapped
under the Pennsylvania Human Relations Act (HUD 1992, citing Lincoln
Realty Management Co. v. Pennsylvania Human Relations Commission 1991).
The court affirmed the Pennsylvania Human Relations Commission's
order insofar as it required the defendant to give notice to the plaintff of
pesticide application and painting and to permit the plaintiff to modify her
apartment at her own expense by installing a kitchen ceiling fan and a
washer and dryer. The court vacated the rest of the order’s required accom-
modations, some of which the complainant had not requested.

New York state has provided funding for several initiatives. The N.Y.
Deparunent of Labor directly supported the New York Labor Institute’s
production of an MCS training manual and video, and through a general
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grant supported the N.Y. Coalition for Alternatives to Pesticides, which
published a 16-page booklet on MCS. The N.Y. Department of Health pro-
vided $100,000 te Mt Sinai for research on MCS.

Local Governments

Some local authorities also have addressed MCS. For example, the Fairfax
County, Virginia public school district made accommodations for a teacher
with MCS, including eliminating or controlling aggravating exposures to
such substances as art materials, cleaning products, and air fresheners; the
Santa Cruz City Council in California made several provisions in accor-
dance with the Americans with Disabilities Act (ADA) to accommodate
people with MCS, including purchasing less troublesome materials where
possible and posting notices at entrances to public buildings at which con-
struction, remodeling, or cleaning activities are taking place; the Northwest
Air Pollution Authority, in Washington state, wrote to residents apprising
them of a neighbor who was very sensitive to wood smoke and asking them
to try to reduce their outdoor buming and heating with wood (MCS
Referral & Resources 1996).

U.S. Court Cases

Workers” Compensation Decisions on MCS in workers’ compensation cases
are mixed although claimants with MCS have generally been more likely to
prevail under workers' compensation statutes than in other actions for
damages (see below) (Custer 1996). Several state courts and workers’ com-
pensation boards—including those of California, Oregon, Arizona, and
Louisiana—have made decisions recognizing MCS as a work-reiated injury
or illness (MCS Referral & Resources 1996). The Supreme Court of New
Hampshire has stated that MCS due to workplace exposure to chemicals is
an occupational disease compensable under that state’s workers’ compen-
sation law (Custer 1996, citing Appeal of Denise Kehoe 1994). The Nevada
Supreme Court upheld a workers’ compensation award to 23 employees of
a casino who developed chemical sensitivities following pesticide applica-
tion in their workplace (Brazil 1993; Cone and Sult 1992; MCS Referral &
Resources 1996, citing Harvey's Wagon Wheel, Inc. DBA Harvey's Resort Hotel v,
Joan Amann, et al. 1995).

Tort and Other Lawsuits People with MCS have filed lawsuits against such
parties as building owners, contractors, architects, chemical manufactur-
ers, and employers. The plaintiffs in these lawsuits seek damages on the
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basis of a variety of legal theories, including negligence, product liability,
and intentional tort. Defendants in these cases have prevailed more often
than plaintiffs in those cases that were decided in the courts, However, many
cases are settled out of court and do not have the fact of settlement or their
terms of settlement disclosed in the law reporters. Often court cases that
are settled have the details of their outcomes “sealed.” Obviously, defen-
dants, especially those likely to be sued by many plaintiffs, prefer to settle
rather than have cases decided adversely in the courts, thus establishing
legal precedent and encouraging others to sue. Therefore, the cases
described below do not present the whole picture. They do, however, illus-
trate different approaches taken by the courts.

One recent lawsuit came out of the highly publicized indoor air quality
problems at the EPA headquarters building in Washington, D.C. (see addi-
tional discussion in Chapters 3 and 6). In that case, 19 EPA employees
claiming MCS filed suit against the owners of the building, alleging that the
owners were negligent in failing to provide adequate ventilation and in
scheduling renovation work near occupied offices. The court ordered the
parties to choose five of the employees to be plaintiffs in a summary jury
trial before addressing the other cases. The jury found that one of the
plaintiffs had been physically injured by the defendants’ negligence and
that four suffered only psychosomatic disorders, but it nonetheless ren-
dered a verdict for all five for an amount totalling about $900,000.
However, the court granted a post-trial motion to set aside the verdict for
the plaintiffs found to have experienced only psychosomatic disorders; and
it upheld a $232,000 award to the fifth plaintiff (Toxics Law Reporter 1995
and Custer 1998, citing Bahura v. S.E.W. Investors L.P. 1995). All five cases
are under appeal, but must await the disposition of the claims of the
remaining fourteen plaintiffs ( Toxics Law Reporter 1995).

In a jury trial in Florida (Melanie Marie Zanini v. Orkin Exterminating
Company Inc. and Kenneth Johnston 1995), the plaintiff was awarded $632,500
in damages for negligent application of the pesticide Dursban resulting in
the plaintiff’s illness. The following year, a public lease-back corporation in
California was held responsible for 14 awards of partial to permanent dis-
ability based on MCS and various other health complaints that started after
“offgassed” toxic emissions from extensive renovations were inadequately
ventilated due to the malfunctioning of half of the air conditioning units
in the facility (Ruth Elliot et al. v. San Joaquin County Public Facilities Financing
Corp. et al}. Individual awards ranged from $15,000 to $900,000,

In another case, Bradley v. Brown (1994), the U.S. Court of Appeals for
the Seventh Circuit affirmed a trial court finding that the plaintiffs had
failed to establish that the etiology of MCS is “known or tested.” Attempting
to show that they were suffering from MCS as a result of exposure to a pes-
ticide applied in their workplace, the plaintiffs had sought to introduce the
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testimony of two clinical ecologists. The trial court had excluded the doc-
tors’ testimony on the basis that their opinions regarding the causes of the
plaintiffs’ MCS lacked sufficient scientific basis. The Court of Appeals
agreed. The case is important because it is the first appellate decision
applying the new standard for admissibility of scientific evidence in the fed-
eral courts set forth by the U.S. Supreme Court in its 1993 decision in
Daubert v. Merrill Dow Pharmaceuticals, Inc. (1993) to determine whether a
diagnosis of MCS may be admitted into evidence (Custer 1996). The Court
in Daubert held that for such evidence to be admissible, it must constitute
“scientific knowledge” that is supported by appropriate validation, and
listed factors to be considered in evaluating a scientific theory or tech-
nique, including whether it can be and has been tested, whether it has
been subjected to peer review, and whether it has gained acceptance in the
scientific community. The Supreme Court in Daubert agreed that trial
courts could and should act as gatekeepers for scientific evidence by bar-
ring fringe science, but the Court also held that science that departed from
mainstream scientific views was not necessarily inadmissible, thereby broad-
ening rather than narrowing the rules of evidence in the courts.
Nonetheless, the trial court in Bradley concluded that the diagnoses of MCS
came nowhere close to meeting the criteria for “scientific knowledge,” and
the appeals court found that the trial court had adhered to the approach
set out in Daubert.

Similar reasoning was followed in Cavallo v. Star Enterprise, a Virginia U.S.
district court case { Cavallo v. Star Enterprise 1995), which was upheld by a
panel of the Fourth Circuit Court of Appeals. In this case, a woman who
was exposed to jet fuel fumes as she crossed a parking lot sued the petro-
leum distribution facility that had spilled the fuel near the lot. She claimed
that the exposure had caused her to suffer from chronic conjunctivitis,
sinusitis, pulmonary disease (diagnosed as Reactive Airways Dysfunction
Syndrome}, and increased sensitivity to petroleum hydrocarbons. In find-
ing for the defendant, the court ruled that, under Daubert, Cavallo’s expert
witnesses had failed to ground their opinions on a scientifically valid
methodology. One witness, a toxicologist, relied on studies on chemicals
that had only some overlap with the components of the jet fuel and that
failed to demonstrate dose-response relationships, the court said. The
court also noted the controversial nature of MCS, as well as the literature
upon which the toxicologist relied in attributing Cavallo’s sensitivity to
exposure to petroleum hydrocarbons and various volatile organic com-
pounds. The court found that the testimony of the second expert witness,
an immunologist, was also based largely on speculation. The plaintiffs have
appealed the panel decision to the Court of Appeals for the Fourth Circuit,
requesting an en banc (full court) hearing, arguing that the panel’s deci-
sion both was a misapplication of Daubert and conflicted with other federal
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appeals court precedents applying Daubert, namely, Benedi v. McNeil-P.P.C.
Inc. (1995), City of Greenville v. W. R. Grace & Co. (1987) and Ferebee v.
Chevron Chemical Co. (1984) (Toxics Law Reporter 1996a). The Supreme
Court has since agreed to clarify the general legal standard for appellate
review of the admissibility of expert testimony ( General Electric Co. v. Joina;
Toxics Law Reporter 1997a).

One plaintiff and her son, alleging MCS manifesting as toxic brain
encephalopathy, won a $6.6 million settlement in 1995 in a consolidation
of three suits filed in Louisiana District Court, Orleans Parish, against her
university where she was employed as a research associate and exposed to
chemicals (Mealey’s Litigation Reports).

Litigation related to silicone (mosdy) breast implants has resulted in 18
verdicts for plaintiffs since 1984, totaling up to $25 million and an undis-
closed number of out-of-court settlements (Begley 1996; Mealey’s Litigation
Reports 1995). Facing more than 19,000 lawsuits, Dow Corning Corporation
filed for bankruptcy-court protection after a multi-plaintiff action settle-
ment proposal failed. It also asked for a “science trial” using a court-
appointed panel of scientific experts and a jury o determine whether
implants can in fact cause disease (Toxics Law Reporter 1996b). (An Alabama
federal judge is also using a panel of experts to evaluate conflicting scien-
tific evidence.) This move was no doubt stimulated by recent court victories
for Dow Corning. In October 1996, two district court judges ruled that “sil-
icone implants . . . do not cause classical recognized diseases” (Begley
1996). In December 1996, a U.S. district court judge in Oregon, on advice
from a scientific panel he appointed, and applying Daubert, ruled (Hall v.
Baxter Healthcare Corp. 1996) that expert witnesses who claim a link between
silicone breast implants and a wide spectrum of serious immune system dis-
eases, such as lupus, rheumatoid arthritis, and scleroderma, should be
barred from testifying in lawsuits in his court {Toxics Law Reporter 19971,
Washington Post 1996). These cases will be no doubt be appealed. As we go
to press, the cutcome of the bankruptcy request has not been decided for
Dow Corning, although a Michigan court has dismissed claims against the
parent company Dow Chemical (Toxics Law Reporter 1997¢).

In the United States, legal action and liability concerns unfortunately
drive much of the acerbic rhetoric and distortions of science that retard the
advancement of understanding about chemical sensitivity. The same is also
true in parts of Europe, notably Germany and the United Kingdom.

Developments in Canada

A number of Canadian government agencies have implemented policies
that strongly support persons with MCS. The Canadian Human Rights
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Commission has stated that it regards environmental illness as a disability
(MCS Referral & Resources 1996). The Canadian government has declined
to set up detoxification clinics to treat its ill Gulf War veterans {Spence
1996). Canadian medical boards have in recent years made numerous
attempts at—and have succeeded in—taking away the licenses of some doc-
tors who practice environmental medicine (Taylor 1995). Reportedly, they
have also been successful in making “alternative” remedies such as nutri-
tional supplements and homeopathic remedies less available to the public.
Thus, generally speaking, people in Canada who suffer from MCS may
have less access to alternative therapies than patients in the United States.
On the other hand, the provincial government in Nova Scotia has funded
a clinic dedicated to environmental illness (see the discussion below).

Since 1984, the Canadian Mortgage and Housing Corporation (CMHC)
has been researching ways to improve indoor air quality for all Canadians
via improved construction and informed selection of building materials. As
part of this process, it has designed and built several different kinds of
housing units for environmentally hypersensitive persons (Rafuse 1995).
CMHC hopes to interest designers and manufacturers in the results of its
studies. The agency’s flagship project is a prototype one-bedroom, 850-
square-foot research house designed for the chemically sensitive, sited at its
national office in Ottawa. Low- or no-cost solutions to maximize indoor air
quality for persons with chemical sensitivities or allergic or respiratory dis-
ease were sought. The spartan home features: no carpets, curtains, or wall
hangings; unpainted hard plaster veneer over dry wall; sealed wood trim
and cabinets; tile floors; wood furniture with cotton cushions; mattresses
without flame- or stain-retardant finishes; radiant underfloor heating; vent-
ed closets and cupboards; a thermal insulation envelope that prevents con-
densation; a work/entertainment cabinet that is exhausted for housing
television, computers, and other electronic equipment; a drying room for
clothing; a refrigerator that drains to a pipe instead of an open tray; and a
toilet tank set away from the wall to minimize condensadon.

Other Canadian housing projects targeting environmentally hypersensi-
tive persons include a seven-unit, two-story building that is a part of the 41-
unit Barrhaven Multi-unit Housing Project in Nepean, Ontario, and a sin-
gle, specially constructed unit in an apartment building in Victoria, British
Columbia. The Barrhaven Project was sponsored by the Barrhaven United
Church with financial assistance from the Ministry of Housing for Ontario
as a nonprofit housing program (Sharp 1994). The one- to three-bedroom
units, which are geared toward low- and modest-income families, were com-
pleted in the spring of 1993. The church’s interest in the project evolved
because one of its members had environmental hypersensitivities. The pro-
ject architect, who specializes in designing housing for the disabled,
expressed interest in researching and designing some units for persons
with environmental hypersensitivities.
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A testing panel made up of eight environmentally hypersensitive persons
from the area helped with the selection of building materials and finishing
products for the Barrhaven Project. Features of the complex, which won
the American Institute of Architects and the International Union of
Architects “Call for Sustainable Solutions” design competition, include: sit-
ing near open space, away from vehicular traffic; use of inert or low-emit-
ting materials; slab construction so as to avoid basement or crawl spaces
that can harbor dust or mold; an entry mudroom/airlock for changing
footwear and airing outer clothing; a large, mechanically ventilated cabinet
with sliding glass doors on both sides that serves as a wall between the liv-
ing room and the kitchen and can house a computer workstation, televi-
sion, and other items of electronic equipment that outgas; access to the
back of the refrigerator and other appliances for cleaning; a mechanically
ventilated clothes closet separate from bedroom areas; concrete slab with-
out plasticizers or other additives and second-story solid-core precast con-
crete slabs for which organic soap was used as a form release agent; hard-
wood partitions, doors, stairs, cabinets, and counters; ventilation ductwork
that can be disassembled for ¢leaning; and cured silicone caulking.

Other CMHC projects that are being implemented under Canada's
National Strategy for the Integration of People with Disabilities involve:
training indoor air quality specialists to help homeowners identify and
solve problems; doing research on building materials; providing informa-
tion for builders; publication of The Clean Air Guide, which contains check-
lists to help homeowners identify common indoor air quality problems
{CMHC 1993); and release of a video, This Clean House, that complements
The Clean Air Guide and illustrates indoor air problems and how to correct
them (CMHC 1995).

In 1989, the Environmental Health Center at Dallas established a part-
time clinic in Nova Scotia for patients with environmental illness, led by Dr.
Gerald Ross, a former Canadian family practitioner who works with Dr.
William Rea of the Dallas Environmental Health Center and for years com-
muted to Halifax every other month to treat these individuals. By 1994, the
clinic had grown to a full-time operation, and in that year became affiliat-
ed with Dalhousie University. Governance is provided by a steering com-
mittee with representatives from the Dalhousie University Faculty of
Medicine, the Nova Scotia Departunent of Health, the Nova Scotia Medical
Society, other health professionals, and representatives of the community.
A new 8,500square-foot center specially designed, constructed, and fur-
nished for patients with environmental illness opened in May 1997. Ap-
proximately 600 patients have been treated at the clinic, and over 1,000 are
on a waiting list. The number of referring physicians has increased to
around 450 (Fox 1996).

Dr. Roy Fox currently serves as director of the center. Fox, a geriatrician,
himself developed MCS while working at Halifax’s Camp Hill Medical
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Center in Nova Scotia. Between 1988 and 1993, up to several hundred
Camp Hill employees became sick. Contemporaneous with onset of their
symptoms, a corrosion inhibitor (a blend of amines including cyclohex-
ylamine and morpholine) was added to the boiler to prevent scale buildup
at ten times the recommended concentration. The steam was piped to all
buildings for heat and to two buildings for humidification (Fox 1996). Fox
was treated at Rea’s clinic in Dallas and later was funded by the province to
spend a year there training in environmental medicine. Subsequently, he
returned to Nova Scotia to practice. With initial funding of $1 million from
the Nova Scotia government and with expected annual operating costs of
$1 million, the new Nova Scotia Environmental Health Center {(NSEHC) is
intended “to become a national resource providing leadership in the pre-
vention and treatment of environmental illness.” Fact sheets about the clin-
ic state: “Controversy about these issues and the lack of expertise in Canada
has led to confusion and distrust. Many affected by El (environmental ili-
ness) have little faith in the usual providers of health care and even less in
the agencies responsible for compensation. This situation is unacceptable
and will be greatly improved as the NSEHC fulfills its mandate and pursues
the outlined goals.”

Fall River, Nova Scotia will be the site for the new clinic. Features will
include: three occupancy zones based on relative degree of cleanliness
and/or the potential for activities within a space to adversely impact air qual-
ity; use of nonoutgassing materials, including tile and glass blocks; a chal-
lenge testing area; pre-offgassing of furnishings and equipment prior to
instailation; and separate access to mechanical spaces in order to facilitate
maintenance of equipment and air filters without adversely affecting air in
occupied spaces. Clinical research will focus on refining a definition of the
condition, validating diagnostic approaches, and identifying effective treat-
ments. Treatments to be examined include enzyme-potentiated desensiti-
zation and detoxification therapies such as sauna, nutrient replacement,
and exercise (Robb 1995},

European Perspectives

Three teams of investigators recently completed an exploratory study of
chemical sensitivity in Europe for the European Commission (Ashford et
al. 1995). The purpose of their investigation was to investigate the exis-
tence and the nature of chemical sensitivity in nine selected countries. No
prior systematic study of the occurrence or the magnitude of chemical sen-
sitivity had been undertaken in any European country, and there were no
case definitions or agreement on the criteria for diagnosis of the condition.
However, it was thought that cross-country studies might yield fresh insights
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into the problem, which appears to be influenced by a number of social
and cultural factors. In the United States, where chemical sensitivity has
received the most attention, some of these social and cultural factors have,
to varying degrees, hindered study and understanding of this condition.
These include partisan biases among physicians concerning the etiology
and the relevance of chemical sensitivity, lawsuits; disagreements with
respect to who should pay for diagnosis and treatment; chemical manufac-
turers’ concerns about liability; the presence of well-informed, networked,
and activated patient groups; and a citizenry with an acute awareness of
and concern for environmental exposures. Not all of these factors are pre-
sent to the same degree in Europe although conditions in the United
Kingdom and Germany most resemble the situation in the United States.
It was felt that a crosscountry investigation in Europe might provide a new
perspective on the subject, as well as afford an opportunity to examine dif
ferences between countries in terms of their pattern and use of various
chemicals, building construction and ventilation practices, and differing
traditions of occupational and environmental medicine.

The study was not designed to test any specific hypothesis, but to collect
and compare information from several countries that might suggest
hypotheses for future research. Definitive conclusions about the nature
and the etiology of chemical sensitivity were not sought. Following similar
protocols, three teams collected data and reported findings from:
Denmark, Finland, Norway, Sweden, and the United Kingdom (Team A);
Belgium, Germany, and the Netherlands (Team B}; and Greece (Team C).
A computerized literature search was undertaken, and persons thought
likely to have some knowledge or experience with chemical sensitivity,
including ministries of environmental or public health, environmental
groups, labor unions, and professional medical associations, were contact-
ed and interviewed according to general guidelines. Anecdotal clinical
observations and non-peer-reviewed “gray” literature reports were included
in the analysis for the additional insights and opportunities they might pro-
vide for future study. [The literature review should be considered complete
through 1994 aithough selected additions were made to the report
through November 1995, See also two books, which have been published
in Dutch (Peereboom 1994) and German (Maschewsky 1996).]

In an attempt to describe the population of interest in the European
study, the investigators formulated the following taxonomy to guide data
collection activities and analysis, in which chemical sensitivity was defined
to encompass three relatively distinct categories:

1. The response of normal subjects to known exposures in a traditional
dose-response fashion. This category includes classical allergy or other
immunologically mediated sensitivity.
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2. The response of normal subjects to known or unknown exposures,
unexplained by classical or known mechanisms. This category
includes:

(a) Sick building syndrome, in which individuals respond to known or
unknown exposures but their symptoms resolve when they are not
exposed to the building.

(b) Sensitivity, such as that induced by toluene diisocyanate (TDI),
which begins as specific hypersensitivity to a single agent (or class of
substances} but may evolve into nonspecific hyperresponsiveness,
described in category 3 below.

3. The heightened, extraordinary, or unusual response of individuals to
known or unknown exposures, whose symptoms do not completely
resolve upon removal from the exposures and/or whose “sensitivities”
seem to spread to other agents. These individuals may experience:

{(a) A heightened response to agents at a given exposure level compared
to other individuals;

(b) A response at lower levels than those that affect other individuals;
and/or

{(c) A response at an earlier time than that experienced by other indi-
viduals.

The European investigation focused primarily on categories 2b and 3
above. This focus essentially excluded traditional sick building syndrome
{category 2a) although hypersensitive individuals who became ill in tight
buildings (i.e., those individuals who did not recover, but who experienced
subsequent sensitivities) were thought to constitute a potentially useful
group that might provide important information on low-level chemical sen-
sitivity (Chester and Levine 1994).

Despite the potential usefulness of exposure or event-driven information
(see Chapter 8), the research teams were unable to discover many situa-
tions or incidents that could provide useful data relevant to chemical sen-
sitivity as defined above. There is no paucity of events or exposures; there
is simply little information available about the outcomes in terms of the
development of chemical sensitivity. Information on the temporal features
of the development and disappearance/waning of the problem would be
important, but was difficult to obtain. A variety of factors may explain this
relative lack of information. For example, the research tended to focus on
physicians and the medical literature as sources of data. In general, physi-
cians interact with individual patients and have little reason to recognize
that their patients may be part of a larger group of individuals who have
experienced a common exposure or event (and perhaps little interest in
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doing so}. Second, physicians, researchers, and health authorities who are
involved in events or exposure situations (e.g., a “sick building” or expo-
sures of a particular workplace /occcupation) are unlikely to focus on chem-
ical sensitivity and thus have little reason to (1) follow the affected individ-
uals for extended periods of time, (2) identify subsequent sensitivities, or
(3) distinguish between initiating and subsequent triggering exposures.
Despite this, the research teams did identify some exposure- or event-
driven information that may be suggestive of low-level chemical sensitivity.

The predominant loci of the alleged initiating exposures/events in this
investigation were industrial, office, and domestic environments. Agricul-
tural exposures resulting in chemical sensitivity were mentioned in several
countries, and hairdressers appeared to be affected in several countries.

A relatively small number of substances were specifically associated with
the onset of chemical sensitivity (Table 7-1). The substances most often
mentioned as initiators included pesticides, solvents, paints and lacquers,
and formaldehyde. Repeated or continucus low-level exposure, rather than
a single event, characterized most of the experience. Psychosocial stressors
were also mentioned as initiating chemical sensitivity.

A unique situation was reported in Germany, where exposure to emis-
sions from treated wood has been associated with its own clinical entity—
“wood preservative syndrome” (or “pentachlorophenol syndrome™)
(Schimmelpfennig 1994). Some individuals exposed to wood (or rooms
with wood) treated with pentachlorophenol (PCP) and lindane {contami-
nated with dioxins and furans, and dissolved in solvents at a concentration
of about 5 percent) have experienced a multitude of symptoms commeonly
associated with chemical sensitivity. These include immunologic, dermato-
logic, neurologic, psychiatric, endocrinologic, and ophthalmologic symp-
toms (Huber et al. 1992). Many of the physicians surveyed in Germany
reported that pentachlorophenol and wood preservatives initiated illness,
and they described subsequent sensitivities (e.g., to odors, solvents, and,
sometimes, foods) in their patients.

Although these investigations were neither exhaustive nor comprehen-
sive, some interesting observations can be made. Pesticides, organic sok
vents, formaldehyde, and stress were mentioned as causes of chemical sen-
sitivity in many countries, whereas anesthetic agents were mentioned
repeatedly only in Greece. Problems with hairdressing chemicals were cited
in Denmark, Sweden, and Greece.

Of course, the categories “organic solvents” and “pesticides” are overly
broad. ldentification of specific substances in these categories would be
more informative, but in many cases more definitive information simply
was not available. With the possible exception of pentachlorophenol (but
see McConnachie and Zahalsky 1991), these are the same sources associat-
ed with the onset of chemical sensitivity in North America.



TABLE 7-1 Some Exposures Reported as Associated with the Onset of Chemical Sensitivity in Europe

Exposure

Denmark

Sweden

Norway

Finland

Germany

Holland

Belgium

UK

Amalgam/mercury

,‘l

¥

v

]

Anesthetic agents

Carpets and glue

Diesel exhaust

Formaldehyde

Hairdressing chemicals

Indoor climate

2.

Industrial degreasers

2] L] 2] L] 2

Methyl methacrylate

New/renovated buildings

Organic solvents

Paints/lacquers

| Al L] AL

Pentachlorophenol/
wood preservative

<] L] L] 4

Pesticides

Pharmaceuticals

Printed material

Stress/psychosocial factors
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A much larger number of chemically diverse substances were reported to
trigger symptoms in persons who were already alleged to be chemically sen-
sitive than were reported to initiate the condition (Table 7-2). These sub-
stances parallel the “triggers” frequently reported in the United States and
include perfumes, detergents and cleaners, smoke, cooking odors, car
exhaust, new clothing, nail polish, and newspaper print. Reactions to these
substances were reported in each country. Symptoms frequently included:
mucous membrane irritation; gastrointestinal problems; joint pain; respi-
ratory difficulties such as chest tightness and rhinitis; fatigue; and central
nervous system problems such as headache, dizziness, memory loss, and
difficulty with concentration. Physicians reported a higher than average
prevalence of symptoms associated with chemical sensitivity among women
30 to 50 years old than among men in Scandinavia, Germany, and Greece.

The European research group recommended that serious research
efforts be undertaken to clarify the nature of chemical sensitivity (see
Chapter 10). However, they believed that:

Until the nature of the condition is better understood, reasonable pre-
ventive and accommodative action should be taken. These may include:
1) serious public health intervention efforts to reduce exposures to possi-
ble “initiators” of chemical sensitivity, suggested in part by the experience
collected to date, and 2) avoidance, as much as possible, in public places
of substances known to trigger symptoms in persons who already report
chemical sensitivity. Reasonable accommodation should be made in hous-
ing and employment, such as limiting and warning occupants about pes-
ticide application in buildings and providing lesscontaminated places to
work.

TABLE 7-2, Some Sources Reported to Trigger Symptoms in Patients with
Purported Chemical Sensitivity in Europe

Air fresheners Nail polish

Alcohol New car interiors
Automobile exhaust New clothing

Carpets Newly painted rooms
Cleaners/detergents Newspapers/printed material
Cooking odors Perfumes/fragrances
Cosmetics Solvents

Diesel Stress
Drugs/pharmaceuticals Tobacco smoke

Foods White spirits

Gasoline
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Comparison of Eu an and North American eriences
withPLowLev{l Chr;?;:eical Sensitivity Eap

The limited data available at this time from North America and Europe
suggest that low-level chemical sensitivity is not a single, distinct clinical
entity. Clinical presentations are extraordinarily diverse, a major reason
why consensus on a case definition for the illness has been difficuit to
achieve despite numerous attempts (Miller 1996a). Symptoms appear t0
involve any and every organ system or several systems simultaneously
although central nervous system symptoms such as fatigue, mood changes
(irritability, depression), and memory and concentration difficulties pre-
dominate, Even among persons who have shared the same initiating expo-
sure, symptoms and severity differ markedly. Ultimately, chernical sensitivi-
ty may be more accurately characterized as a general class of disorders, like
infectious diseases, which share a common general mechanism; yet within
the class, particular members may involve different symptoms, agents, and
specific mechanisms.

From European and North American observations, a wide range of envi-
ronmental exposures appear able to initiate the problem. Implicated chem-
icals are structurally diverse, but certain ones appear again and again on
both continents:

1. Pesticides are frequently cited in North America and Europe, with the
exception of Sweden, Finland, and the Netherlands, where indoor use
of pesticides may be less frequent as a consequence of cooler tempera-
tures and reduced insect populations. Organophosphate and carba-
mate pesticides are those most often reported as causing illness in the
United States, but this may simply reflect the fact that these are among
the agents most commonly applied. The greater symptom severity
reported by chemical sensitivity patients exposed to organophosphates
versus indoor air contaminants associated with remodeling {summa-
rized in Chapter 8) suggests that some compounds in this class
(organophosphates and carbamates) might be especially potent sensi-
tizers, at least for a subset of the population.

2. Organic solvent exposure was cited in every European country surveyed
and is commonly cited in North America. Such exposures frequently
occur in the workplace and are more often chronic than acute in nature.

Although there are consistent observations regarding the causes of
chemical sensitivity between continents, there are also notable differences,
for example, the so-called wood preservative syndrome associated with pen-
tachlorophenol use in Germany (Schimmelpfennig 1994). (But see
McConnachie and Zahalsky 1991.)
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Although Sick Building Syndrome (SBS) is widely recognized in the Scan-
dinavian countries, where a number of internationally known researchers
are engaged in its study, instances of SBS per se did not generally reveal
chemically sensitive subgroups. Conceivably, preoccupation with immediate
effects may have obscured their discovery. Certainly, there was no indication
of a large problem in those instances. Initliating experiences with carpets
were noted, however (Table 7-1). If future inquiry were to reveal that chem-
ical sensitivity does not occur in even a subset of individuals in European
SBS episodes, this finding might suggest the importance of other factors, for
example, the use of wall-to-wall carpeting (common in the United States and
relatively infrequent in Europe), or the use of certain fragrances, air fresh-
eners, cleaners, and/or extermination practices,

In both Europe and North America, patients report the spreading of
their sensitivities to an array of common exposures, including fragrances,
cleaning agents, engine exhaust, alcoholic beverages, foods, and medica-
tions they formerly tolerated without difficulty. The fact that many of these
individuals voluntarily forgo pizza, chocolate, beer, or other favorite foods
because they make them feel so iil warrants consideration, as there is little
secondary gain to be garnered from such forbearance. Many participants
in one North American study (Miller and Mitzel 1995) reported that drugs,
ingestants containing chemical additives (monosodium glutamate, chlari-
nated tap water}, and food-drug combinations (alcoholic beverages or caf-
feine/xanthine<containing foods) made them ill, 2 finding consistent with
a hypothesis that these individuals exhibit amplified responses to pharma-
cologic doses of a variety of substances (Bell et al. 1992; Bell et al. 1993a).

Generally speaking, awareness of chemical sensitivity may be enhanced
in countries with greater environmental activism, but illnesses resembling
chemical sensitivity were described in every European country that was
studied. Clinical ecology's origins in the United States and its spread to
other English-speaking nations, including Canada and the United
Kingdom, no doubt have influenced the numbers of patients receiving a
diagnosis of chemical sensitivity in those countries. Discord among physi-
cians as to what constitutes appropriate diagnostic and therapeutic
approaches in these countries permeates professional meetings, medical
journals, and court proceedings. Where patients must “prove” that a par-
ticular exposure caused their iliness in order to receive workers’ compen-
sation or reimbursement for medical expenses (as in the United States,
where there is no national health care system), disputes between medical
practitioners (who may testify on opposing sides) are most contentious.

Cultural practices may affect the prevalence of chemical sensitivity. In
some European countries, people typically spend several hours each day
outdoors, for example, walking to work or shopping, and windows in
homes and offices may be left open part or most of the day. In contrast, on
average, Americans spend 9G percent or more of the day indoors, often in
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tightly sealed structures, where levels of certain volatile organic air conta-
minants can be orders of magnitude higher than they are outdoors (see
Chapters 1 and 3).

Choices of building construction materials and furnishings also vary
greatly between countries, including the use of wall-to-wall carpeting versus
washable throw rugs or no floor coverings at all; solid hardwood furnish-
ings versus particle board or pressed wood; paint, wallpaper, and adhesive
constituents; and the amount of office equipment, including photocopiers
and computers.

Ventilation practices may be similarly diverse. The building of tightly
constructed buildings with little fresh makeup air in North America since
the oil embargo of the mid-1970s could be a factor in the apparent increase
in chemical sensitivity cases over the past two decades in the United States
and Canada. The experience with SBS but not chemical sensitivity in
Scandinavia merits closer examination to determine whether the latter
condition has thus far escaped attention, or whether environmental or per-
haps genetic or cultural differences may prevent its development.

The use of chemicals also varies from country to country, in particular,
pesticides, cleaners, and personal care products, including fragrances.
Comparing differing rates of consumption of these products, as well as
pharmaceuticals, and the incidence of chemical sensitivity among coun-
tries could provide further clues.

Conclusion

Complex questions concerning the origins and mechanisms of chemical
sensitivity will not be resolved by retrospective survey studies—indeed,
probably not by retrospective studies of any kind. Perhaps mere informa-
tive would be prospective observations on the natural history of chemical
sensitivity associated with particular incidents or exposure events rather than
isolated case reports. Nevertheless, enlightening similarities and instructive
differences can be gleaned from future, better-directed cross-country com-
parisons of experiences with chemical sensitivity.

In the past five years in the United States, controversies surrounding
chemical sensitivity have exploded far beyond the narrow confines of a
medical debate into a national debate with far-reaching policy and regula-
tory implications. Most recently, a number of U.S. Persian Gulf War veter-
ans have reported multisystem health problems and new-onset intolerances
to chemicals, foods, and other substances since returning from the war
(Miller 1994b). (See the discussion in Chapter 8.) Some have received a
diagnosis of chemical sensitivity from private physicians and now seek med-
ical care and compensation for the condition. Such trends in North
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America could be mirrored in European countries over the next few
decades. Indeed, this condition, popularly called “Gulf War Syndrome,”
has surfaced among Persian Gulf veterans in Canada and several European
countries, including the United Kingdom and Czechoslovakia.

Understanding chemical sensitivity is pivotal to establishing sound envi-
ronmental policy. If there is a subset of the population that is {or can
become) especially sensitive to low-level chemical exposures, a strategy for
protecting this subset must be found. If it were to be determined that cer-
tain chemical exposures could lead to sensitization, then perhaps these
exposures could be avoided. Possibly by preventing chemical accidents,
prohibiting occupancy of buildings prior to finish-cut or completion,
avoiding the use of certain cholinesterase-inhibiting pesticides indoors,
and adopting other measures, society could protect especially vulnerable
individuals from becoming sensitized in the first place. It would make little
sense to regulate chemicals at the parts per billion level or lower if what is
required is to keep people from becoming sensitized in the first place.
Indeed, by understanding the true nature of chemical sensitivity and who
is at risk, we may prevent unnecessary and costly regulation of environ-
mental exposures in the years to come.

Chemical sensitivity could be a new paradigm for disease (see Chapter 8)
that has the potential to explain many chronic and costly illnesses, includ-
ing fatigue, depression, headaches, and asthma, or it could continue to
elude definition. Not understanding the causes of chemical sensitivity, we
take an immense gamble—but knowledge will not come cheaply. Future
studies on chemical sensitivity that involve blinded challenges in a con.
trolled environment, that utilize brain imaging, state-of-the-art immuno-
logical testing, or other sophisticated tests, and that compare adequate
numbers of patients and controls, will be cosdy. Although small sums, on
the order of a few million dollars, have been invested in research on MCS,
funding agencies will need to make a much greater financial commitment
if progress is to be made in this area, as it has been for other diseases such
as breast cancer and AIDS. Until sufficient research funds become avail-
able, chemical sensitivity no doubt will continue to pit physician against
physician, perplex policy makers, impoverish patients, and plague industry.






CHAPTER 8

Key Research Findings since the
Fuirst Edition

Introduction

Clinical Data: Inherent Limitations and
Unwarranted Extrapolations

In researching low-level chemical sensitivity, it is useful to distinguish con-
trasting ways in which observations might be recorded. First, physician
reports of individual patients can be examined. Because chemical sensi-
tivity was “discovered” by observant physicians, this might seem like a use-
ful place to start, but there are difficulties with this approach. Although
physician reports contain much information about patients’ symptoms and
complaints, they usually contain little information about possible initiating
exposures or evenls, lriggering exposures, and outcomes of various interven-
tions—both clinical and nonclinical. Moreover, information differentiating
initiating events/exposures from subsequent “triggers” of symptoms is
often lacking or conceptually muddled. Because the precise nature of and
mechanisms for chemical sensitivity remain ill-defined, information on
possible initiating factors and effective interventions (e.g., avoidance) is
crucial to improving our understanding of this bewildering condition.
Also, each of the more prevalent MCS symptoms, such as headache or
shortness of breath, could be caused by any of several different biclogical
mechanisms and a variety of environmental exposures.
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Most physicians do not obtain occupational or environmental histories
from their patients, and the patients themselves may not be aware of pos-
sible precipitating events or exposures. Moreover, physicians approach
patients with their own disciplinary orientations and biases, making it dif
ficult to compare reports on individual patients from different physicians.
(Of course, different patients with their own convictions about the cause of
their condition may also influence their physicians’ diagnoses.) For exam-
ple, pulmonary physicians will tend to focus on respiratory symptoms and
airborne contaminants, perhaps overlooking or discounting somewhat
more subjective (but perhaps equally bothersome) central nervous system
(CNS) symptoms. Indeed, chemically sensitive patients often go from
physician to physician, acquiring different diagnoses and labels—from
organic brain syndrome to chronic fatigue syndrome to psychosomatic dis-
ease. Because most physicians see very few MCS cases and there seem to be
few proven, effective medical interventions for these patients, the eventual
outcome of the condition and the possible success of various interventions
{such as avoidance, food rotation, or simply tincture of time} may not be
known to the diagnosing physician or clinic. Physicians may erroneously
surmise that patients who do not return to see them must have improved
when, in fact, many MCS patients have consulted dozens of physicians with
no discernible improvement in their condition.

Finally, isolated case reports suffer from being symptom- or syndrome-
focused, overlooking the possibility that patients’ health problems may be
induced by a wide variety of initiating exposures or events. This has com-
pounded the difficulty in understanding the origins of chemical sensitivity.
We suggest that low-level chemical sensitivity might be more correctly
described as a general class of disorders, like infectious diseases, the mem-
bers of which may share similar symptomatology, but whose different caus-
es and pathways may need to be particularized for physicians to successful-
ly understand and treat them (see the discussion in Chapter 10). The
different forms of chemical sensitivity may be precipitated by different
physical or chemical exposures or by psychosocial events. The presenting
symptoms and signs, if present, are most often nonspecific and not indica-
tive of etiology.

In making diagnoses, physicians frequently invoke, without being con-
scious of what they are doing, the “representativeness heuristic,” a judg-
mental shortcut or rule of thumb that is used to render complex problems
manageable (Gilovich and Savitsky 1996). For example, for decades physi-
cians attributed ulcers to stress because they “knew” that when people are
under stress, their stomachs hurt and feel acidic. Only recently has it been
shown that a bacterium, Helicobacter pylori, causes ulcers that can be cured
by antibiotics, not stress reduction. Now some physicians are applying the
representativeness heuristic to MCS: because depressed (or otherwise psy-
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chologically disturbed) people commonly report fatigue, memory and con-
centration difficulties, mood changes, and the like, and because MCS
patients report these symptoms, these physicians conclude that MCS
patients must be depressed (see Davidoff and Fogarty 1994 for a critique of
commeon logical errors committed in studies claiming a psychologic basis
for MCS). Investigators seeking simple answers to complex problems are
sometimes led down the wrong path.

Dimensions of an Illness

The causes, symptoms, and interventions for illnesses can each be charac-
terized as physiological (P) or psychological (V). Physiological and psy-
chological events can precipitate either physiological or psychological
symptoms, or both. Psychological interventions such as biofeedback and
social support can alleviate some aspects of physical disease. Neither the
nature of symptoms nor the successes of interventions are dispositive of the
origins of a condition. Schematically, the three factors—causes, symptoms,
and interventions—can be represented as separate “dimensions” of illness
(Fig. 8-1). Different physicians and researchers may operate in different
“quadrants.” For example, a physician may believe that the cause of a par-
ticular patient’s chemical sensitivity is physiological, observe CNS (psycho-
logical) symptoms, and treat with biofeedbac®. or other coping (i.e., psy-
chological/behaviorai) strategies. In contrast, a researcher may assume
stress as the cause, observe fatigue as a consequence, and investigate the
use of new drugs to alleviate the symptoms.

What is disappointing in much of the literature is the continuing failure
to distinguish between causes and symptoms of MCS, and unjustified con-
clusions drawn from successes or failures of particular interventions
(Davidoff and Fogarty 1994). Although lip service is given to making these
distinctions, both the failure thus far to identify consistent objective mark-
ers of disease (Simon et al. 1993) (despite the fact little research on some
of the most plausible hypotheses has yet been undertaken) and the finding
of a history of childhood abuse in some patients (Staudenmayer et al. 1993b)
have led some authors to lean heavily in the direction of psychogenic caus-
es and the recommendation of psychological interventions, rather than
physiological causes and the avoidance of further exposure as a treatment
modality. Even a recent review of the literature on low-level chemical sensi-
tivity (Sparks et al. 1994a and b), although acknowledging the multifactori-
al origins of this condition, ends up recommending psychological inter-
ventions as the only acceptable treatment modality. Inasmuch as great
uncertainty continues to characterize this condition, these views are pre-
mature and perhaps even harmful to patients (Miller 1995).
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FIGURE &1. Schematic representation of the three dimensions of iliness, (UTHSCSA © 1996)

Empirical Approaches to Understanding Chemical Sensitivity

Given the need to distinguish between causes, presentations, and the suc-
cess of interventions that has been discussed above, physicians’ observa-
tions may be more helpful when: (1) the physicians see a large number of
chemically sensitive patients, take a complete exposure history, and recog-
nize subgroups that give clues to different origins and successful interven-
tions in each; (2) the physicians happen to see several patients who have
experienced the same or similar events or exposures, such as living in the
same neighborhood or apartment building or using the same type of prod-
uct, such as new carpets; (3} the physicians specialize in occupational or
environmental medicine and see groups of patients with similar exposures,
occupations, or environmental histories; or (4) the physicians are special-
ists (e.g., pulmonary or ear, nose, and throat physicians} who concentrate
on specific organ systems and are thus more likely to recognize subsets of
patients with features uncharacteristic of the majority of patients with the
same illness. For example, patients whose asthma is precipitated by per-
fumes, detergents, and clothing stores may constitute a chemically sensitive
subgroup of special interest to pulmonologists or allergists. Studies focus-
ing on (1) patients with particular symptoms, (2) patients seen by particu-
lar physicians or clinics, or (8) patients meeting a particular case definition
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for MCS may suffer from referral biases, are likely to overlook the full
range of illnesses associated with an exposure, and may be diluted by the
inclusion of large numbers of patients with unrelated conditions.

Perhaps more informative than studies on patients as described above
would be observations on the natural history of chemical sensitivity associ-
ated with particular incidents or exposure events rather than isolated case
reports. Event-driven information includes both (1) disease or symptom out-
breaks in particular communities, buildings, workplaces, or occupational
groups and {2) chemical exposure events/scenarios involving certain occu-
pations or particular building materials, pesticides, consumer products, or
medications. Studies of multiple case reports linked to specific incidents or
exposure events might be particularly useful. Events or exposures whose
impact could be followed prospectively may be more readily identified by
public health or environmental/occupational health authorities, compen-
sation or disability agencies, affected individuals, trade unions, and patient
associations than by physicians. Although retrospective investigations may
be helpful, prospective studies (e.g., of greenhouse workers, exterminators,
or occupants of newly renovated office buildings) might yield useful per-
spectives, especially if the cohort is followed for a sufficient period of time.
Unfortunately, ongoing litigation {in the case of retrospective studies) or
the potential for it (in the cases of retrospective and prospective studies) has
in the past interfered with access to groups of research subjects who shared
a well-defined exposure event, and is likely to continue to do 3o unless in
the future the parties in such cases agree to studies of this kind.

We have previously cautioned about the necessity of taking into account
adaptation or masking in observing the symptoms of patients with alleged
low-level chemically sensitivity, including the effects of therapeutic drugs
and food intolerances. Researchers and clinicians who ignore these con-
cerns and then find no consistent markers, symptoms, or success in rec-
ommending chemical avoidance cannot rightfully claim to have tested or
investigated the key explanations offered for this condition (Datta 1993).

Characterizing the Patient Population
Epidemiological Studies

As discussed in the preceding section, event-driven studies on MCS, that is,
epidemiological studies targeting groups of individuals sharing a common
(initiating) exposure event, offer the greatest potential for understanding
the origins of this illness, its progression, and the spectrum of health prob-
lems associated with it. Below are summarized the several epidemiological
studies conducted on MCS since the first edition.
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In the largest exposure-driven study of MCS patients to date, Miller and
Mitzel (1995) surveyed 75 individuals who reported onset of their illness
following remodeling in a building (home or workplace) and 37 who
reported onset following exposure to a cholinesterase-inhibiting pesticide
(organophaosphate or carbamate). They hypothesized that if MCS were pre-
dominantly due to a neurotoxic exposure rather than psychogenic in ori-
gin, then MCS patients who became ill after an organophosphate or car-
bamate pesticide exposure should report more severe symptoms than
those who became ill after exposure to low levels of mixed solvents in a
remodeled building. Although solvents are also neurotoxic, they would
generally be considered less so than pesticides in this class. Conversely, if
the illness were mainly psychogenic in origin, for example, due to depres-
sion, there should be no differences in symptoms or symptom severity
between the two groups.

The most frequently reported symptoms in each group were remarkably
similar, with a predominance of central nervous system symptoms (Table
8-1). The most common gastrointestinal complaint was “problems digesting
food,” and the most common respiratory complaint was “shortness of breath
or being unable to get enough air.” Further, the groups shared similar order-
ing of symptoms, from most severe to least severe, and identified similar
inhalant and ingestant triggers. Notably, however, the pesticide-exposed
group reported statistically significantly greater symptom severity than did
the remodeling-exposed group, particularly for neuromuscular, mood-relat-
ed, airway, gastrointestinal, and cardiac symptoms. The authors interpreted
their data as suggesting (1} a biological basis for MCS and (2) a distinct
pathophysiclogy or final common pathway for the condition that, while as
yet undefined, appeared to be shared by these different exposure groups.

The authors also noted that although subjective, multisystern health
complaints characterize both MCS and somatoform disorder (a psychiatric
diagnosis), features of the patients they studied were inconsistent with
somatoform disorder: Severe cognitive symptoms predominated in their
MCS sample, but tend to be far down on the list of complaints, if they
appear at all, among somatoform disorder patients. In addition, somato-
form disorder almost always begins before 30 years of age, yet 83 percent
of their MCS patients reported onset after the age of 30.

Most of Miller and Mitzel's subjects had experienced major disruption of
their careers since the exposure event. Eighty percent indicated that they
had worked full-time prior to their exposure. Yet at the time of the survey
(nearly eight years post-exposure on average), more than 80 percent report-
ed that they were no longer able to work fulltime. Consistent with findings
in other studies, 80 percent of their subjects were women with an average
educational level of nearly four years of college. Forty percent said they had
consulted ten or more medical practitioners since their illness began.
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TABLE 8-1. Top 20 Symptoms (out of 119 Symptoms) Reported by MCS Patients
Auributing Their Illness to Exposure to Pesticides (N = 37) versus Remodeling
(N =75)

Ranking Mean Symptom Severity**
Symplom Pesticide Remodel Pesticide Remodel
*Tired or lethargic 1 1 2.49 2.44
*Fadgue > 6 months 2 3 2.43 2.10
*Memory difficulties 3 4 2.32 2.09
*Difficulty concentrating 4 2 2.532 2.17
*Dizziness, lightheadedness 5 6 219 1.85
*Depressed feclings 6 8 2.19 1.83
*Spacey 7 12 2.19 1.74
*Groggy 8 5 2.14 1.96
*Loss of motivation 9 7 2.11 1.84
*Tense, nervous 10 15 211 1.64
*Short of breath 11 18 2.11 1.61
*Irritable 12 10 2.03 1.79
Problem focusing eyes 13 43 203 1.27
Chest pain 14 52 2.00 1.19
*Muscle aches 15 11 2.00 1.79
Problems digesting food 16 33 197 1.85
*Joint pain 17 9 1.95 1.83
Tingling fingers/toes 18 59 1.95 112
*Headache 19 14 1.92 1.67
*Head fullness or pressure 20 19 1.92 1.60
Difficulty making decision 21 13 1.89 1.69
Eye irritation 22 16 1.89 1.64
Slowed responses 34 17 1.72 1.63
Nausea 36 20 1.65 1.56
*Among top 20 symptoms in both pesticide and remodeling patients.
b toms scored on { to 3 scale: 0 = not a problem; 1 = mild; 2 = moderate; 3 = severe.

Somre:l;dillcr 1994a.

In the first controlled psychiatric study an MCS, Black et al. (1990} con-
trasted the current and the past psychiatric status of 26 MCS patients and
33 controls. The MCS patients, predominantly middle-aged women with
some college education, attributed onset of their condition to “fumes” at
work or home (50 percent), pesticides/insecticides (27 percent), oral con-
traceptives/pregnancy/hysterectomy (19 percent), psychological stress (15
percent), and/or antibiotics {12 percent). Compared with controls, the
MCS group exhibited higher rates of major depression (30 percent versus
7 percent), anxiety disorders including simple phobia and panic (43 per-
cent versus 17 percent), and somatization disorder (17 percent versus
percent). Sixty-five percent of the MCS patients but only 28 percent of con-
trols qualified for a lifetime psychiatric diagnosis. Consistent with the find-
ing of Miller and Mitzel (see above), although many of the MCS patients in
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Black’s study had multiple somatic symptoms, they did not meet criteria for
somatization disorder because their age at illness onset was over 30 years.
The authors ascribed most of the MCS symptoms to “commonly recognized
psychiatric disorders,” but offered no causal explanation for the 35 percent
of their MCS patients who had no history of psychopathology.

In two separate studies, Simon et al. (1990, 1993) compared psychiatric
features of MCS patients with those of controls. In a 1990 study of 13 aero-
space workers who developed MCS and 23 control subjects from the same
plant who did not following a change in manufacturing materials, these
researchers found no differences in current psychiatric diagnoses based
upon a standardized interview (the Diagnostic Interview Schedule). They
identified no cases of somatization disorder, but did find an increased fre-
quency of past major depression and panic disorder in the MCS group.
Results of several psychological instruments, however, suggested subclini-
cal, somatization-like illness in this group. The MCS patients reported an
average of 6.2 unexplained physical symptoms prior to their workplace
exposure versus 2.9 for controls. Likewise, 54 percent of the same MCS
patient group reported anxiety or depression prior to their workplace
exposure versus only 4 percent of controls. The authors assumed that the
low-level chemical exposures identified by the patients were not toxic and
that therefore neurotoxicity could not have played a role in these illnesses.
Others have pointed out that such an assumption is unwarranted at this
carly stage in our understanding of MCS (Bell 1994; Davidoff and Fogarty
1994; Miller 1996a, 1997).

For their second study, Simon et al. (1993) recruited from a local aller-
gist 41 patients who had been ill for more than three months, had symp-
toms in three or more organ systems (including the central nervous sys-
tem), and reported sensitivity to 4 or more of 14 common chemicals.
Controls were 34 patients with musculoskeletal injuries seen at a university
clinic who were not assessed for chemical intolerances. The chemically sen-
sitive patients, primarily well-educated women, exhibited higher rates of
current panic disorder (24 percent versus 3 percent), with trends toward
more major depression (29 percent versus 12 percent) and generalized
anxiety disorder (10 percent versus 0 percent). These patients also had
higher scores on the Symptom Checklist 90 (revised) subscales for depres-
sion, anxiety, and somatization. There were no differences between cases
and controls for past psychiatric diagnoses, in contrast with the authors’
earlier study (see above). The chemically sensitive group again reported
significantly more premorbid, unexplained symptoms than did controls.
Chemically sensitive patients were less likely to be using alcohol currently
(24 percent versus 56 percent). There were no significant group differ-
ences in performance on several neuropsychological tests. Fifty-six percent
of the MCS patients had no current psychiatric diagnosis. In contrast with
their earlier paper (see above), the authors acknowledged that psychiatric



Key Research Findings since the First Edition 215

findings in these patients could be either the cause or the result of chemi-
cal sensitivity. The fact that 61 percent of the chemically sensitive group
used caffeine and that such low inclusion criteria were used (intolerances
for 4 of 14 chemicals) suggests that these patients may not have been typi-
cal of most MCS patients (Bell 1994), or that they were very masked.

Other studies suggest that many, but by no means all, MCS patients have
a lifelong history of medical problems (Davidoff and Keye 1996; Bell et al.
1995a). Fiedler et al. (1992) did not find that premorbid psychiatric condi-
tions accounted for MCS in a group of 11 patients they studied. MCS pro-
ponents argue that even if some MCS patients were depressed prior to florid
onset of their illness, the question remains of whether MCS is caused by
depression, whether depressed people are more susceptible to MCS, or
whether the preceding depression was in fact the result of prior, undiag-
nosed chemical or food sensitivities. Indeed, a cholinergic theory of depres-
sion posits that depressed persons are hypersensitive to acetylcholine
(Dilsaver 1986}, the same neurotransmitter whose breakdown is impaired
by organophosphate and carbamate pesticides. Rosenthal and Cameron
(1991) suggest that “vulnerability to the effects of acetylcholine might
account for both environmental hypersensitivity and the endogenous ten-
dency to become depressed.”

Davidoff and Keye (1996) conducted a standardized telephone interview
with 60 MCS patients, 20 of whom attributed onset of their illness to organ-
ic solvents, 20 to an organophosphate pesticide, and 20 to a sick building.
In addition, 10 workers exposed to chlorine dioxide and chloroform who
subsequently reported chemical intolerances were studied. Sixty randomly
selected controls matched for gender, age, and socioeconomic status to the
MCS patients were also interviewed. The four exposure groups were similar
to one another with respect to all general health and illness status variables,
but collectively they differed significantly from controls. The three MCS
patient groups were more likely than controls to report changes in tolerance
for odors (85-100 percent versus 27 percent), allergens (70-85 percent ver-
sus 32 percent), foods (60-90 percent versus 20 percent), alcohol (40-55
percent versus 8 percent), and medications (30-75 percent versus 13 per-
cent). Changes in tolerance in two or more of these categories were more
frequently reported by MCS patients (90-95 percent) than by controls (29
percent). Seventy to 80 percent of MCS subjects attributed daily illness to
chemical exposures versus less than 2 percent of controls. On average, MCS
subjects attributed 15 symptoms weekly to chemical exposures, whereas con-
trols attributed only one symptom to such exposures. Chronic sickliness in
childhood, defined as three or more chronic health conditions before age
18, were reported by 15 to 55 percent of the MCS groups but by less than 2
percent of the general population sample, Whether they had or had not
been treated by a clinical ecologist, MCS patients shared similar illness char-
acteristics although those who had seen an ecologist reported greater loss
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of tolerance than those who had not. In contrast with the MCS groups, no
one among the ten chlorine dioxide—exposed individuals had been seen by
a clinical ecologist, belonged to a patient support group, or claimed to have
“MCS.” Nevertheless, these patients reported symptoms and intolerances
that were congruent with those of the three MCS groups, leading the
authors to suggest that MCS “is not a figment of the clinical ecologists’ col-
lective imagination.”

MCS patients often are engaged in litigation or compensation cases, and
many have been in a sick role for extended periods. Bell et al. (1993a,
1993b, 1994a, 1994b, 19952, 1996a) have sidestepped these confounding
factors by studying instead several thousand college-age students and
active, retired elderly persons in Arizona, a subset of whom reported chem-
ical odor intolerances. Over half of the college students and retirees report-
ed that one or more of the following chemical odors made them feel ill:
pesticides, drying paint, perfume, car exhaust, new carpet (Bell 1994).
Some 15 percent identified three or more of these odors as frequently caus-
ing illness. In contrast, approximately 30 percent of both groups answered
affirmatively the question, “Do you consider yourseif especially sensitive to
certain chemicals?” (Compare with results of other population surveys on
MCS discussed later in this chapter under “Magnitude of the Problem.”) In
four out of her five surveys on nonpatient populations, Bell found that
women cutnumbered men among the subsets reporting the greatest sensi-
tivity to odors. Less than 1 percent of the college students and about 4 per-
cent of the older adults reported a physician diagnosis of MCS (Bell et al.
1994b, 1996a). Psychological variables did not fully explain the presence of
odor intolerance in the most sensitive subsets although odor intolerance
clearly was associated with psychological distress. In a subset of active
retired women, Bell found slowed reaction times on a divided attention
task among those who rated themselves chemically intolerant versus those
who did not (Bell et al. 1996b).

Among both college students and geriatric adults who were odor-intol-
erant, there was an increased prevalence of, or trend toward, more lifetime
diagnoses of nasal allergies, breast cysts in women, sinusitis, food intoler-
ances, irritable bowel, and migraine headaches (Bell 1994). Among her
odor-intolerant college students, there were more diagnoses of hives,
ulcers, chronic pain, childhood hyperactivity (males), chronic fatigue syn-
drome, anxiety disorders, and premenstrual syndrome (females) than in
subjects who were not odor-intolerant. A more recent survey revealed more
hypertension and juvenile arthritis in chemically intolerant college stu-
dents than in controls (Bell et al. 1996a). As in these chemically intolerant
elderly persons and college students, nasal allergies, irritable bowel, chron-
ic fatigue syndrome, and migraine headaches also were reported more fre-
quently by a group of MCS patients recruited via patient newsletters and
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newspaper advertisements versus controls (Bell et al. 1995a). In addition,
these MCS patients reported more: chronic bronchitis; arthritis; low
adrenocortical function; vaginal candidiasis; ovarian cysts; irregular, heavy,
or painful menses; chronic pelvic pain; depression, anxiety, and panic dis-
order—with trends toward more hypothyreidism, osteoporosis, and fibro-
cystic breast disease. Sixty percent of these patients considered themselves
occupationally disabled. In a community-based sample of county govern-
ment employees, those sensitive to “chemical stressors” were significantly
(p < 0.05) more likely [expressed as a higher relative risk (RR)] to have
seen a physician for sinus trouble (RR = 5.35), acute bronchitis (RR = 5.87),
pneumonia (RR = 4.52), heart problems (RR = 7.05), or other serious
health problems (RR = 2.73) (Baldwin et al. 1995).

Family histories of odor-dintolerant (cacosmic) individuals and MCS
patients may provide other clues regarding the interrelatedness of these
conditions. MCS patients reported that their blood relatives had more
nasal allergies and diabetes mellitus, with trends toward more candidiasis,
nasal polyps, and epilepsy, but not depression, anxiety, panic disorder, or
substance abuse (Bell etal. 1995a). Notably, 27.3 percent of chemically sen-
sitive government workers (Baldwin et al. 1995) reported family histories of
heart disease (p = 0.04).

In most of her surveys, Bell (1994) found that chemically intolerant
groups (but not MCS patients) registered more shyness on standardized
scales than did comparison groups. The trait of shyness is thought to reflect
inherited, neurobiologically based hyperreactivity to novel stimuli or envi-
ronments. Notably, there is an animal model for shyness that involves par-
tial limbic kindling (Adamec 1990). Additionally, one variable that predicts
sensitizability 1o drugs (time-dependent sensitization) is hyperreactivity to
novel physical environments (Hooks et al. 1992). Available data do not per-
mit differentiating between shyness as a cause, an effect, or a correlate of
chemical intolerance. It is also unclear why MCS patients studied thus far
have not manifested shyness, but perhaps only those who are not shy
respond to questionnaire surveys and newspaper ads. Another possibility is
that the shy people with chemical intolerance have lifelong problems, not
necessarily initiated by an identifiable chemical exposure {see Fiedler et al.
1996b).

In summary, Bell’s surveys of large numbers of chemically intolerant col-
lege students and retired persons, without the biases of litigation or a sick
role, reveal striking similarities to MCS patients, suggesting shared neuro-
behavioral dysfunction.

Cullen et al. {1992) at the Yale Occupational and Environmental Clinic
in New Haven, Connecticut, and Lax and Henneberger (1995) at the
Central New York Occupational Health Clinical Center in Syracuse com-
pared their MCS patients with other patients from their occupational
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health practices. In New Haven, MCS patients represented approximately
1.8 percent (49/2,759) of the clinic population, whereas in Syracuse, 5.8
percent {35/605) fit an MCS case definition, proportionately over three
times as many. Patient selection and referral biases are a possible explana-
tion for this difference: the Yale group applies the Cullen criteria for MCS
and discourages referrals for MCS patients who live outside the Connect-
icut area. Both MCS samples were predominantly female and in the mid-
dle age ranges. Solvents and indoor air pollutants were the most frequent
workplace exposures implicated by MCS patients in both clinics. A rela-
tively small percentage of the MCS patients seen in New Haven (22 per-
cent) and Syracuse (26 percent) worked in traditional high-exposure
industries (i.e., mining, construction, and manufacturing). Approximately
twice as many MCS patients in the Syracuse clinic (40 percent) were em-
ployed in service industries compared with other patients visiting that clin-
ic. Likewise, 46 percent of the New Haven MCS patients came from the ser-
vice industries—almost all from education and health care—compared
with only 5 percent of the other patients.

Lax and Henneberger suggest that the predominance of women in the
MCS group (80 percent versus 25 percent of their other patients) could
reflect differences in cultural permission to express illness, segregation of
women into unique exposure environments (€.g., secretaries in a sick build-
ing confined to their workstations), or biological differences in responses to
exposures. Cullen et al. also found that 68 percent of Yale MCS patients were
women versus 18 percent of their general clinic population. The findings
by both clinics of a relatively low percentage of MCS cases coming from
traditionally hazardous occupations and a high percentage from service
industries warrants further exploration. Lax and Henneberger muse that
possible explanations might include: the “healthy worker” selection effect,
whereby workers who felt ill from some exposures would tend to leave an
industry (or never enter it in the first place)}, preferring jobs involving less
contact with chemicals; gender segregation resulting from the traditional
exclusion of women from mining, construction, and other high-exposure
jobs; and/or effects of unique exposures such as low-level, repeated expo-
sure to complex mixtures of indoor air pollutants, a finding that would sug-
gest reconsideration of current notions of safe and hazardous work.

Exposure Challenge Studies

Little scientific data is available concerning the responses of MCS patients
to chemical challenges. Few controlled studies and no adequately designed
studies involving provocative challenges have been conducted despite the
fact that clinicians and researchers who have participated in federally spon-
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sored conferences on MCS have deemed such studies both essential and
urgently needed. The few human challenge studies that have been con-
ducted and their limitations are discussed in this section.

Leznoff (1993, 1997) performed single, unblinded challenges in 20
patients with self-reported MCS using test agents tailored to each patient,
for example, perfume, cigarette smoke, hairspray, or detergent. Ten of 15
MCS patients who had reported breathlessness and lightheadedness with
their exposures experienced symptoms with challenges. No changes in pul-
monary function measures were observed. Because these patients’ pCO,
(blood level of CO,) fell and pO, (blood level of O,) rose postchallenge,
the authors thought that these individuals were most likely suffering from
hyperveniilation and chemophobia. Five other patients with similar com-
plaints had neither symptoms nor changes in pCQO, or pO,. Chemical chal-
lenges were also performed in five MCS patients with throat-related symp-
toms, but none experienced symptoms, and no changes were seen with
laryngoscopy. Because challenges were not blinded, it is difficult to know
whether the breathlessness, lightheadedness, and hyperventiliation in 10
of the 20 patients studied were caused by chemical exposure or anxiety.

Staudenmayer et al. (1993a) performed 145 double.blind, placebocon-
trolled chemical challenges on 20 MCS patients evaluated in their private
practice in Colorado between 1985 and 1988. Challenges were conducted
in an exposure chamber equipped with HEPA flters for particle removal
and activated charcoal and other chemical sorbents for VOC removal. Active
agents included formaldehyde, natural gas, cleaners, combusted kerosene,
fuel cil, trichloroethane, trichloroethylene, Freon, denatured alcohol,
printer's ink, oil paint, and an unspecified insecticide. The exposure dura-
tion (15 minutes to 2 hours) and challenge chemicals were selected accord-
ing to each patient’s history. Prior to entry into the study, patients had to
demonstrate that they did not react during a single-blind control challenge
using an olfactory masking agent such as peppermint, cinnamon, or anise.

A chemical challenge was considered positive if (1) any objective sign
was observed such as decreased pulmonary function tests or hives, (2) the
patient reported a response to the active agent, or (3) a symptom-rating
increased from none or mild to moderate or severe. The authors found
that “[t]hese 20 patients did not demonstrate response patterns consistent
with their presenting symptoms of chemical intolerance nor did they show
signs of toxicity, other than those associated with the irritant mucous mem-
brane responses seen in normal individuals.”

The authors did not indicate how many of the patients were referred for
evaluation for purposes of workers’ compensation or litigation, how many
had histories of a well-defined initiating chemical exposure event, or how
many were referred because of psychiatric problems. Referral biases may
greatly affect the makeup of an MCS study population. For example, one
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investigation found that only one-fourth of MCS patients whose illness
began after an identifiable exposure fulfilled criteria for a major psychiatric
disorder, whereas two-thirds of MCS patients who recalled no specific initi-
ating exposure met such criteria (Fiedler et al. 1996b). Given that Dr.
Staudenmayer is a psychologist and frequent defense expert witness whose
views that MCS is psychogenic have been widely published, it would not be
surprising if his study population, drawn from his practice, reflected a selec-
tion bias.

Patients in this study were not unmasked prior to challenge; that is, no
effort was made to control exposures in the hours or days preceding a chal-
lenge. Although it admittedly requires more effort than a standard expo-
sure challenge, unmasking prior to challenge is, in our view, the single
most crucial variable that has been overlooked by most investigators in this
area. Administering chemical challenges to patients without unmasking
them first is the equivalent of giving habitual coffee drinkers a cup of cof
fee to find out whether caffeine is causing their headaches without stopping
their use of all caffeine first. (MCS patients who have sorted out their sensitiv-
ities often report caffeine stimulatory and withdrawal symptoms, making
this analogy particularly apt.)

Other experimental design considerations not addressed in this paper
include the possibility that exposure to VOCs revolatilized from charcoal or
other sorbents used to clean the air in the chamber could have caused false
positive responses to sham exposures. Further, many MCS patients report
symptoms due to various types of charcoal (wood, ceconut) used in respi-
rators and air purifiers they have purchased. Another concern is this study’s
reliance upon masking agents rather than below-odor-threshold challenges
to accomplish blinding. Kay (1996) found that rats given olfactory chal-
lenges with mint, a trigeminal stimulant and one of the masking odorants
used in this study by Staudenmayer et al., exhibited narrow band, high
amplitude oscillations in the limbic region. This disruption of electrophys-
iological activity in the rats was not as severe or petsistent as for toluene
exposure, but if MCS were in fact due to limbic dysfunction, the use of a
mint masking agent (and perhaps other odorant maskers) in challenge stud-
ies could result in false positive responses. Further, if responses were due to
limbic sensitization, repeated exposures to a masking agent conceivably
might lead to sensitization to that agent (see later section in this chapter on
“Mechanisms: Olfactory-Limbic Sensitization”). Thus, an initial challenge to
a masking agent could be negative, yet subsequent challenges might result
in symptomatic responses. Another problem with this study is that open,
unblinded challenges using the active agents of interest do not appear to
have been conducted prior to blinded challenges. The purpose of such
open challenges would be to ensure that when a sufficient amount of the
active agent is administered, the patient does in fact report symptoms. If the
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concentration is too low or if the patient has been avoiding that agent for a
long time (e.g., months), the active agent might not precipitate symptoms.
In the latter case, a waning of sensitivity might have occurred. Hence the
importance of an initial, unblinded active challenge in which the patient
agrees that the investigator has adequately replicated the exposure of con-
cern. Failure to do so is likely to result in false negative responses (no
response to active agent). It is telling that 20 percent of the patients in the
study by Staudenmayer et al. had exclusively true negative and false nega-
tive responses (i.e., no true positives or false positives). These occurred in
cases 2, 7, 8, and 19, who underwent ten, eight, eight, and five individual
chemical challenges, respectively. If these patients’ responses were entirely
random and unrelated to exposure, as these authors suggest, then the
chances of so many patients showing no true positive responses and no false
positive responses would be slim. Yet this is precisely what these authors
report: these four patients never experienced symptoms with sham expo-
sures (which is the correct response), but the active agent never provoked
symptoms either {(which is not the correct response). A likely explanation
for so many false negative findings is that the concentrations of the active
agents were too low to evoke symptoms. This is a major flaw the investiga-
tors could have overcome by conducting open challenges with active agents
first. Unfortunately, the reader cannot tell from the paper which active sub-
stances and which placebos were used to challenge which patients, nor the
concentrations used and how they were chosen. Likewise, it is unclear how
the investigators generated certain exposures quantitatively and repro-
ducibily, for example, combusted kerosene and “chemically contaminated
dust.” There are numerous pitfalls in attempting to generate reproducible
concentrations of complex mixtures. This paper lacks requisite experimen-
tal details as to how such exposures were achieved or measured.

Another paper by Staudenmayer et al. (1993b), entitled “Adult Sequelae
of Childhood Abuse Presenting as Environmental Illness,” provides a
detailed description of a 45-year-old woman whom they challenged in their
chamber using this same protocol. With exposure to peppermint masking
agent, she reported reproduction of her presenting symptoms, particular-
ly tremors, weakness, and speech problems, “which were quite remarkable
to the blinded observer.” They then explained to the patient that anticipa-
tion may result in such symptoms and signs. Next, a double-blind sham
challenge was performed at an unspecified interval following the first chal-
lenge {raising questions about possible masking), and the patient had no
symptoms this time. However, when the same sham challenge was repeated
(again after an unspecified interval), the patient’s symptoms recurred. The
authors deemed that further testing, using active substances, was not
appropriate. The authors reveal that the patient underwent two years of
psychotherapy during which repressed memories of physical and sexual
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abuse emerged. Notably, on one occasion, her father had forced her to
ingest chemicals used in photographic processing, resulting in nausea,
vomiting, and severe gastrointestinal irritation, resembling her presenting
symptoms. After she spent several months in therapy, a diagnosis of multi-
ple personality disorder was made. The authors note that although she now
can tolerate workplace chemicals, “the psychologic sequelae of childhood
abuse have not resolved so quickly. Long-term psychotherapy will be
required.” The paper fails to state what symptoms remain {depression?
fatigue? headaches? irritability?). Many MCS patients in a masked state say
that they lose their awareness of chemical triggers and experience symp-
toms such as depression, anxiety, fatigue, confusion, and other psychologi-
cal symptoms. Thus, at the conclusion of this paper, it remains unclear to
the reader whether this patient was in fact helped medically and to what
extent she may have been chemically sensitive.

Even if this particular patient’s responses to chemicals were wholly psy-
chological, such an observation in one patient cannot be extrapolated to
all MCS patients. What if chemicals, other stressors, and genetics each con-
tributed to limbic sensitization, but in varying proportions depending
upon the patients and their exposure histories? Then physicians would
need to view each patient individually, just as they view patients complain-
ing of back pain or headaches individually. Evologies for these conditions
can be wholly physical, wholly psychological, or varying combinations of
the two.

To date, few exposure studies involving MCS patients have been con-
ducted. Flaws in these studies (as described above) include: failure to
ensure that patients are at baseline (unmasked) prior to challenge; failure
to demonstrate that relevant active challenge substances at relevant con-
centrations are used; failure to demonstrate that masking agents, filter
media, and/or other incidental exposures do not provoke symptoms; fail-
ure to consider effects of spacing challenges too closely together (causing
acclimatization or habituation}; referral biases affecting the makeup of the
study population; and failure to provide essential methodologic details in
papers.

Using topographic electroencephalography (19 channels of EEG),
Schwartz et al. (1994) studied the responses of college students and the
elderly to various olfactory stimuli. In one experiment, college students
were assigned to four categories—high cacosmia (chemical intolerance)
and high depression; low cacosmia and low depression; low cacosmia and
high depression; or high cacosmia and low depression—based on scores on
scales measuring cacosmia and depression. Cacosmic subjects, indepen-
dent of depression, had greater decreases in low frequency alpha (8-10
Hz) and greater increases in low frequency beta (12-16 Hz) to the odorless
solvent propylene glycol, compared to an empty control bottle. Decreased
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alpha is a nonspecific indicator of nervous system arousal. The increases
observed in the cacosmic students’ EEG beta may be parallel to those seen
in rodent inhalant challenges to toluene (Kay 1996) and to the increases in
EEG beta observed in organophosphate pesticide-poisoned individuals a
year or more following their exposure (Duffy et al. 1979) and in organo-
phosphate-exposed primates {Burchfiel and Duffy 1982),

Biomarkers

In the past decade, much attention has been given to the use of biomark-
ers as indicators of chemical exposure, host susceptibility, and effects of
occupational and environmental disease (Ashford et al. 1990). Biomarkers
are seen as a potentially useful adjunct to epidemiology and toxicology for
MCS and other conditions characterized by idiosyncratic response {(Cullen
and Redlich 1995). Biomarkers may also provide a means by which disease
mechanisms might be better understood.

Acceptance of chemical sensitivity as a bona fide medical illness has been
hampered by, among other things, the lack of a diagnostic laboratory mark-
er for the condition (Ashford et al. 1995; Cullen and Redlich 1995). Other
illnesses such as fibromyalgia and chronic fatigue syndrome share the same
difficuity. In the United States, up to now most clinical studies of MCS
patients have focused on markers of immunological, neurological, inflam-
matory, and psychological responses tested in the absence of a chemical
challenge.

To date, neuropsychological testing of MCS patients done in the absence
of chemical provocation has not objectively confirmed their cognitive com-
plaints. Fiedler et al. (1992) initially found performance decrements on the
California Verbal Learning Test (CVLT) in 6 of 11 MCS patients they tested
who had no premorbid psychiatric diagnoses. After repetition of the CVLT
world list (five learning trials), recall and the slope of the learning curve for
MCS patients did not differ from those of controls. Thus, only initial learn-
ing appears to have been hampered. There were no differences between
groups with retesting after a 30-minute delay (Fiedler et al. 1994). On the
other hand, a comparison of MCS patients and normal controls on the
Continuous Visual Memory Task, a complex signal detection task, suggest-
ed that MCS patients may be less able to recognize nontarget designs
(Fiedler et al. 1994, 1996b). Bell et al. (1996b) found decreased perfor-
mance on a computerized visual divided attention task in active retired
adults who rated themselves as chemically intolerant. Although these find-
ings involved a community sample rather than MCS patients, similar tests
may have utility in future studies of MCS patients.

Clinical ecologists, a few other physicians in the private sector, and some
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commercial laboratories have reported alterations in a number of parame-
ters in MCS patients, including T- and B-lymphocyte counts; helper/sup-
pressor Tcell ratios; immunoglobulin levels; autoimmune antibodies
(including anti-nuclear, anti-smooth muscle, anti-thyroid, anti-parietal cell,
and other auto-antibodies); activated T-lymphocytes (Tal or CD-26); quan-
titative EEGs; evoked potentials; SPECT and other brain scans; levels of var-
ious vitamins, minerals, amino acids, and detoxification enzymes; and
blood or tissue levels of pesticides, solvents, and other “pollutants” (Miller
1994a). Flaws in these studies are varied, including: failure to define the
study population (no case definition used); failure to compare cases with
age- and gender-matched controls; failure to blind specimens; and failure
to assess the accuracy and the reproducibility of the test method. For these
reasons, results of such studies have been viewed with considerable skepti-
cism by regulatory agencies and academic researchers (Miller 1994a;
Kreutzer and Neutra 1996).

Some MCS investigators claim that different immunological abnormali-
ties occur in different patients [for a review of the evidence, see the earlier
discussion in this book and Miller (1994a)]. However, if enough tests are
done, statistically a certain number will be expected to be abnormal (one
in 20 in the case of a 95 percent confidence interval). This is not always
appreciated. With regard to claims of immunological dysfunction, to date
no consistently abnormal immunological parameter has been demonstrat-
ed in these patients.

There are a number of reasons for a biomarker for chemical sensitivity
to be elusive:

1. If chemical sensitivity in fact were to involve alterations in brain or lim-
bic function, then salient markers might not be accessible with current
technology. For example, biochemical alterations in the central ner-
vous system may not be reflected in blood chemistry determinations.
Conceivably, advances in functional brain imaging (including SPECT
and PET) someday may provide insight into blood flow or metabolic
changes that correlate with symptoms (see discussion below).

2. Biomarkers of interest may be in normal ranges while patients are at
baseline, under nonexposure conditions. Provocative chemical chal-
lenges with pre- and post-exposure measurement of markers may be
necessary to distinguish between patients and normal controls. Just as
methacholine challenges are needed to diagnose certain patients with
reactive airways disease, it may be necessary to perform low-level chem-
ical challenges with chemically sensitive patients in order to elicit their
symptoms and observe a change in a biomarker.
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3. Patients may need to be deadapted or unmasked prior to challenge in
order for investigators to see the most robust symptoms and changes
in biomarkers.

Also, the fact that no consistently abnormal immunological marker has
been found in these individuals does not necessarily mean that the
immune system is unaffected. It is conceivable that chemically induced lim-
bic/hypothalamic disturbances could alter immune function secondarily
but in unpredictable directions, or in ways that vary from person to person.
The importance of undertaking longitudinal studies of biomarkers, rather
than a single “snapshot,” has been emphasized (Heuser 1992). Specific
immune cell subsets or cytokines not yet explored in these patients may
prove significant in the future.

In the United States, provocative challenge tests performed on chemi-
cally sensitive patients (Doty et al. 1988) revealed that patients manifested
decreased nasal patency relative to controls, both before and after chal-
lenge. In Scandinavia, researchers have also studied nasal mucosal swelling
and reactivity among hyperreactive patients and found positive results
(Hallén and Juto 1992; Ohm and Juto 1993; Falk 1994). Similar low-level
chemical challenge studies that examine other parameters of interest are
needed, for examples, immunological, neurological, and endocrinclogical
markers.

Supported by a grant from ATSDR, the Environmental Health
Investigations Branch (EHIB) of the California Department of Health
Services convened an advisory group to develop empirical approaches for
the study of MCS patients in various settings (Kreutzer and Neutra 1996).
EHIB cataloged laboratory diagnostic tests previously used in MCS studies
in North America (see Appendix B). Agreeing that there is no currently
recognized laboratory biomarker for MCS, the advisory group discussed
possible laboratory and clinical diagnostic tests (including immunological
tests), psychological tests, and neurobehavioral tests for studying chemical-
ly exposed populations for possible development of MCS. Little enthusiasm
was expressed for the inclusion of PET scans, SPECT scans, and MRI brain
studies in a community research protocol. Notwithstanding, some practi-
tioners who see individual patients are enthusiastic about the techniques
(Heuser et al. 1992, 1994). Others are concerned that there are insufficient
data to support the use of brainscans of any type for diagnosing MCS
{Mayberg 1994).

In other sections we discuss various diagnostic tests investigators have
used in an attempt to measure objectively symptoms reported by MCS
patients, including changes in vision and pupillary responses to light, nasal
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resistance, pulmonary function, nasal cytology, porphyrins, and responses
on neuropsychological tests. Appendix B is a compilation of laboratory and
clinical tests that have been used in studies of chemically sensitive patients.
Although such markers help quantify certain aspects of the condition, they
should be distinguished from a biomarker that is much more specific for
the condition, for example, a finding of HIV antibodies in AIDS patients,
increased immunoglobulin E for ragweed in patients allergic to ragweed,
or specific autocantibodies in a connective tissue disease. It is worth noting
that if MCS in fact represents a general class of chemically triggered ill-
nesses, analogous to the general class of infectious diseases, there may be
no single specific biomarker for it, but rather a host of specific biomarkers
{analogous to individual types of bacteria, viruses, and other infectious
agents) whose identities currently elude us.

Further, if chemical sensitivity is a class of diseases rather than a single
disease, applying diagnostic tests—such as those focusing on the immune
system—on a population-wide basis should not be expected to yield partic-
ularly useful resuits unless appropriate stratification of the study popula-
tion into subsets is achieved. Still better would be the application of diag-
nostic tests in event- or exposure-driven studies, such as following groups
exposed to a chemical spill, a recently remodeled building, or a new chem-
ical introduced into a particular workplace (see the discussion of epidemi-
clogic approaches in Chapter 10),

An example of an exposure-driven investigation is provided in a study of
38 individuals in 10 families exposed to pentachlorophenol (PCP) in man-
ufacturertreated log houses (McConnachie and Zahalsky 1991). The
authors observed:

Comparison of subjects with controls revealed that the exposed individu-
als had activated T-cells, autoimmunity, functional immunosuppression,
and B-cell dyscegulation . . . . Even though this study was designed to char-
acterize alterations in lymphocyte phenotypes and functions, extensive
interviews with family members cevealed that all subjects had experienced
an excessive incidence and persistence of cold and flu-like illnesses. Two
individuals became asthmatic during the exposure. Also, there were
numerous complaints of nausea, vertigo, allergies (in children), skin rash-
es, and headache . . . . Collectively, these findings support a clinical basis
for the immunological tests that were performed.

As mentioned earlier, PCP is the chemical that has been the major focus of
“wood preservative syndrome” in Germany (Schimmelpfennig 1994) and
was the subject of a lawsuit there. Patients with wood preservative syndrome
often report the same intolerances and multisystem symptoms that MCS
patients report (Ashford et al. 1995).
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Another study {Dayal et al. 1995) demonstrates the value of community-
based evaluations for uncovering differences between exposed and unex-
posed populatons. Two sites on the Superfund National Priority List in
Texas with different chemical exposures, including heavy metals, aromatic
hydrocarbons, polychlorinated biphenyls, halogenated ethanes and ethyl-
enes, and heptachlor, were investigated:

The prevalence of 29 symptoms reported by 321 individuals who had been
highly exposed was compared with symptoms reported by a group of 351
persons from the same community who had limited exposure. A mean-
ingful difference between the two groups emerged for some of the symp-
toms, the mast notable of which symptoms were neurologic. Almost twice
as many subjects in the high-exposure group reported five or more neu-
rological symptoms, compared with the low-exposure group. This excess
of neurological symptoms is consistent with the known toxic properties of
the chemicals at the sites.

A similar approach would be useful for investigating MCS among members
of a community following a chemical spill or release. In the study just
described, if neurophysiological tests had also been conducted on the sub-
ject and control populations as some have recommended (Kilburn 1996),
it might have been possible to correlate “subjective” symptoms with more
objective findings.

The use of brain imaging in characterizing patients following chemical
exposures is receiving increasing attention. Heuser et al. 1994 described 41
patients exposed to neurotoxic chemicals, concluding that compared to
controls:

... patents exposed to chemicals present with diminished [cerebral
blood flow], worse in the right hemisphere {in right-handed subjects],
with random presentation of areas of hypoperfusion, more prevalent in
the dorsal frontal and parietal lobes. These findings are significandy dif-
ferent from findings in patients with chronic fatigue and depression, sug-
gesting primary cortical effect, possibly due to a vasculitis process.

Heuser observed that significant impairment of brain function may persist
for years after exposure to neurotoxic chemicals has ceased. Callender
reported abnormal SPECT scans in 33 patients (without controls) follow-
ing occupational exposure to neurotoxins. Lesions in exposed patients
noted on SPECT/PET scans were reported to correlate well with clinical
presentations and neuropsychological testing (Callender et al. 1993).
Simon et al. (1994) report brain imaging abnormalities in a group of six
ill Gulf War veterans. A group of 40 “neurotoxic subjects” and 3 “clinically
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toxic subjects with silicone breast implants™ also was investigated using
SPECT (Simon et al. 1992). Diffuse cortical defects were not seen in nor-
mal subjects or depressed control subjects, but were reported in all breast
implant subjects and 35 of the 40 neurotoxic subjects.

A physician in Germany (Fabig 1988) performed SPECT scans on 74
wood-preservative-exposed persons and 41 unexposed persons, all com-
plaining of CNS symptoms such as headaches, dizziness, inability to con-
centrate, and depression. He reported decreased cerebral blood circulation
in the forebrains of persons exposed to wood preservatives, corresponding
in severity to the duration of their exposure. The results are considered con-
troversial because of the nonspecificity of SPECT scans (Diisseldorf 1990).
Since the original investigation, additional persons have been scanned,
bringing the totals to 139 wood-preservative—exposed persons and 214 unex-
posed persons, with similar findings reported (Fabig 1994).

Mayberg (1994) has written a thoughtful critique of the role of SPECT
scans in multiple chemical sensitivity. She argues that;

[wlhile [research studies using SPECT and PET scans] remain extremely
important for identifying previously unrecognized brain abnormalities
and potential disease mechanisms . . . , their utility in the management of
individual patients is still far from clear.

An enthusiastic but cautious attitude . . . seems appropriate in evaluating
preliminary SPECT scan findings in patients with toxic exposures, chronic
fatigue syndrome, and presumed multiple chemical sensitivity. .. .

Controlled studies of well characterized patients selected using stan-
dardized clinical criteria are clearly needed. Appropriate comparison
groups are also required. Subjects with similar exposure histories but with-
out subjective complaints may be a more credible contrel population than
age-, sex-, educationally, or sociceconomically matched subjects . . ..

While the standard approach has been to measure patients in a basal
resting state, it can reasonably be argued that optimal results will be
obtained if patients are “challenged” to reproduce their clinical symp-
toms.

Although brain imaging may never be used in community-based epi-
demiological studies, it may have value in correlating subjective reports of
symptoms and performance on neurobehavioral tests with brain scan find-
ings before and after chemical challenges in studies of individuals, for
example, in an environmental medical unit.

Overlaps with Other Ilnesses

Fatigue is consistently one of the most prominent complaints of MCS
patients, who frequently acquire a diagnosis of chronic fatigue syndrome
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during their medical odyssey. Miller (1996a) found that 68 percent of MCS
patients who became ill following exposure to a cholinesterase-inhibiting
pesticide, 52 percent of MCS patients who became ill during remodeling of
a building, and 78 percent of sick Persian Gulf War veterans seen at a ter-
tiary referral center, but only 3 percent of controls reported severe fatigue
(scored as “3” on a (=3 scale).

Buchwald and Garrity (1994) explored similarities and differences
among 30 patients diagnosed with chronic fatigue syndrome, 30 with
fibromyalgia, and 30 with MCS. Patients with either chronic fatigue syn-
drome or fibromyalgia frequently reported symptoms consistent with MCS.
All three groups were remarkably similar in demographic characteristics
and the presence of specific symptoms: Some 60 to 90 percent were female,
mean ages ranged from 41 to 44 years, and the mean years of education
were 14.7 to 14.9. Not surprisingly, 87 to 97 percent of the MCS patients
reported sensitivities to each of four exposure types: air pollution/exhaust,
cigarette smoke, gas/paint/solvent fumes, and/or perfumes. Likewise, 53
to 67 percent of patients with chronic fatigue syndrome and 47 to 67 per-
cemt of patients with fibromyalgia also reported adverse effects when
exposed to these substances. Over 80 percent of the fibromyalgia and MCS
patients met the major criteria for chronic fatigue syndrome (Centers for
Disease Control and Prevention), whereas 70 percent and 30 percent,
respectively, fulfilled the full case definition. More than 75 percent of
chronic fatigue syndrome and MCS patients reported musculoskeletal
symptoms characteristic of fibromyalgia such as weakness, arthralgias, and
myalgias. Nearly two-thirds of the patients in each group reported cognitive
difficulties as one of the most frustrating aspects of their illness. The inves-
tigators mused: “Despite their different diagnostic labels, existing data,
though limited, suggest that these illnesses may be similar, if not identical,
conditions . . . . In fact, the diagnosis assigned to patients with one of these
illnesses may depend more on their chief complaint and the type of physi-
cian making the diagnosis than on the actual illness process.”

In 1994, a group of chronic fatigue investigators met in order to exam-
ine and update the chronic fatigue syndrome working case definition that
had been published in 1988. They modified the definition so as to make it
less restrictive (Fukuda 1994). According to the new definition, fatigue of
six-months duration or longer continues to be the central criterion, but the
requisite number of chronic symptoms was decreased from eight (out of a
list of eleven symptoms) to four out of the following eight symptoms:
impaired short-tertn memory or concentration, sore throat, tender cervical
or axillary lymph nodes, muscle pain, multijoint pain, new headaches,
unrefreshing sleep, and postexertional malaise. The group’s findings
specifically mention MCS, stating that MCS patients are not to be excluded
from a diagnosis of chronic fatigue syndrome because, like fibromyalgia,
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anxiety disorders, somatoform disorders, depression, and neurasthenia,
MCS is “defined primarily by symptoms that cannot be confirmed by diag-
nostic laboratory tests.”

Fiedler et al. (1996b) compared 23 chemically sensitive patients whose
illness reportedly began following a defined exposure (MCS), 138 chemi-
cally sensitive patients with no specific time of onset (CS), 18 chronic
fatigue syndrome (CFS) patients, and 18 normal controls. Although MCS,
CS, and CFS patients had significantly higher rates of current psychiatric
disorders and unexplained symptoms than controls, 74 percent of the MCS
and 61 percent of the CFS patients did not meet criteria for any major
(Axis I) psychiatric disorder, but 69 percent of the CS patients did. In other
words, only one-fourth of MCS patients whose illness began after a partic-
ular exposure met criteria for a major psychiatric disorder, whereas two-
thirds of MCS patients who recalled no specific initiating event met criteria
for a major psychiatric disorder. This latter finding underscores the impor-
tance of exposure-driven studies for obtaining more homogeneous study
populations. There were no significant differences between any of the
groups on neuropsychological testing except for one complex visual mem-
ory task. Thus, standardized neuropsychological tests did not objectively
verify the cognitive difficulties reported by MCS, CS, and CFS patients. The
authors acknowledged that no chemical exposure challenges were admin-
istered prior to cognitive testing and that this may have led to their nega-
tive cognitive findings. In future studies of persons with MCS, exposure
challenges will be essential. MCS patients clearly state that their cognitive
and mood symptoms occur with exposures. Testing patients for chemical
sensitivity without exposing them to chemicals may be analogous to evalu-
ating patients for exercise-induced angina without a treadmill test.

A team of Australian researchers (Dunstan et al. 1995) compared serum
organochlorine levels in 22 chronic fatigue syndrome (CFS) patients, 17
patients with CFS-like symptoms and a history of exposure to toxic chemi-
cals, and 34 matched non-CFS controis. DDE (a product of DDT metabo-
lism) and hexachlorobenzene (HCB) comprised 90 percent of total
organochlorines measured in each of the three groups. Detectable HCB
{> 2.0 ppb) was present in the sera of 45 percent of CFS patients (p < 0.05)
and 47 percent of the toxic exposure group (not statistically significant),
but only 21 percent of controls. The CFS group also had significantly high-
er mean total organochlorine and DDE levels compared to controls.
Although total organochlorines and DDE were also higher in the toxic
exposure group than in controls, the differences were not statistically sig-
nificant. Notably, three CFS patients with the highest organochlorine levels
{greater than 30 ppb) also reported hypersensitivity to chemicals. The
authors concluded that “The results of this preliminary investigation—that
levels of recalcitrant organochlorines are higher in CFS patients compared
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with controls, and that serum organochlorine concentrations in CFS
patients with and without a history of toxic chemical exposure are not sig-
nificantly different—suggest that these chemicals may have an etiological
role in chronic fatigue syndrome ... ."

Chronic neuropsychological syraptoms resembling those in MCS have
been reported in British sheep dippers exposed to organophosphate pesti-
cides (Monk 1996; Sharp 1986). Chaudhuri et al. 1997 compared ten indi-
viduals with well-documented chronic exposure to organophosphate pesti-
cides, who suffered from incapacitating fatigue, with ten healthy controls
with no known exposure to organophosphates. Five of the pesticide-
exposed subjects had increased liver function tests, and two had developed
non-Hodgkin’s lymphoma. Neuroendocrine responses for pesticide-
exposed individuals were similar to those of chronic fatigue syndrome
patients in several respects: increased prolactin release following buspirone
administration, increased growth hormone release one hour after pyri-
dostigmine administration; and reduced growth hormone suppression
after dexamethasone. The authors surmise that the clinical similarities
between chronic fatigue syndrome and chronic illness following
organophosphate exposure, coupled with their similar neuroendocrine
responses, suggest that the two conditions share a common pathogenesis.

While evaluating persons affected in three apparent outbreaks of sick
building syndrome (SBS) in the United States, Chester and Levine (1994)
found that from 1@ percent to 90 percent of individuals in the buildings
developed persistent health problems reminiscent of chronic fatigue syn-
drome {CFS}. The authors noted that “the agents responsible for the tra-
ditional symptoms of SBS may also trigger CFS” and that “CFS can occur in
the setting of SBS.” The highest attack rate occurred in nine of ten
California high school teachers, all of whom used a single small conference
room and sequentially became ill. There was ne fresh air supply to the con-
ference room, which housed a spirit (solvent-based) duplicator machine.
Each of the nine teachers who became ill took a leave of absence, and two
retired. Eight were still sick five years later. The teacher who was unaffect-
ed had spent less time in the room than the others and often worked out-
doors. The study provides no information with respect to whether any of
the teachers developed MCSlike symptoms.

In addition t0 its major overlaps with chronic fatigue syndrome and
fibromyalgia, MCS shares features in common with asthma, especially occu-
pational asthma. As discussed in the first edition of this book, reactive air-
ways dysfunction syndrome (RADS) is an asthmalike condition that begins
following a major chemical exposure, for example, a chemical spill,
release, or fire. Thereafter, shortness of breath, wheezing, or chest tight-
ness may be triggered by low levels of many common irritants, including
cigarette smoke, fragrances, and solvents. Meggs et al. (1996a) studied 13
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workers with MCS who had been exposed to chlorine dioxide released
from a ruptured pipe five years previously. Seven of eight who underwent
pulmonary function testing showed evidence of airway obstruction and had
positive methacholine challenges. In contrast, in another study, Meggs and
Cleveland (1993) found that a group of MCS patients had normal pul-
monary function tests, In these and other papers (Meggs 1994}, the
authors reason that respiratory irritants may induce asthma and/or rhini-
tis. They label the latter condition “RUDS” for “reactive upper airways dys.
function syndrome,” hypothesizing that neurogenic inflammation caused
by chemical exposures may underlie both upper and lower airway hyper-
responsiveness. Further discussion of the role of inflammation in MCS
appears in a later section of this chapter under the heading “Mechanisms.”

Kipen et al. (1995) administered a questionnaire to 705 MCS, asthma,
and other clinic patients, inquiring about which of 122 commeon substances
caused symptoms. Total scores for 39 patients with MCS and 43 with asth-
ma were significantly higher than those of other patients surveyed, and
totals for patients with MCS were higher than those for patients with asth-
ma. Out of the 122 substances, the mean numbers (in parentheses)
endorsed as causing symptoms (by men/women) were: MCS (34/42), asth-
ma (19/38), medical clinic patients (9/12), occupational clinic referrals
{8/14), and surveillance (healthy) patients (4/7). The authors suggest that
a score of 23 or greater affords adequate sensitivity (69 percent) and speci-
ficity (89 percent) for differentiating MCS from non-MCS patients. Sixty-
nine percent of MCS patients and 54 percent of asthma patients met or
exceeded this score, whereas only 15 to 20 percent of clinic patients and 4
percent of surveillance patients met or exceeded a score of 23.

Magnitude of the Problem

How prevalent is multiple chemical sensitivity? When the first edition of
this book was published, there were no data with which to address this
question. However, in a recent telephone random digit dialing survey con-
ducted on 4,046 households throughout California, 16 percent of respon-
dents reported sensitivities to everyday chemicals, and a surprising 6.3 per-
cent answered “yes” to the question, “Have you ever been told by a doctor
that you had environmental iliness or chemical sensitivity?” (Kruetzer
1996). It may be argued that results from a California-based survey do not
fairly represent the entire nation, particularly because many clinical ecolo-
gists practice in that state. However, studies in other states suggest similar
rates. For example, 4 percent of a sample of nearly 200 retired elderly per-
sons living in Arizona reported that they had extreme chemical intoler-
ances that had been diagnosed by a physician (Bell et al. 1994b), and 3.9
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percent of over 1,000 randomly selected rural North Carolinians attested
to symptoms of chemical sensitivity that occurred daily (Meggs et al.
1996b). Although these surveys framed their questions somewhat dif
ferently, the results are remarkably close, that is, 5 percent plus or minus
1 percent.

Several large surveys suggest that between 15 percent and 34 percent
or up to one-third of Americans consider themselves especially sensitive,
allergic, or unusually sensitive to certain chemicals and chemical odors,
depending on the sample and how the question is worded. Studies of near-
ly 4,000 EPA office workers in Washington, D.C., several hundred Arizona
college students and retirees, and over 1,000 rural North Carolinians sug-
gest that one-fourth to one-third of Americans consider themselves espe-
cially sensitive to certain chemicals (Table 82). Notably, most of the par-
ticipants in these surveys who reported that certain odors made them feel
ill (i.e., people with chemical sensitivities) were neither chronically sick nor
disabled. Thus, although a sizable percentage of Americans report that cer-
tain odors make them feel sick, the majority of these people apparently are
not greatly incapacitated and thus differ substantially from MCS patients
who report suffering from their sensitivities almost daily, Whether—with
sufficient exposure—any, some, most, or all of these chemically sensitive
individuals would develop MCS (disabling multiorgan symptoms triggered
by multiple incitants} cannot be determined. In the future, consideration
should be given to incorporating key questions related to chemical, food,
and drug intolerances and any history of disabling chemical exposures inte
national health surveys.

Origins of Chemical Sensitivity
Little has changed since the first edition of this book appeared in terms of
the kinds of exposures that seem to trigger symptoms in MCS patients. Had
we rewritten this book from scratch, we might have tried to differentiate
between those exposures that appear to initiate MCS, most notably certain
pesticides and solvents (Cullen et al. 1992; Davidoff and Keye 1996; Lax
and Henneberger 1995; Miller and Mitzel 1995) and those that appear to
trigger symptoms once the illness has a foothold, for example, fragrances,
tobacco smoke, or wearing dry<cleaned clothing. In the first edition
{Chapter 3), we used the term “origins” in discussing both initiators and
triggers. Here we narrow our discussion of origins to initiators, as we now
have a clearer picture of the phenomenology of MCS. Cumulative obser-
vations by clinicians and researchers worldwide point to a two-stage
process: initiation and triggering.

Patients may accidentally, albeit unintentionally, mistake a trigger for an
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TABLE 8-2. Frequency of Chemical/Odor Sensitivity in Selected Populations

% Answering

Population n (uestion posed affirmatively

EPA office workers (EPA 3,955 Do you consider yourself 31%

1989) especially sensitive to . . .
[various indoor air cont-
aminants]?

Arizona® elderly living in 192 Do you consider yourself 34%
planned retirement especially sensitive to
community (Bell et al. certain chemicals?
1994b)

University of Arizona® 809 Do you consider yourself 28%
college students in especially sensitive to
introductory psychology certain chemicals?
class (Bell et al. 1996a)

Rural North Carolinians 1,027 Some people get sick afier 33%
(Meggs et al. 1996b) smelling chemical odors (39% of

like those of perfume, women; 24%
pesticides, fresh paint, of men)
cigarette smoke, new

carpet, or car exhaust.

Other people don’t get

sick after smelling odors

like these. Do any chemi-

cal odors make you sick?

California residents 4,046 Do you consider yourself 16%
(Kruetzer 1996)°— allergic or unusually sen-  (15-30% in
Random digit dial tele- sitive to everyday chemi- communities
phone survey cals like those in house- having

hold cleaning supplies, recently
paints, soaps, perfumes, experienced
detergents, garden a chemical
sprays, or things like spill or
thar? release)

“A haven for pollen-allergy sufferers in the past, Arizona is thought to have the highest per-

centage of atopic individuals of any state.
*Health Investigations Branch, Department of Health Services, State of California.

initiator. For example, suppose that someone whose home has been exter-
minated monthly suddenly experiences shortness of breath and confusion
while driving behind a smoky diesel truck, Subsequently, other intoler-
ances develop. To such an individual it may appear that diesel exhaust ini-
tiated the MCS, when in fact the exhaust may have been only the first
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robust trigger of the person’s symptoms. At such an early stage in our
understanding of MCS, it seems prudent to make causal attributions, espe-
cially in individual cases, only with great care. On the other hand, there is
accurmulating evidence that exposures to organophosphate pesticides,
volatile organic chemicals in sick buildings, and various sclvents may initi-
ate MCS, based upon observations by independent scientists looking at dif-
ferent groups of individuals. Near-simultaneous onset of MCS in a group of
individuals following an identifiable exposure event strongly suggests cau-
sation. Such outbreaks provide the ideal setting for exposure-driven stud-
ies that ultimately will help clarify the origins of MCS.

In recent years, we have observed a tendency to name MCS-like conditions
after suspected initiating events, for example, pentachlorophenol syn-
drome, toxic carpet syndrome, darkroom disease, and Gulf War syndrome,
or after prominent symptoms, for example, reactive airways dysfunction syn-
drome (RADS), reactive upper airways dysfunction syndrome (RUDS),
chronic fatigue syndrome, and fibromyalgia. This reductionist approach
helps foster a belief that each of these named entities is a distinct and iso-
lated syndrome. This may cloak a larger view—that is, an underlying, unify-
ing mechanism, for example, that some people lose tolerance following cer-
tain chemical exposures, and that thereafter their symptoms are triggered
(and their illness is perpetuated) by common, low-evel exposures (toxicant-
induced loss of tolerance). Mary Lamielle, founder and Director of the
National Center for Environmental Health Strategies in New Jersey, a
national nonprofit organization dedicated to finding creative solutions for
environmental health problems, lamented this trend: “Refusal to look at the
larger issue makes it impossible to understand the parts” (Lamielle 1592).

Pesticides

There are now several studies linking chronic, multisystem symptoms to
organophosphate or carbamate pesticide exposure in groups of individuals
(see the “Epidemiological Studies” section of this chapter). These agents
have been implicated in multisystem illnesses and new-onset chemical intol-
erances in pesticide-exposed casino workers (Cone and Sult 1992) and an
attorney whose home was exterminated (Rosenthal and Cameron 1991), as
well as other persons exposed to organophosphates (Sherman 1995). A
study involving nine European countries (see Chapter 7) revealed reports
of MCS-like cases following exposure to various pesticides in six countries
(Ashford et al. 1995). Sheep dippers in the United Kingdom exposed to
organophosphate pesticide report MCS-like illnesses (Monk 1996). Ina con-
trolled study, Stephens et al. (1995) compared 143 farmers exposed to
organophosphate sheep dips and an equal number of quarry workers and
found that the farmers reported more psychological symptoms and scored
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significantly worse on three of eight computer-administered psychological
tests: symbol-digit substitution, syntactic reasoning, and simple reaction
time. Although the authors did not look for chemical intolerances in these
farmers, 30 years ago, Tabershaw and Cooper (1966) described a group of
114 agricultural workers with acute organophosphate pesticide poisoning,
some of whom developed persistent, MCS-like symptoms. Three years fol-
lowing their initial acute exposure, 22 workers (19 percent) reported that
even a “whiff” of pesticide made them feel ill. Sixteen of them quit working
with pesticides for this reason, whereas six continued farmwork but avoided
pesticide exposure as much as possible. It is unknown how many of 61 work-
ers who could not be located for follow-up for this study may have left
because of chronic illness or chemical intolerance. Estimates as to what per-
centage of occupational organophosphate poisonings results in delayed or
persistent neurological and psychiatric effects include 5 percent (WHO
1990) and 4 to 9 percent (OTA 1990), although neither includes MCS in its
analysis. In 1961 Spiegelberg described persistent, multisystem symptoms
among Germans who had worked in chemical weapons (including
organophosphate nerve agent) production for the Wehrmacht during
World War II. Notably, he also described multisystem symptoms and new-
onset intolerances for alcohol, nicotine, and medications among these
workers—hallmarks of MCS—more than 30 years ago.

Recently, the U.S.E.P.A, specifically addressed MCS in its overall assess-
ment of the health impact of an organophosphate insecticide (chlorpyri-
fos) (Blondell and Dobozy 1997}. An EPA memorandum dated January 14,
1997, states “In addition to acute poisoning, chlorpyrifos and other
organophosphate insecticides have been reported to be associated with
chronic neurobehavioral effects and the reported development of sensitiv-
ity to chemicals previously tolerated which is associated with a wide variety
of symptoms.” The memorandum also discusses the controversy surround-
ing MCS. During a six-year period ending in 1990, the EPA-funded
National Pesticide Telecommunications Network received some 1,022 calls
from consumers reporting unusual sensitivity to pesticides. Chlorpyrifos
was the pesticide most frequently cited in these complaints. DowElanco,
which produces chlorpyrifos, has pledged to the EPA that it will support
further scientific studies on the health effects of chlorpyrifos; withdraw
chlorpyrifos from use in several United States markets, including indoor
broadcast flea control, indoor total release foggers, paint additives, and pet
shampoos, dips, and sprays; and improve labeling and pesticide control
operator training. In a letter to the EPA dated January 16, 1997, the
President and CEO of DowElanco clarified the proposed actions:
“However, we must state unequivocally that our proposed initiatives are not
prompted in any way by a conclusion that any current label uses create
exposures capable of causing human injury, and any attempt to portray
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them in this light would only make difficult their timely and effective
implementation.” (Hagman 1997).

Thus there is accumulating evidence dating back over several decades
linking organophosphate-type compounds with chronic illness and new-
onset intolerances in a subset of exposed persons. This unusual complaint
of new-onset chemical, food, and drug intolerances is a sentinel symptom
of MCS, one that should alert practitioners to explore possible chemical
initiators in their patients. It would be difficult to imagine that so many
people with prior identifiable chemical exposures weuld invent such
bizarre and inconvenient intolerances: many now avoid fragrances they for-
merly enjoyed, no longer drive because traffic exhaust makes them feel ill,
and have given up favorite foods such as pizza or chocolate because they
feel sick when they eat them.

Indoor Air Pollutants

Indoor air contaminants appear to be among the most potent initiators
and triggers of chemical intolerances. Complex mixtures containing low
levels of hundreds of different volatile organic chemicals occur indoors
and may have synergistic effects not currently well understood. Although
the role of indoor air pollutants in MCS was discussed in detail in the first
edition, two specific areas require further attention: X-ray developing
chemicals, including glutaraldehyde, and new carpet.

A growing number of radiologic technicians and some radiologists have
reported onset of MCS-like illnesses, sometimes referred to as “darkroom
disease” or “processing room fever,” following exposure to darkroom
film-developing and fixing chemicals, which may include glutaraldehyde,
glutathione, hydroquinone, sodium sulfite, phenol, ethynyl, ammonium
thiosulfate, diethylene glycol, potassium hydroxide, nitroindazole, sulfur
dioxide, acetic acid, and aluminum chloride or sulfate (Gordon 1987). As
early as 1978, Rea reported the case of a 38-year-old physician who experi-
enced gastrointestinal distress, urinary urgency, shortness of breath, chest
tightness, peripheral arterial spasm, and cardiac arrhythmias (premature
ventricular contractions) when exposed to X-ray developer emissions.
When the physician left the environment, his arrhythmias stopped; on at
least 20 separate occasions, reexposure was followed by recurrence of his
arrhythmia.

In X-ray film developing, small amounts of developer solution are car-
ried over to a volatile fixing solution that is kept at temperatures of 30°C or
higher. After a brief rinse, the film is fed into a hot dryer. Historically, dark-
rooms have been relegated to tiny rooms where light could be sealed out
(like closets) and where little or no fresh air vendlation was provided.
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Airborne emissions from the developer, fixing solution and hot dryer may
include glutaraldehyde, acetaldehyde, acetic acid, formaldehyde, and sul-
fur dioxide. Glutaraldehyde, a known skin sensitizer, has been used in
rapid film processing since the late 1960s to prevent the softening of the
film emulsion that occurs with the higher temperatures required. Since
that time, illnesses attributed to darkroom chemicals have increasingly
occurred, often associated with inadequate ventilation and the failure to
properly exhaust emissions outside the building {Gordon 1989).

A New Zealand survey revealed that 80 percent of affected radiographers
were women, more than 90 percent of whom exclusively used automatic
processors (Gordon 1995). One ill radiographer lamented that her great-
est battle was not with the photographic companies, health authorities, or
the medical profession, but with unaffected radiographers who displayed
indifference and antagonism. Recent technological developments in X-ray
film developing, such as closed-system mixing of chemicals and laser imag-
ing that completely eliminates the use of processing chemicals, may even-
tually supplant open chemistry film developing systems (Kuntz 1992).

Exposure to glutaraldehyde has also been implicated as causing MCS by
some medical workers exposed in clinics, laboratories, and hospitals while
performing cold-sterilization of fiberoptic instruments (e.g., broncho-
scopes, cystoscopes) and anesthetic equipment and while working in renal
dialysis units.

Carpets

In this revised edition of the book, we have intentionally emphasized the
carpet question because we think that it is among the more clearly articu-
lated, ongoing debates over the effects of low-level chemical exposures,
particularly complex mixtures, on health. The technical, political, and
philosophical issues that surround it are archetypical of those that can be
expected with other low-level exposures.

Many MCS patients report that their illness began while they were work-
ing or living in a new or remodeled office or home (Lax and Henneberger
1995; Miller and Mitzel 1995). Miller and Mitzel found that among 112 MCS
patients who attributed onset of their condition to either pesticide or
remodeling exposures, 18 percent reported new carpeting as their current,
single most troublesome exposure. Among the 75 patients who had become
ill following remodeling of their homes or workplaces, 57 percent men-
tioned new carpeting in narrative descriptions of the remodeling event.

The Carpet and Rug Institute (CRI), the trade association for the carpet
industry, estimates the market for carpet to be over 1.5 billion square yards
annually (CRI 1995). In one of its technical bulletins, CRI cites a review by
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Dr. Alan Hedge, a consultant to CRI and professor of Environmental
Analysis at Cornell University, who states that “[c]oncentrations of VOCs in
carpet emissions are substantially below any known thresholds for toxicity
effects—orders of magnitude lower than those known to produce effects—
a hundred, a thousand, ten thousand times lower than any known effects.
New carpet emissions should not create health problems for people—any
people.” (CRI 1996).

Nevertheless, health problems associated with carpet emissions were
described by Randolph in the United States as early as 1962 (Randolph
1962). In 1991, the attorneys general from 26 states petitioned the
Consumer Product Safety Commission for a health warning label on car-
pets. Since 1988, the Consumer Product Safety Commission has received
nearly 800 complaints about adverse health effects following carpet instal-
lation (Schaeffer 1996). Most recently, the rate has been 30 to 50 com-
plaints per year, with complaints increasing transiently whenever media
attention is given to this subject. Reported symptoms include fatigue, sinus
infections, muscle and joint pain, nervous system changes, respiratory dif-
ficulties, worsening asthma, rashes, and multiple chemical sensitivity.
Notably, studies of carpet and textile workers or carpet layers have revealed
an increased incidence of central nervous system problems, lymphocytic
leukemia, and testicular, ovarian, and large bowel cancers (Huebner et al.
1992; O'Brien and Decloufé 1988; Vobecky et al, 1984).

The air inside buildings or homes where new carpeting has been
installed may contain hundreds of volatile organic compounds (VOGs) at
levels far below occupational exposure limits (Fig. 3-2). New carpet
padding and adhesives also release a spectrum of VOCs indoors. Lack of
fresh outside air for dilution ventilation results in higher indoor levels of
contaminants. VOCs are more likely to pose a health problem in tightly
sealed, energy-efficient office buildings built since the mid-1970s or in
homes that typically have no provision for fresh outside make-up air other
than leakage via cracks, doors, and windows.

Air contaminants associated with use of carpet, carpet pads, and adhesives
indoors pose a challenging analytical task. Conventional chemical assays, for
example, gas chromatography (GC) or GC-mass spectrometry, may help
identify and quantify certain constituents (not all contaminants are trapped
by sampling media or detected by analytical equipment), but this approach
provides no information about potential toxicity of the VOC mixture as a
whole. Additive or synergistic toxic effects between components could
occur, but conventional assays do not provide this kind of information.

Early in the 1990s, Dr. Rosalind Anderson, who obtained her Ph.D. from
Yale University School of Medicine and now operates 2 commercial testing
laboratory (which has recently relocated from Boston to Vermont), began
testing carpet samples sent to her by persons who claimed they had become



240 Update since the First Edition

ill in their homes or offices after new carpet had been laid. For this work,
Anderson’s laboratory selected the American Society for Testing and Ma-
terial’s Standard Test Method for Estimating Sensory Irritancy of Airborne
Chemicals [ASTM designation E981-84] (ASTM 1984), a biological assay
developed for the United States Army by Dr. Yves Alarie of the University of
Pittsburgh (Anderson had been Alarie’s student). This test method has been
used to predict certain rapid-onset responses of humans who might be ex-
posed to substances like riot-control agents, volatile organic hydrocarbons,
or pesticides.

In the ASTM assay, mice are positioned in a glass exposure chamber with
only their heads exposed to the air being tested. If chemicals in the air
cause sensory irritation in the mice, a reflexive change in their breathing
pattern occurs culminating in a concentration-dependent decrease in res-
piratory rate with a characteristic pause at the beginning of expiration due
to stimulation of nerve endings in the nasal mucosa (Muller and Biack
1995). According to the ASTM protocol, 2 12 to 20 percent decrease in res-
piratory rate for at least three minutes accompanied by this characteristic
pause is considered a slight effect; a 20 to 50 percent decrease is considered
moderate, and over 50 percent, severe. If the air mixture causes pulmonary
irritation, a characteristic pause occurs at the end of expiration.

The mice used in this standardized assay are an outbred Swiss-Webster
hybrid selected for their biological variability and intermediate sensitivity
to chemical irritants. Alarie previously reported good agreement between
results obtained from this ASTM method and Threshold Limit Values set
for occupational exposures (Alarie 1973; Schaper 1993).

For testing carpet emissions, Anderson collects the test atmosphere in a
40-liter glass aquarium containing the desired (or available) amount of car-
pet. The quantity of carpet varies between 1square inch and 9-square feet,
but generally 1-square foot is used. In some experiments, the air tempera-
ture has been heated to 37°C. In other experiments, the system is never
heated. Animals breathe the test atmosphere for one hour, twice a day for
two days, a total of four hours. According to Anderson, tests with clean air
only (sham controls) have shown insignificant responses, if any.

Among 125 carpets submitted to Anderson’s laboratory for evaluation
between January 1993 and June 1994, only 10 percent showed no toxic
effects in mice (Anderson 1995). Sixty percent of the carpets were associat-
ed with three or more neurotoxic effects in at least one of the four mice. In
another series of 12 carpets submitted in 1992, 8 of the 12 samples caused
one or more deaths within 48 hours of testing. In a few cases, all four mice
died. Log dose-response curves for sensory irritation, pulmonary irritation,
neurobehavioral scores, and deaths showed a relationship between the
quantity of carpet tested and the severity of effect. Interpreting her data on
carpets, Anderson attests, “[w]e are sure that this change in rate and pattern
of breathing are predictive of the severity of the human reaction.... No
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other toxicology test has ever been so carefully compared to the human reac-
tion . ... It is our good luck that mice are somewhat less sensitive to these
irritants than are humans so that there is virtually no chance of false posi-
tives: If the mouse reacts, [some] human([s] will also.” {Anderson 1992).

In addition to the ASTM respiratory measures, Anderson uses a battery
of neurobehavioral tests, scoring the mice for paralysis, falling, body tone,
freeze, vocalization, lacrimation, bleeding, convulsions, repetitive motions,
reach reflex, tremors, gait, activity level, cyanosis, exophthalmos, twitch, -
attack, foot placement, grip strength, righting reflex, tension, responsive-
ness, piloerection, face swelling, isolation, and coma. Mice are observed for
up to 48 hours post-exposure and any deaths noted. Anderson reports that
her laboratory has conducted more than 500 tests with four mice per test
using over 300 carpets sent to her and more than a dozen carpet samples
purchased locally. Using the four endpoints of sensory irritation, pul-
monary irritation, neurobehavioral changes, and death, she observes that
“each carpet appeared to have its own mixture of toxic effects, presumably
reflecting its own complex mixture of toxic emissions” (Anderson 1995).
Carpets submitted to her laboratory for testing were not significandy dif-
ferent from purchased carpets in terms of their effects on mice, suggesting
that effects were not due to contamination of older, used carpets by clean-
ing solutions, pesticides, or other substances.

Concerned with Anderson’s findings, the EPA sought to replicate her
results independently. A double-blind collaborative study on samples from
two carpets collected by the CPSC and sent to both the EPA and Anderson
laboratories was arranged. Monsanto and DuPont conducted their own tests
on samples from the same carpets. Carpet samples for testing were selected
by CPSC from carpets previously tested by Anderson. The EPA states that
both carpets had been reported by Anderson to produce toxicity in some
test animals and death in others (Tepper et al. 1995). However, the EPA
investigators found no evidence that the carpets caused respiratory irrita-
tion, neurotoxicity, or pathology. In fact they noted as many adverse effects
in control mice as in the exposed mice, which suggested to them that the
exposure procedure itself (for example, restraining the mice) may have
caused significant health effects unrelated to carpet emissions, Similarly,
neither Monsanto nor DuPont found significant toxicity in the carpet sam-
ples. On the other hand, Anderson Laboratories reported severe respirato-
1y irritation during the carpet exposures and health effects including death
in mice during a one-week post-exposure observation period.

The EPA also characterized the chemical emissions of the test carpets.
Notably, the EPA found more than 200 VOCs emitted from carpet during
these studies, 15 percent of which were identified and confirmed, 70 per-
cent tentatively identified, and 15 percent remained unknown. Formal-
dehyde levels in the carpet chambers were 52 and 25 pg/M3, compared to
5ug/M?3 in the empty control chamber. Initially, concentrations of the more
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volatile compounds {containing less than eight carbon atoms) reached their
highest levels in the chamber. After the second exposure, concentrations of
less volatile compounds (containing more than eight carbon atoms) were
higher than previously. A confounding factor was a significant level of the
pesticide chlorpyrifos (32,000 to 45,000 ug/M? or 32 to 45 mg/M?) detect-
ed in one of the carpets.

The EPA used certified clean bottled air and humidified it to 25 percent
prior to passing it through the chamber containing the carpet, whereas
Anderson used room air with whatever water vapor was present from back-
ground sources. With regard to this, the EPA researchers state that they “do
not believe that any difference {in humidification] can account for the dis-
parate findings” (Tepper et al. 1995). The EPA states that it has conducted
numerous toxicity studies on carpet with no evidence of the adverse effects
reported by Anderson. Anderson feels that humidity may have been a cru-
cial difference between the EPA’s studies and her own, She reports that she
tried to duplicate the EPA’s humidification approach and also found no
effects in the mice. Subsequently, instead of exposing the mice to air
humidified in this manner, she passed it through a water trap before it
reached the mice. When mice were exposed to an aerosol of water vapor
collected in this way, neurological effects were again seen, suggesting that
key VOGs had been scrubbed out of the air stream by the water vapor. The
EPA says it tried this too but still found no toxicity (Tepper et al. 1995).

Yves Alarie of the University of Pitisburgh reports that he replicated
Anderson’s findings. He asserts that his is the only laboratoery that dupli-
cated her work exactly and that he found the same neurological effects she
reported. Anderson had her exposure system delivered to Alarie’s labora-
tory so that he might replicate every part of it. When Alarie tested a piece
of carpet that Anderson had previously found to cause severe neurotoxic
effects in mice, he observed the same response. Alarie, who has worked
with mice for 30 years, recalls that the behavior of the mice was “very abnor-
mal.” He says they clearly were affected. Some were even ataxic. He reports
that he videotaped their responses and reproduced the effects twice. Alarie
states he also received samples of the same carpet that CPSC sent to the
EPA and Anderson Laboratories for collaborative study. Like the EPA,
Alarie did not find toxicity in these samples. However, he says there were
several potentially crucial differences between the EPA and Anderson tests.
He recalls an industry finding that there could be as much as a ten-fold dif-
ference in VOC emissions from equalsized samples taken from the same
piece of carpet. Alarie also points out that during carpet manufacture,
styrene-butadiene “glue” is unevenly applied to the carpet backing. If the
glue does not cure or polymerize adequately, the styrene-butadiene mix-
ture may outgas for extended periods. Alarie considers the split carpet
study, “the most stupid experiment ever planned—sending people such
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different pieces of carpet and expecting them to get the same results”
(Alarie 1996). Furthermore, he recalls that the carpet was one that
Anderson had previously found to have minimal toxicity, and that the EPA
carpet emission system differed from Anderson’s.

Peer reviewers of the Anderson Laboratoties and EPA collaborative study
identified a variety of possible causes for their divergent findings. These
included: problems with blinding; differences in humidity control; the fact
that EPA sacrificed the mice after the last exposure and performed post-
mortem examinations whereas Anderson Laboratories monitored mice for
seven days post-exposure and discarded them without performing a post-
mortem examination; possible unidentified pathogens or health problems
affecting mice at Anderson Laboratories, which does not follow the same
procedures as the EPA to maintain a disease-free environment; use of Swiss-
Webster mice from different suppliers; the fact that behavioral examina-
tions on the mice were conducted after each of the four exposures at
Anderson Laboratories but only after the second and fourth exposures at
EPA; differences in restraining the animals (collar restraints, used by both
laboratories, can cause stress and injuries); variability in carpet samples
sent to the laboratories for testing; and differences in data interprecation,
Unfortunately, the cause for the disparate results was never confirmed
(U.S. Environmental Protection Agency, 1993).

Which animal testing approach provides the best gauge of potential tox-
icity in humans is still the subject of debate. In toxicology, exposing animals
to high doses of a toxic agent is considered “a necessary and valid method
of discovering possible hazards in humans” (Casarett and Doull 1996):
“Obtaining statistically valid results from such small groups of animals
requires the use of relatively large doses so that the effect will occur fre-
quently enough to be detected.” For example, detecting a serious toxic
effect, such as cancer, with a 0.01 percent incidence (representing 20,000
people in a population of 200 million, an unacceptably high number),
would require a minimum of 30,000 animals. Consequently, there is no
choice but to give large doses to relatively small numbers of animals and
extrapolate the findings, People generally are exposed to new carpet for
much longer periods than the four hours allotted in the ASTM method.
Increasing the exposure duration or raising the exposure concentration via
heating might be some ways to reasonably compensate for this difference.
As long as the carpet temperature is kept below 100°C, Alarie states, ther-
mal decomposition products are not a concern. However, the chemical com-
position of carpet emissions changes greatly between 23°C (more typical of
ambient air temperatures) and 70°C, raising questions about the practical
significance of irritation occurring in rodents at higher temperatures
(Muller and Black 1995). Anderson has responded to this concern about
heat by now working at room temperature. CPSC has proposed the testing
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of defined, synthesized mixtures of carpet VOCs at higher concentrations
in order to achieve adequate exposures (Muller and Schaeffer 1996). One
problem, however, is that such mixtures may omit key VOCs inadvertently.

Researchers at Lawrence Berkeley Laboratory have quantified VOC
emissions from several new carpets collected directly from carpet mills and
have also measured VOCs emitted by new carpet under simulated indoor
air conditions over a seven-week period (Hodgson et al. 1993). Two carpets
with styrene-butadiene rubber latex adhesive backing emitted primarily 4-
phenylcyclohexene (4-PC) and styrene. 4PC concentrations in the simu-
lated indoor air experiment ranged from 2 to 5 ppb. This compound,
which is the source of “new carpet odor,” has an olfactory threshold esti-
mated at less than 0.5 ppb. A carpet with polyvinyl chloride backing emit-
ted vinyl acetate, propanediol, and lesser amounts of formaldehyde, iso-
octane, and 2-ethyl-l-hexanol. A polyurethane-backed carpet emitted
primarily butylated hydroxytoluene (BHT). The authors note that whereas
many carpet VOCs decline rapidly during the first 24 hours after airing out
begins, some compounds like formaldehyde and 4-PC outgas more slowly
and may be more important in terms of health consequences. Other than
for formaldehyde, these authors say, “. . . little is known about the health
effects of these VOCs at low concentrations.”

The SB (styrene-butadiene) Latex Council, whose corporate members
include BASF Corporation, The Dow Chemical Company, and Goodyear
Tire and Rubber Company, states that over 90 percent of all carpets made
in the United States use styrene-butadiene latex as a bonding agent to hold
the carpet yarn and backings together (SB Latex Council 1996). Styrene-
butadiene latex is not the same as natural latex, which has been associated
with severe allergic reactions in sensitive persons, The latter, which is plant-
derived, differs chemically from SB latex.

Following a series of meetings with the EPA, known as “the Carpet
Dialogue,” the Carpet and Rug Institute developed a voluntary program
under which carpet manufacturers have sought ways to reduce emissians
from carpet. More than 50 carpet manufacturers participate in this pro-
gram. The SB Latex Council reports that SB latex manufacturers have vol-
untarily found ways to reduce 4-PC emissions from their product by more
than 60 percent since 1989. CRI (1996) reports that since the inception of
the Indoor Air Quality (IAQ) testing program, the industry overall has
reduced total VOC emissions by 20 percent and 4-PC emissions by 50 per-
cent. Currently, carpet manufacturers are permitted to affix the CRI IAQ
Carpet Testing Program label to a particular product type if a single repre-
sentative test result does not exceed specified emission criteria for total
volatile organic compounds, formaldehyde, 4-PC, and styrene. According
to CRI, formaldehyde has not been used in making carpet in more than 12
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years, but it is included in the testing battery simply to prove its absence. A
single exemplar carpet is retested quarterly to ensure that the product con-
tinues to adhere to these requirements. Critics of the program comment
that there is no indication that the testing program measures critical emis-
sions, and that a single test does not adequately represent an entire prod-
uct line.

The Carpet Testing Program label states, “Some people experience aller-
gic or flulike symptoms, headaches, or respiratory problems, which they
associate with the installation, cleaning, or removal of carpet or other inte-
rior renovation materials,” and recommends that “Persons who are allergy-
prone or sensitive to odors or chemicals should avoid the area or leave the
premises when these materials are being installed or removed.” (CRI
1994}. In addition, CRI has established a testing program for carpet adhe-
sives, Adhesive products meeting emission criteria for total VOCs,
formaldehyde, and 2-ethyl-1-hexanol may display the program’s logo.

The carpet itself is not the only potential problem—carpet adhesives and
padding also contribute to indoor air VOCs. In 1962, Randolph cautioned
that the air of living quarters could be fouled by the odors of rubber rug
pads and rubber or plastic backing of rugs or carpets. Now CPSC researchers
report detecting more than 100 VOCs, spanning a broad range of chemical
classes, from 17 carpet cushion (pad) samples they screened (Schaeffer et
al. 1996). Bonded urethane and prime urethane pads account for 90 per-
cent of combined residential and commercial markets. Synthetic fibers, rub-
berized jute, and sponge rubber cushions together represent less than 10
percent market share. As a group, the synthetic fiber padding samples
released the lowest quantities of VOCs.

For consumers, perhaps the best advice is caveat emptor (let the buyer
beware). Alarie cautions that although he has worked in inhalaton toxicol-
ogy for 36 years, he knows “nothing about” 50 percent of the roughly 200
chemicals released by new carpet. “Am I going to tell a consumer ‘Don’t
worry about it?’ No way. No one on earth can say it’s safe.” He recommends
that if some people are bothered by carpet, they should get rid of it. He says
he has advised carpet manufacturers to replace a carpet if its purchaser com-
plains about it. For consumers, he suggests using a “smell test” to determine
how irritating a carpet is prior to purchase: Place a four-bysix-inch piece of
carpet in a glass jar and seal it. After 24 hours, open the jar and sniff. If the
odor is disagreeable, then don’t buy the carpet, or air it out longer.

When carpet is manufactured, it comes out of the baking ovens, is cut,
rolled, and wrapped, thus sealing in VOCs. Purchasers can ask carpet
installers to unroll the carpet and air it out prior to installation. Adhesive
and padding are other possible sources of YOCs that should be pretested
by consumers. Adhesive may be avoided all together—most carpet can be
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nailed or tack-stripped to the floor. Alarie thinks that the carpet and rug
industry can continue to improve its quality control and put out a better
product, one that if properly cured should outgas within a few days.

Although homeowners can opt not to purchase or to remove problem
carpet, that choice is usually not available to employees working in an
office or to teachers or children in a school where carpet is to be laid. In
such situations, more sensitive individuals may be at risk but feel powerless
either to prevent carpet from being installed or to seek its removal once it
has been installed, and they develop symptoms. They may suspect that their
health problems are due to the carpet (or other remodeling exposures),
but be unable to substantiate their suspicions. If a child is involved, the par-
ents may vacillate between wanting to pull the child out of school and away
from possible harm, wondering whether the carpet truly is affecting their
child, and not wanting the school to think they are crazy. This is a dilemma
no parent should have to face. Yet many do. Consumers are understandably
confused.

To this day, it remains a mystery, even among scientists who were close to
the situation, why Anderson and Alarie found toxic effects from carpets that
EPA did not. What actually happened and why results from the various lab-
oratories differed likely never will be resolved to everyone’s satisfaction.
Notwithstanding, there remains a need for a biological assay that does cor-
relate with symptoms reported by affected consumers—an assay that uses
relevant exposure durations (more representative of human exposures and
therefore much longer than the one to four hours employed to date),
employs adequate concentrations of the VOCs generated by the carpets
{requiring careful selection of air flow, temperature and humidity), and
assesses both neurclogical and respiratory effects.

Gulf War Exposures

Otto Dix, a German painter turned machine gunner, wrote about his
impressions of World War I: “Lice, rats, barbed wire, fleas, shells, bombs,
underground caves, corpses, blood, liquor, mice, cats, artillery, filth, bul-
lets, mortars, fire, steel: That is what war is™ (Boggett 1996). In contrast, a
soldier’s description of the Persian Gulf War might be: “Sand flies, filth
flies, smoke from oil well fires, pesticides, pyridostigmine bromide, anthrax
vaccine, botulinum vaccine, depleted uranium, diesel engine exhaust,
smoky tent heaters, burning human waste, CARC paint, lindane, perme-
thrin, DEET, blowing sand, jet fuel, diesel fuel, and maybe sarin: that is
what war is.” The Guif War may have involved a greater diversity of chemi-
cal exposures than any prior war.

Nearly 700,000 United States troops were deployed to the Persian Gulf
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during Operations Desert Shield and Desert Storm between August 1990
and June 1991. Approximately 10 percent have undergone special exami-
nations by the Department of Veterans Affairs (DVA) or the Department of
Defense {DOD) because of health concerns related to their tour of duty in
the Gulf. A 1994 National Institutes of Health Technology Assessment
Workshop on the Persian Gulf Experience and Health concluded that “no
single disease or syndrome is apparent, but rather multiple illnesses with
overlapping symptoms and causes” (NIH 1994). Several studies have
demonstrated an excess of self-reported symptoms among Gulf War veter-
ans compared to nondeployed veterans of the same era (CDC 1995; Kaiser
etal. 1995).

Miller (1996b, 1996¢) reported on the first 59 consecutive Gulf veterans
seen at the DVA’s Regional Referral Center in Houston, Texas. Exposures
that the veterans said caused acute symptoms while they were in the Gulf
included: pyridostigmine bromide (a carbamate drug related to organo-
phosphate pesticides and nerve agents) used to protect against possible
nerve agent exposure (41 percent); smoke from oil well fires (17 percent);
smoke from fuel used in tent heaters (14 percent); vaccines (12 percent);
exhaust from diesel vehicles or generators (10 percent); vapors from CARC
(chemical agent resistant coating) paint applied to vehicles (9 percent);
and vapors from fuels (9 percent}. Some also reported illness after expo-
sure to pesticides, debris, or mist from SCUD missiles that exploded near-
by, water contaminated with fuel oil, smoke from burning human waste,
lindane used for delousing prisoners, and fine dust from charcoal absor-
bent used in protective clothing.

In 1996, the DOD acknowledged that chemical warfare agents had been
found in some Iraqi bunkers that were destroyed by U.S. troops. The U.S.
Army is investigating whether soldiers may have been exposed to sarin
when smoke plumes from detonated bunkers at Kamisivah drifted over
troop areas. As far as is known, these troops did not manifest classical, acute
symptoms associated with organophosphate exposure (such as salivation,
lacrimation, incontinence, blurred vision, and pinpoint pupils). However,
MCS patients who attribute onset of their illness to organophosphate or
carbamate pesticide exposure frequently report only flulike symptoms at
the outset (Miller 1996c¢).

Symptoms reported by the 59 Gulf veterans were strikingly similar to
those of civilians exposed to indoor air pollutants in a new or remodeled
building or to pesticides (Miller 1996b, 1996¢; Miller and Mitzel 1995). All
three groups complained of fatigue, musculoskeletal pain, memory and
concentration difficulties, and mood changes such as irritability or depres-
sion. Although such symptoms often occur in the general population, half
or more of these exposure groups reported severe fatigue versus only 3 per-
cent of controls. About one-third or more of those exposed reported severe
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TABLE 83. Frequency of Selected Symptoms Reported as Severe* by Gulf
Veterans, MCS Patients, and Controls

Culf veterans ~ MCS pesticide  MCS remodeling ~ Control®

Symptom (n=59) exposed (n = 37) exposed (n = 75) (n =112}
Fatigue 78% 68% 52% 3%
Depression 29 49 33 6
Headaches 53 38 31 5
Shortmess of 38 43 3 2

breath
Asthma or 12 27 15 0
wheezing

'Parr.icipams rated their symptoms on a 0-3 scale: 0, not at all a problem; 1, mild; 2, moder-
ate; 8, severe. Frequencies listed in this table reflect ratings of severe (3) only.

*Matched for age, sex, and cducational level to the two MCS groups (87 + 75 = 112).

depression, headaches, and/or shortness of breath versus 2 to 6 percent of
controls (Table 8-3).

Notably, 78 percent of the Gulf veterans reported new-onset chemical
intolerances since the Gulf War. For example, mechanics who once liked
the smell of engine exhaust or said they used to “bathe” in solvents with no
associated symptoms, reported severe symptoms with these exposures since
the war. One mechanic related that before the war his idea of the perfect
perfume was WD-40; but now the odor of WD-40 and many other low-level
chemical exposures make him feel ill. Seventy-eight percent of the veterans
reported new food intolerances or feeling ill after meals; 40 percent had
experienced one or more adverse reactions to medications since the war;
66 percent of those who used alcoholic beverages reported that even a
small amount, such as one can of beer, made them feel ill; 25 percent of
those who used caffeine reported feeling ill if they drank coffee or anoth-
er caffeinated beverage; and 74 percent of those who smoked reported that
smoking an extra cigarette or borrowing someone else’s stronger brand
made them feel ill. Many of the veterans reported confusion or concentra-
tion difficulties while driving, yet neither they nor their doctors had enter-
tained the notion that their symptoms might be triggered by exposure to
traffic exhaust. (Notably, a recent mortality study found Gulf veterans to be
at increased risk for accidental deaths, particularly motor vehicle deaths
[31 percent excess], compared with nondeployed veterans of the same era
[Kang and Bullman 1996]). More than half of the Gulf veterans reported
intolerances in each of three categories—chemical inhalants, foods, and
drugs or food/drug combinations.

The veterans in the study conducted by Miller were inpatients in a VA ter-
tiary referral hospital. In contrast, Fiedler et al. (1996a) mailed a pilot ques-
tionnaire to about 400 Gulf veterans on the VA registry in the Northeast.
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Although the response rate was not reported, 39 percent of veterans who
were listed on the VA registry as having fatigue, as well as 30 percent notini-
tially screened for fatigue, considered themselves especially sensitive to cer-
tain chemicals, with car exhaust and perfume leading the list.

Fiedler et al. (1996a) have proposed using phenylethyl alcohol {rose oil)
to challenge veterans separately via two routes—inhalation and skin absorp-
tion. Because Gulf War veterans are a relatively masked group of patients,
such an approach may be prone to yield both false negative and false posi-
tive results (Miller 1994a, 1996a, 1996b, 1996¢). The importance of unmask-
ing patients prior to challenges so that they are at a clean baseline for test-
ing is discussed in detail in Chapter 10 under “Current Reflections on MCS.”

Without carefully conducted double-blind, placebo-controlled challenge
studies using (1) salient exposures, (2) in a controlled environment, and (3)
after an adequate period of unmasking, that is, removal from low-level back-
ground chemical exposures, questions concerning the role of everyday, low-
level chemical exposures in perpetuating the veterans’ symptoms are unlike-
ly to be resolved. Although research using an Environmental Medical Unit
(EMU) has been proposed to the Department of Defense, the Department
of Veterans Affairs, and the National Institute of Environmental Health
Sciences (NIEHS), studies of this kind have yet to be funded. Congress
authorized partial funding for such a project in 1994, and the Department
of Defense agreed to provide the remaining sum, but an EMU still has not
been constructed. Although the U.S. House of Representatives Veterans
Affairs Committee understood the need for studies in an EMU, somehow
during the sequential stages of appropriations, issuance of a request for pro-
posals, and the scientific review of applications, the original congressional

intent was altered so that what ultimately emerged and was funded bore no
resemblance to an EMU. Unfortunately, until this tool is made available to

physicians, Gulf War veterans and MCS patients are likely to remain in their
current Catch-22 of being required to show objective evidence of their dis-
ability and having no means by which to do so.

Implants

Some physicians have implicated implanted devices as causing multisystem
illness that closely resembles chronic fatigue syndrome and multiple chem-
ical sensitivity (Brautbar et al. 1992). In 1992, the FDA banned the use of
silicone breast implants for cosmetic purposes. The FDA moratorium on
the use of silicone gel implants was based on insufficient safety data, not on
proven toxicity. At the time, FDA Director David Kessler mused, “We know
more about the life of a tire than a breast implant™ (Kessler 1992).

An estimated two million American women have received silicone breast
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implants, 80 percent for cosmetic purposes. The most common type of
implant consists of silicone gel inside a polyurethane-coated membrane.
Also an unknown number of U.S. patients have received temporomandi-
bular jaw-joint (TM]) implants for TM] dysfunction and for other reasons.
Materials used in these implants include silicone rubber and Teflon film
laminated to plastic composite. Friction in the jaw-joint, due to the enor-
mous forces developed during chewing, can lead to the release of micro-
scopic implant fragments. As with most MCS exposure groups, only a sub-
set of those who have received breast, TM], or other implants appear to
develop central nervous system, pulmonary, skin, and other symptoms.
Brautbar et al. (1992) suggested that silicone breast implant patients could
serve as an excellent model for chemical sensitivity because the initiating
chemical—silicone—is in the body. Although some patients recover fully
following removal of their implants, others report persistent, multisystem
Symptoms.

Among 300 patients who became systemically ill following mammoplas-
ty, implant rupture was not the initiating event. Indeed, rupture preceded
systemic disease in only 3 percent of patients (Brawer 1996). Onset of ill-
ness began two weeks to eighteen years after the implant, with 90 percent
of the entire group becoming symptomatic after six years. Although
implant rupture (which occurred in 214 out of the 300 cases) exacerbated
preexisting symptoms, it did not impact the rate of disease progression as
compared to those who did not experience rupture. According to some
authors, silicone may slowly coze through intact implant membranes
{Brautbar and Campbell 1995). An average of 30 symptoms and signs
occurred in each patient, with more than half reporting the following
symptoms: fatigue, arthritis, chest pain, hair loss, dry eyes/mouth, morning
stiffness, myalgias, skin rash, paresthesias, cognitive problems, telangiec-
tasias, and skin pigment changes.

Among 23 consecutive women with silicone breast implants referred for
neurocognitive evaluation, the presenting symptoms (moderate to severe)
for the majority included: fatigue (100 percent), short-term memory prob-
lems (91 percent), slowed thinking (91 percent), sleep disturbance (87 per-
cent), irritability (78 percent), sensitivity to noise or light (74 percent}, dis-
tractibility (70 percent), headaches (70 percent), dizziness (70 percent),
anxiety (70 percent), depression (65 percent), confusion (65 percent),
anger (65 percent), shortened attention span (61 percent), forgetfulness
(61 percent), impatience (61 percent), labile emotions (57 percent), trou-
ble finding the right word or word reversals (52 percent), and blurred vision
{52 percent) (Hoffman et al. 1995).

Some investigators have suggested that silicone is not inert but may lead
to inflammatory and immunological responses as it migrates to various
organs via the reticuloendothelial system (Brautbar 1994; Vojdani et al.
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1992a). Lappé (1995) points out that reversibility of autoimmune symp-
toms after withdrawal of a suspected drug incitant (e.g., penicillamine or
captopril) is generally construed as evidence of a causal link. With silicone
implants, such improvement, including normalization of immune mea-
sures, reportedly occurs in 40 to 60 percent of patients following implant
removal, yet the same sort of causal role is not assigned to silicone by most
physicians (Campbell et al. 1994). Other authors remain unconvinced that
silicone is immunogenic or can serve as an adjuvant, and point to funda-
mental flaws in methodology and interpretation by those who make such
claims. As is the case for MCS, publications in this area do not always reveal
authors’ potential conflicts of interest, e.g., serving as an expert witness for
one side {Marcus 1996).

Childhood Abuse

Childhood physical and sexual abuse has been cited as a potential causal fac-
tor underlying some cases of MCS. Staudenmayer et al. (1993b) compared
the sexual and physical abuse histories of 63 “universal reactors” with self-
reported sensitivity to multiple chemicals with those of 64 controls chosen
on the basis of having chronic symptomatology, an “identifiable psycholog-
ic disorder on Axis I of the DSM-I1IR,” and “complaints not attributed by the
patient to multiple chemicals or foods.” Sexual abuse was defined as actual
intercourse, and physical abuse as severe trauma with life-threatening intent
as perceived by the child. The patients were seen in a private clinic that has
advocated the use of psychological deprogramming (see Chapter 4, in sec-
tion “Possible Psychogenic Mechanisms”) to treat MCS patients. Thus, it is
likely that there was a referral bias operating in this study, as physicians who
view MCS as psychogenic might be inclined to refer patients for such depro-
gramming. The paper also fails to mention how many of the “universal reac-
tors” attributed onset of their condition to an initial chemical exposure
event. Fiedler et al. (1996b) found that only one-fourth of MCS patients
whose illness began after a defined exposure met criteria for a major psy-
chiatric disorder, whereas over two-thirds of MCS patients who recalled no
specific initiating exposure qualified for a psychiatric diagnosis. Thus
patients with an identifiable antecedent exposure seem to exhibit marked-
ly less psychopathology than those with no specific initiating exposure.
Further selection bias likely occurred in the study by Staudenmayer et al.
when only about half of the universal reactors and half of the controls
agreed 1o undergo psychotherapy following their initial evaluation. There
were no statistically significant differences with respect to a history of phys-
ical or sexual abuse between universal reactors and controls who elected not
to undergo psychotherapy, nor were there any differences between male
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universal reactors and male controls who agreed to psychotherapy. However,
50 percent of female universal reactors (n = 10) versus 12 percent of female
controls (n=3) who agreed to psychotherapy reported a history of physical
abuse alone; and 60 percent (n = 12) versus 25 percent (n = 6) reported a
history of sexual abuse. According to the authors, the memory of sexual
abuse was “repressed” in 30 percent of universal reactors (n=7) and 12 per-
cent of controls (n = 3), but this difference was not statistically significant.
Thus, out of the 45 women who agreed to entered psychotherapy, only 5 of
20 universal reactors and 3 of 25 controls had recollections of sexual abuse
that were not repressed—that is, had memeories of abuse that did not have
to be elicited by the therapist. This is not a large difference.

Perhaps it would be more enlightening to look at this study's findings
from the reverse perspective: A substantial number of universal reactors
appeared not to have any history of childhood physical or sexual abuse.
What accounts for illness in those individuals? Bell (1994) suggests that
olfactory stimuli such as environmental chemicals and/or emotionally
charged events could sensitize limbic pathways in the brain: “[S]ome
patients could have initiated their limbic instability with genetic factors,
others with life stressors, others with chemicals, and still others with various
combinations of genetics, stressors, and chemicals.” A history of chiildhood
abuse in some patients does not rule out the presence of chemical intoler-
ances in those patients or their presence in other patients; nor does it rule
out the possibility that childhood abuse could have enhanced limbic vul-
nerability, resulting in hyperresponsiveness to chemical exposures or an
enhanced tendency to become sensitized to chemicals later in life. Teicher
et al. (1993) studied limbic vulnerability among psychiatric patients and
found that it was increased by 38 percent in patients with a history of phys-
ical abuse, by 49 percent in those with a history of sexual abuse, and by 113
percent in those with 2 history of both forms of abuse.

The rate of sexual and physical abuse in the general population and the
appropriateness and ethics of various psychotherapeutic techniques for
uncovering so-called repressed memories are subjects of heated controver-
sy that cannot be explored in depth in this book. The prevalence rates for
childhood sexual abuse from various studies range from 6 percent to 62
percent for females and from 3 percent to 16 percent for males, depend-
ing upon how sexual abuse is defined (contact versus noncontact) and
other study differences (Cosentino and Collins 1996). According to these
authors, “Conservative estimates, based upon the most methodotogically
sophisticated studies, indicate that one in three to four girls and one in ten
boys have been sexually victimized before the age of 18.”

Pope and Hudson (1995) surveyed the literature for studies that have
tried to test the question of whether memories of childhood sexual abuse
can in fact be repressed. They found only four pertinent studies. None of
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the four provided both clear confirmation of abuse and adequate evidence
of amnesia in patients. The authors conclude that the available data do not
support the idea that individuals can repress memories of childhood sexu-
al abuse. The American Psychiatric Association (APA 1994) has cautioned
that

...repeated questioning may lead individuals to report “memories” of
events that never occurred. It is not known what proportion of adults who
report memories of sexual abuse were actually abused . . . . A strong prior
belief by the psychiatrist that sexual abuse, or other factors, are or are not
the cause of the patient’s problems is likely to interfere with appropriate
assessment and treatment.

Even if childhood physical or sexual abuse were more frequent among
MCS patients (which remains to be determined), one could not conclude
that such abuse played a causal role. The “addiction-like” cravings and with-
drawal symptoms reported by some MCS patients could be the consequence
of an inherited brain chemistry that predisposes them toward addictive
behaviors. There is some evidence for increased rates of drug addiction in
families of persons with chemical intolerances. Bell etal. (1995b) found that
twice as many chemically intolerant versus chemically tolerant young adults
reported family histories of drug abuse. Despite increased family histories
of drug problems, these chemically sensitive young adults reported the low-
est rates of current smoking and personal drug abuse and the highest fre-
quency of illness from drinking a small amount of alcohol. Child abuse,
whether physical or sexual, might be expected to be more frequent in fam-
ilies whose members have alcohol or other drug addictions. In such cases,
MCS might be due to an inherited diathesis rather than childhood abuse.
Another study (Bell et al. 1995a) showed no differences in family histories
of alcohol or drug problems for MCS patients (n = 28) versus controls (n =
20). More recently, Bell (1997a) found that persons who had made life-style
changes because of their chemical intolerances (a group that resembled
MCS patients) (n= 10) were more likely to report having blood relatives with
physician-diagnosed aleohol problems (60 percent) or drug problems (20
percent) than were chemically intolerant persons without life-style changes
{n = 8; 25 percent and 12.5 percent, respectively), or normals (n = 12; 8.3
percent and 0 percent). Likewise, emotional or physical abuse was reported
by 80 percent of chemically intolerant persons with lifesstyle changes, 25 per-
cent of chemically intolerant persons without life-style changes, and 42 per-
cent of normals in the same study. Despite the small sample size, differences
between the chemically intolerant with lifestyle changes and normals for
childhood abuse were statistically significant, and approached significance
for having a blood relative with an alcohol problem. Mean scores on the
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McLean Limbic Checklist (Teicher et al. 1993) were twice as high for chem-
ically intolerant patients with and without lifestyle changes {28.2 and 27.3,
respectively) versus controls (13.4).

All of the initiating exposures associated with MCS in other industrialized
nations have been reported in the United States. A recent review of both
published and “gray” literature in nine European countries revealed the fol-
lowing exposures or events as possible initiators of chemical sensitivity
(Ashford et al. 1995): organic solvents (all nine of the countries); pesticides
including organophosphates and pyrethroids (six countries); amalgam/
mercury (four); formaldehyde (four); paint/iacquers (four); stress/psy-
chosocial factors (four); hairdressing chemicals (three); indoor environ-
ment (three); new/renovated buildings (three); pentachlorophenol/wood
preservatives (three); carpets and glue (two); methylmethacrylate (two);
pharmaceuticals (two); printed material (two); anesthetic agents (one);
diesel exhaust (one); industrial degreasers (one). Repeated or continuous
low-level exposures, rather than a single event, characterized most of the
experience (see Table 7-1).

Mechanisms

A profusion of mechanistic hypotheses for MCS have surfaced since the first
edition of this book, including olfactorydimbic kindling, other forms of
neural sensitization, neurogenic inflammation, genetically based or chemi-
cally induced cholinergic supersensitivity, individual differences in the abil-
ity to metabolize xenobiotics, such as decreased sulfation capacity, and dis-
orders of porphyrin metabolism. Theory papers concerning most of these
hypotheses have appeared in the scientific literature. In a few cases, animal
and human studies are under way. Numerous papers also have appeared
addressing possible psychological mechanisms for MCS such as odor con-
ditioning, iatrogenic (doctorsinduced) belief systems, panic disorder, toxic
agoraphobia, post-traumatic stress disorder (e.g., MCS developing after a
chemical spill or as a consequence of childhood sexual abuse), somatoform
disorder, or depression (Binkley and Kntcher 1997; Gothe et al. 1995; Gots
1995, Guglielmi et al. 1994; Kurt 1995; Pennebaker 1994; Simon 1994a;
Sparks et al. 1994a, 1994b; Spyker 1995; Staudenmayer et al. 1993b, 1997).

Staudenmayer and Camazine (1989) described MCS patients, whom
they call “universal reactors,” as “the latest individuals in a long list of those
who historically manifested psychosomatic illness.” They further suggest
that “Universal Reactors project their problems onto the environment
‘since they substitute for an internal instinctual danger an external per-
ceptual one’ (Freud 1936)." Norman Rosenthal, psychiatrist and Chief of
the Clinical Psychobiology Branch at the National Institute for Mental
Health, takes issue with their explanation for MCS: “The problem with
such psychodynamic formulations is that they are easier to construct than
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to test. Even in studies that show patients with MCS to have a tendency to
projective defenses, such as Staudenmayer and Camazine have reported,
who can say whether these tendencies are a cause, a result, or an epiphe-
nomenon of MCS?” (Rosenthal 1994),

In a critique of studies viewed as supportive of a psychogenic hypothesis
for MCS, Davidoff and Fogarty (1994) pointed out the frequently over-
looked fact that psychological symptoms are not necessarily psychogenic:

According to consensus within the American Psychiatric Association, psy-
chiatric diagnoses are descriptive entities that subsume signs and symp-
toms without explaining them. In other words, psychiatric symptoms and
diagnoses are “nonspecific” in terms of etiology; these phenomena may
have diverse causes. Consider as an iliustration what is commonly called
“depression”; a constellation of negative affects (such as hopelessness,
fatigue) , negative cognition (such as pessimism), passivity, and anhedonia.
Depression may arise because of a psychological loss, trauma, conflict, or
another type of psychosocial stress. In addition, depression may arise in
the absence of psychosocial stress because of a structural brain lesion
(e.g., stroke, brain tumer); metabolic or endocrine dysfunction (e.g.,
hypothyroidism, hypoadrenocorticolism, Bl2 deficiency); medication
{e.g., steroids, sedatives, estrogens, analgesics, antihyperiensives); or toxic
exposure (€.g., lead, organic solvents). Physicians need to understand that
neither tests nor clinicians can distinguish origin when presented with a
symptom complex alone,

Drawing attention to the fact that psychological diagnoses explain noth-
ing about MCS feels a bit like announcing, “The emperor has no clothes!”
in the midst of an otherwise adulatory crowd honoring a beloved sover-
eign. There are about 37,000 psychiatrists and 241,000 psychologists in the
United States (Roback et al. 1994; Siatistical Abstract of the Uniled Slales
1994). Any theory of disease so bold as to suggest that depression, anxiety,
panic attacks, fatigue, or MCS might be caused by chemical exposures
should expect a less than enthusiastic reception. Yet, all physicians are
taught that organic bases for illness should be ruled out before psycholog-
ical explanations are invoked.

Kuhn (1996) observed that the emergence of a new paradigm is charac-
teristically accompanied by pronounced professional insecurity caused by
“the persistent failure of the puzzles of normal science to come out as they
should.” This failure sparks the search for new rules. MCS currently may be
in what Kuhn described as the pre-paradigm period, a time “regularly
marked by frequent and deep debates over legitimate methods, problems,
and standards of solution, though these serve rather to define schools than
to produce agreement” (see further discussion on the stages of a paradigm
shift in Chapter 9).

A yet-to-be-proven mechanism for disease is a theory of disease. There
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are two primary schools of thought or fundamental theories that drive and
divide MCS researchers: (1} MCS is a psychogenic condition, and (2) MCS
is an organic condition. A few researchers, in particular those exploring
olfactory-limbic sensitization, have adopted a biopsychosocial approach to
MCS and argue that chemicals and stress, together or independently, may
alter neurochemistry and produce the illness. All diseases and illnesses
lend themselves to a biopsychosocial approach. On the other hand, it
would be disastrous if physicians were to presume that cancer was caused
primarily by stress or was treatable primarily by psychological interventions.
The role of psychological factors in MCS is as yet undetermined, but
should not be presumed as major until the role of chemical exposures has
been elucidated in a thorough, scientific manner—that is, via double-blind
placebocontrolled challenges in a controlled environment to ascertain
physical causes of triggering in already sensitive individuals and via investi-
gations of exposures preceding onset of the condition. It is our view that
until these direct approaches to the problem have been explored, those
who continue to promote untested and untestable psychogenic theories for
MCS are part of the problem. Their lobbying of policymakers and others
in this regard has contributed to widespread governmental inertia on this
issue, making it near impossible to obtain funding for essential studies
specifically directed toward MCS. Many of those who advocate psychologi-
cal explanations in government-sponsored meetings and in the scientific
literature are paid corporate spokespersons or consultants with financial
conflicts of interest. Yet these conflicts generally are not revealed when
these individuals appear in scientific meetings, author scientific articles,
serve on official panels or boards, or serve as reviewers of grant proposals.
Policymakers and publishers of scholarly journals need to recognize and
remedy this appalling injustice. When a grant proposal on MCS is being
reviewed, remarks by a single reviewer who is “against” MCS (or who
believes or has heard that it is psychogenic) can have a chilling effect on
the rest of the panel and effectively kill that proposal. Only an outspoken
scientist on the panel who is knowledgeable about MCS, skeptical yet open-
minded, could counter such remarks.

It is hoped that the recent emergence of tough, testable theories for
MCS involving chemical causation and the availability of relevant animal
models will persuade policymakers and grant reviewers that fundamental
questions concerning the role of lowlevel chemical exposures in MCS
urgently need to be addressed, and that answers can be found by using first-
rate science.

In this section, we highlight developments related to some of the physi-
ological mechanisms that have been proposed to explain MCS, describing
the limited pilot studies that have been undertaken in this area. We will not
address psychogenic hypotheses further here. As discussed above, psychi
atric diagnoses are by their very nature descriptive and do not rule out
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chemical causes. Considering the fact that more than 6 percent of
Californians report having been diagnosed with MCS (Kruetzer and
Neutra 1996}, there has been only a modicum of research into the possi-
bility that physiological mechanisms may underlie this illness. Sadly, we can
readily summarize the relevant research on physiological mechanisms for
MCS in the past five years in a few pages.

Olfactory-Limbic Sensitization

Originally articulated in the first edition of this book (in Chapter 4), this
theary has since then been expanded, and its relationships with kindling,
partial kindling, time-dependent sensitization (TDS), and learning are
being explored (Bell et al. 1992; Gilbert 1994; Rossi 1996; Sorg 1996a,
1996b). All of these processes are forms of neural sensitization. They may
be thought of as a continuum, from very weak sensitization (learning) up
to the induction of seizures, known as kindling. The olfactory pathways,
especially the olfactory bulbs, are sensitive to both electrical and chemical
kindling. Several researchers now are using rodent models to explore the
question of whether common chemicals such as chlorinated pesticides,
formaldehyde, and toluene, whose classical toxic effects have been widely
studied, might affect neural activity in novel ways if given in smailer, repeat-
ed doses at varying time intervals {Gilbert and Mack 1995; Kay 1996; Sorg
1996b). Individually, such small doses would cause no problem, but over
time might “kindle™ a greater response.

Gilbert {1994) has studied the effects of various chlorinated pesticides,
including lindane (a pesticide used topically to treat head lice) and endo-
sulfan, on kindling in rats. Kindling is a model! for seizure induction where-
by repeated low intensity electrical stimuli, any of which alone would not
cause seizures, give rise to seizures over time. Persistent biochemical and
physiological changes occur in the brains of kindled animals. Particularly
sensitive to kindling are the limbic regions of the brain that govern mood
(amygdala) and short-term memory Chippocampus). Gilbert (1995) found
that although a single oral convulsive dose of lindane did not cause kindling,
half as much lindane (a subconvulsive dose) given three times a week for
ten weeks led to increasing responsiveness to the pesticide and more fre-
quent myoclonic jerks and clonic seizures over the course of the study. These
effects persisted two to four weeks after the last dose was given. Recordings
from the amygdala showed abnormal electrical activity, including rhythmic
bursts and spike and wave discharge in the absence of observable seizure
behavior.

Gilbert and Mack (1995) demonstrated that the doses of lindane
and endosulfan required to produce myoclonic jerks in 50 percent of
their animals was decreased by more than 60 percent in rats kindled by
repeated electrical stimuli to the amygdala (part of the limbic system).
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Conversely, endosulfan reduced the level of electrical stimulation necessary
to evoke seizures in amygdala-kindled rats. Thus, increased sensitivity after
kindling by one agent can transfer to other, unrelated agents. Rats kindled
via electrical stimulation of the amygdala became permanently more vul-
nerable to seizures induced by alcohol withdrawal (Pinel and Van Qot
1975). Likewise, rats kindled by repeated low doses of drugs that cause
seizures such as lidocaine or carbachol required fewer stimulations to elic-
it convulsions when kindled electrically (Gilbert 1994). Partial kindling
(kindling in the absence of overt seizure behavior) in cats can lead to ani-
mals with a labile affect that exhibit explosive defensive behavior foliowing
slight provocation (Adamec and Stark-Adamec 1983).

Time-dependent sensitization (TDS) refers to the ability of intermittent
exposures, whether drugs, environmental chemicals, or stress, to induce
physiological and behavioral effects that grow with the passage of time
between exposures. Many features of TDS are remarkably similar to those
of MCS (see first section of Chapter 4 of this book; also see Antelman 1994,
Bell 1994, Bell et al. 1996c¢):

1. Involvement of multiple organ systems either singly or simultaneously,
For TDS this includes the nervous system, the immune system, and the
cardiovascular system.

2. Initiation by a wide array of chemically dissimilar agents and environ.
mental/physical stressors. For TDS, inducers include such chemically
diverse drugs as antidepressants, amphetamines, ethanol, corticos-
terone, estrogen, interleukin-2, and nicotine, as well as electroconvul-
sive stressors.

3. Spreading or generalization of sensitivity to chemically different stim-
uli, referred to as cross-sensitization.

4. Food and alcohol intolerances. Antelman speculates that the food and
alcohol intolerances accompanying MCS could be related to alter-
ations in the effect of ethanol on plasma adrenocorticotropic hor-
mone (ACTH) and glucose that have been observed in TDS.

5. Triggering by a provocative stimulus, with symptoms being absent
between provocations.

6. Persistence. MCS reportedly can persist for decades in humans. In rats,
TDS has lasted at least two months following induction, the longest
period tested thus far. The normal life span for a rat is about two years.
Persistence of amygdaloid kindling, even after 12 months without fur-
ther electrical stimulation, has been observed in cats (Wada et al.
1974) and in baboons (Wada and Osawa 1976). These findings have
“led most investigators to conclude that kindling is due to permanent
changes in the brain” (Corcoran 1988).
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7. Bipolarity of response. Stimulatory and withdrawal responses in MCS
have parallels with TDS. “Lower intensity” stressors sensitize stimulato-
ry responses and “higher intensity” stressors elicit inhibitory responses.

8. Thresholds for induction. A ceruin level of initiating exposure
appears necessary for the development of MCS—a level or a threshold
that appears to vary from person to person. Similarly, a minimum level
of stress, evidenced by acute changes in plasma corticosterone levels,
may be necessary for the induction of TDS.

9. Anapparent increased vulnerability of females for both MCS and TDS.

10. Induction by any of various exposure routes. TDS may be induced by
injecting a drug, by placing it in an animal’s drinking water, or by psy-
chological stressors.

These similarities, as described by Antelman (1994), offer face validity
for TDS in animals as a model of MCS for humans.

Sorg (1996a) hypothesized that MCS might be initiated through a mech-
anism similar to that involved in neural sensitizadon by cocaine. She
exposed female rats to formalin vapors (11 ppm) or water vapor {controls)
for 1 hour daily for 7 days. On the eighth day, a saline (placebo) injection
was given, and 24 hours later a cocaine injection was administered. Cocaine
and amphetamines are known to sensitize certain brain pathways, for exam-
ple, the mesolimbic dopamine system, causing animals to move from place
to place more frequently (increased locomotor activity). The rats previous-
ly exposed to formalin for 7 days showed increased locomotor activity fol-
lowing their cocaine injection, suggesting that formaldehyde had sensitized
the same pathways involved in cocaine sensitization. After 3 (0 4 weeks with
no further exposures, cocaine injection enhanced locomotor activity in only
a subset of the formalin-treated animals. These data suggest that repeated
formalin exposure can cause temporary sensitization in most animals.
According to Sorg, those animals remaining sensitized weeks later could be
analogous to patients who develop MCS following chemical exposure.

The levels of formaldehyde used in this study were relatively high, 11
ppm versus the occupational exposure limit (Threshold Limit Value) for
formaldehyde of 0.3 ppm for a 40-hour workweek. More recently, Sorg
exposed rats to either 1 ppm formaldehyde or plain air for 1 hour per day
for 7 days or for 20 days (5 days per week for 4 weeks). No differences in
cocaine-induced locomotor activity between exposed and control rats were
noted after 7 days of exposure. However, after 20 days of formaldehyde
exposure, vertical locomotor activity was significantly increased both 2 to 4
days and 4 to 6 weeks after the last exposure to formaldehyde (Sorg
1996b). These results suggest that formaldehyde sensitization can affect
the same neural pathways as those involved in cocaine sensitization.
Sensitization occurs after long-term (20-day), but not short-term (7-day),



260 Update since the First Edition

low-level exposure. These findings are consistent with a limbic sensitization
model for MCS.

Kay (1996) explored the question of whether inhaled toluene could dis-
rupt electrophysiological activity in the olfactorylimbic area. Five male rats
implanted with electrodes in the olfactory bulb, prepyriform cortex,
entorhinal cortex, and dentate gyrus were exposed to food odors (mint,
almond, orange, vanilla) and toluene vapors. Substances were presented on
a saturated cotton swab held in front of each animal’s nose for six seconds,
one minute apart for 20 presentations. Mint and toluene are known to stim-
ulate the trigeminal nerve. Over multiple exposures, toluene and, to a less-
er degree, mint evoked narrow band, high amplitude oscillations in the 15
to 30 Hz range in the olfactory-limbic tract (originating in most cases in the
prepyriform cortex). None of the other food odors had this effect. Following
toluene sniffing, one animal exhibited long-lasting spontaneous seizure
activity in the absence of further exposure, and on at least one occasion
exhibited behavior consistent with an absence seizure. In this case, epilep-
tiform activity originated in the hippocampus and spread to the olfactory
areas. The limbic oscillations produced by mint are of potential concern,
given some investigators’ use of peppermint to mask odors and as a sham
exposure during challenges of chemically sensitive patients (Staudenmayer
et al, 1993a).

The limbic and mesolimbic areas of the brain are particularly sensitiz-
able, Sensitization appears to involve excitatory amino acids, essential neu-
rotransmitters present in central nervous system pathways involving pain
reception, olfaction, learning, and memory. Bell (1996) has begun to
probe the relationship between limbic sensitization and MCS in a series of
clinical surveys. Using the McLean Limbic System Checklist (Teicher et al.
1993}, a questionnaire based on symptoms that occur with temporal lobe
seizures (seizures that often originate in the amygdala within the limbic sys-
tem), Bell found that both college students and middle-aged women with
chemical intolerances scored higher on this checklist than control subjects
did (Bell 1996). Interestingly, women with temporal lobe epilepsy have
greatly increased rates of polycystic ovary disease. This is thought to be
because the amygdala helps regulate reproductive hormone release by the
hypothalamus. If women with MCS have abnormal limbic activation, then
their reproductive hormones also may be affected. Indeed, Bell et al.
(1995a) found that women with MCS reported significantly increased rates
of ovarian cysts and menstrual disorders, compared with controls. Bell
{1996} concludes that studies from a variety of perspectives provide face,
construct, and criterion-related validity for an olfactorylimbic neural sen-
sitization model for MCS. If, as the above studies in humans and animals
suggest, the primary target for toxicants in MCS is the limbic effector sys-
tem, then MCS may best be regarded as a toxic encephalopathy (Kilburn



Key Research Findings since the First Edition 261

1993b). Recently, Bell et al. (1996d; 1997a, b, ¢) have reported a series of
studies consistent with laboratory-based sensitization of chemically intoler-
ant individuals compared with controls. Qutcome measures that have
demonstrated sensitization include heart rate, blood pressure, plasma beta-
endorphin, and resting EEG alpha activity.

Other Hypotheses Involving the Olfactory System

A group of German investigators studied the chemosensory event-relat-
ed potentials (CSERPs) of 23 MCS patients in response to olfactory (hydro-
gen sulfide) and trigeminal (carbon dioxide) stimuli (Hummel et al. 1996).
Room air or 2-propanol, a commonly used solvent, was administered to the
nostrils of patients in a double-blind manner. Olfactory “performance” was
then assessed via measurement of CSERPs in response to hydrogen sulfide
(H,S) and carbon dioxide {CO,), odor discrimination ability (using eight
odorant pairs), odor detection thresholds (using phenylethyl alcohol), and
acoustic rhinometry. Approximately 20 percent of the MCS patients report-
ed symptorns regardless of the type of challenge, leading the authors to spec-
ulate that such patients may be susceptible to experimental manipulations,
and double-blind studies are essential. The juxtaposition of so many differ-
ent chemical exposures in a relatively short period of time {an aspect of
masking; see Chapter 10, section on “Current Reflections on MCS™) may
have contributed to this finding. In addition, if patients were not fully
unmasked (at a clean baseline) prior to challenge, background chemical
exposures extraneous to the study could have caused false positive respons-
es. Changes occurred in the CSERP latencies {decreased after CO,,
increased after 2-propanol), indicative of changes in the processing of both
olfactory and trigeminal stimuli. The authors suggested that these changes
could be due to shifts in the orientation of cortical generators, that is, neu-
ronal populations involved in processing chemosensory input. The volume
of the nasal cavity decreased regardless of the type of exposure adminis-
tered; however, these changes were not statistically significant. Olfactory
thresholds remained unchanged pre- and post-exposure, consistent with the
findings of other researchers (Doty et al. 1988). On the other hand, sub-
jects” ability to discriminate odors decreased more after exposure to room
air than after exposure to 2-propanol. The authors surmised that the MCS
patients’ relatively increased ability to discriminate odors after low levels of
2-propanol {concentration near the olfactory threshold) versus rcom air
might increase their ability (relative to normals) to detect odorants and
could make them more prone to develop “pathological responses” to odor-
ants. As the study did not include a control group, it remains to be deter-
mined whether similar responses would also occur in healthy age- and gen-
der-matched subjects.
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Cholinergic and Other Receptor Supersensitivity

A number of investigators have observed that MCS may be initiated by
exposure to cholinesterase-inhibiting pesticides (Ashford et al. 1995; Cone
and Sult 1992; Miller and Mitzel 1995; Rosenthal and Cameron 1991;
Sherman 1995) (see “Origins” section of this chapter). As a group, MCS
patients whose illness began following exposure to an organophosphate or
carbamate pesticide report more severe symptoms than those exposed to
low levels of mixed solvents (Miller and Mitzel 1995), It is noteworthy that
organic solvents also inhibit acetylcholinesterase activity in the membrane
of human red blood cells in vitro and, by analogy, are thought to act on
nerve cell membranes (Korpela and Tahti 1986a, 1986b). These findings,
coupled with the integral role of the cholinergic system in virtually every
system of the body, have suggested to some investigators that cholinergic
hypersensitivity could provide a unifying explanation for MCS.

Overstreet et al. (1996) observed that rats selectively bred for sensitivity
to the organophosphate diisopropylfluorophosphate (DFP), the “Flinders
sensitive rat,” share many features in common with MCS patients. These
specially bred rats have increased numbers of cholinergic receptors (by
about 20 percent) in certain limbic areas, including the hippocampus and
the striatum., When exposed to cholinergic agonists, the rats become
hypothermic, move around less (decreased locomotor activity}, and will
not as readily press a bar for a water reward. They are also more sensitive
to nicotine, serotonin agonists, dopamine antagonists, diazepam, and
ethanol. Intraperitoneal sensitization to the antigen ovalbumin in these
animals led to a greater increase in gut permeability than in control rats
{Djuric et al. 1995). In another study, ad libitum sucrose solution for 30
days resulted in depression, gauged by decreased performance on a swim
test (Djuric et al. 1996). Notably, adult female Flinders sensitive rats are
more sensitive to cholinergic stimulant drugs than their male counterparis
(Netherton and Overstreet 1983).

Because Flinders sensitive rats exhibit decreased appetite and activity
and increased REM sleep compared to controls, they originally were used
as a genetic animal model for depression. Depressed individuals are super-
sensitive to anticholinesterases and cholinergic agonists (Janowsky et al.
1994). Further, there are known interactions between depression and
addictions, including smoking and alcoholism. Imbalances between the
noradrenergic or dopaminergic systems and the cholinergic system con-
ceivably could account for heightened sensitivity. Alternatively, disrupted
second messengers inside cells, such as changes in G proteins, cyclic AMP,
or other second messenger systems, might be involved. This hypothesis
might more readily accommodate the diverse classes of chemicals impli-
cated in triggering MCS than a hypothesis involving alterations in a single
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neurotransmitter system. Individual differences in second messengers
could be inborn or induced by chemical exposures. Future research,
involving, for example, exposing the Flinders sensitive line of rats to sol-
vents or other chemicals that seem to trigger symptoms in MCS patients,
may help elucidate mechanisms and could yield novel diagnostic and treat-
ment approaches for MCS. In 1996, the Department of Defense funded
David Overstreet and colleagues to examine the effect of pyridostigmine
bromide, a cholinesterase-inhibiting carbamate drug, on Flinders sensitive
rats. Many soldiers who served in the Persian Gulf took pyridostigmine bro-
mide to prevent adverse effects from possible nerve agent exposure, and
some associate onset of their illness with its use.

Corrigan et al. (1994) described several patients with MCS-like symptoms
and prominent fatigue whose illness developed following exposure to vari-
ous organochlorine insecticides, including lindane. The hypothesis is
offered that lethargy, impaired concentration, and intolerance for alco-
holic beverages in these cases could be explained by alteration of GABAa
receptor sensitivity in the central nervous system. Some of the patients
described in this paper had been exposed to pyrethroids, which also act
through the picrotoxin site of the GABAa receptor; others had been
exposed to organophosphate pesticides, which impact the cholinergic sys-
tem. The authors suggest that there is a close connection between the
cholinergic and GABAergic systems in the limbic region (hippocampus),
where their interaction produces thetalike electrophysiologic activity
(Konopacki et al. 1993).

Neurogenic Inflammation

Drawing upon her studies of the effects of tobacco smoke on the upper
airways, Bascom (1991) hypothesized that differences in human responses
to tobacco smoke are the result of different responses in C-fiber neurons—
unmyelinated nerve cells in mucosal tissue whose fibers terminate near
blood vessels and glands and in intraepithelial spaces. Stimulation of these
nerve endings leads to release of neuropeptides, including Substance P
and calcitoningene-related peptide, resulting in vasodilation, vascular
extravasation, and bronchoconstriction. Currently, little is known about
how the functioning of these nerves may be changed in disease in humans.
Cells lining the airways can release various cytokines, such as interleukin-1,
as can scavenger cells located in the airways (alveolar macrophages).
Neutral endopeptidase, an enzyme in airway epithelium, inactivates
Substance P, thus reducing nerve stimulation. Smoke decreases the
amount of neutral endopeptidase in the airway mucosa. Bascom suggests
that MCS patients could be intolerant of VOCs because they have less of
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this enzyme or less active enzyme in their airway epithelia. Tobacco smoke
is a complex mixture of irritating substances, including oxidizers and alde-
hydes. Tobacco smoke vapors stimulate chemosensitive neurons. When
tobacco smoke-sensitive and nonsensitive persons were exposed to tobac-
co smoke, symptoms and nasal congestion (demonstrated by posterior rhi-
nomanometry) were significantly greater in the historically sensitive sub-
jects. Even smoke vapors filtered to remove particulates caused congestion
in sensitive subjects.

Meggs et al. (1996a) similarly hypothesized that chemical irritants may
cause release of Substance P and other mediators from sensory nerves in
the airway (Meggs 1994}, giving rise to reactive airways dysfunction syn-
drome (RADS)} and reactive upper-airways dysfunction syndrome (RUDS)
(respectively, chronic asthma and chronic rhinitis stemming from irritant
exposure). To test the hypothesis that neurogenic inflammation might
explain both RUDS and MCS, Meggs performed fiberoptic laryngoscopy
on ten subjects (six males, four females) who met the Cullen case defini-
tion for MCS and who ascribed onset of their illness to a chemical expo-
sure. The most robust findings were the cobblestone appearance of pha-
ryngeal mucosa in six patients, suggestive of lymphoid hyperplasia, and
focal areas of pale mucosa seen with fiberoptic endoscopy in eight patients.

Subsequently, Meggs et al. (1996a) examined nasal biopsies of 13
patients, all of whom reported chronic illness and new-onset chemical
intolerances following exposure to chlorine dioxide, and three control sub-
jects. Significantly more inflammation and increased numbers of nerve
fibers were present in the biopsy specimens of the patients. Some speci-
mens revealed abnormal mucosal epithelium with detachment of cells
from the basement membrane and defects in the junctions between epithe-
lial cells. No increase in eosinophils was seen as would be expected in aller-
gic rhinitis. Unfortunately, tissue stains for Substance P and other inflam-
matory mediators were not helpful because of a high background of
nonspecific staining of the tissue. Thus, further studies will be needed to
confirm this hypothesis.

Metabolic Mechanisms

Inherited or chemically induced variations in the metabolism and/or
excretion of toxicants are other proposed explanations for MCS. The abil-
ity to detoxify foreign chemicals (xenobiotics) varies greatly within popu-
lations. Some individuals appear to have an increased capacity to detoxify
certain organophosphates but not others, depending upon their genotyp-
ic and phenotypic expression of paraoxonase, the enzyme that breaks
down (hydrolyzes)} organophosphates (Davies et al. 1996). Thus far, the
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detoxification capacities of MCS patients have not been explored in depth.
It is important to emphasize that not all xenobiotic metabolic reactions
decrease toxicity; some increase toxicity by producing intermediate com-
pounds that are more toxic than the parent compound. Thus, MCS
patients conceivably could have either a deficiency or an excess of certain
metabolic enzymes underlying their enhanced susceptibility.

Sulfation of phenolics is a key step in the detoxification of various phe-
nolic and aromatic drugs and xenobiotics. This process depends upon the
presence of a limited supply of inorganic sulfate, which in turn appears to
be produced primarily via sulfoxidation of the amino acid cysteine. Studies
in humans have shown enormous variation in sulfation capacity (McFadden
1996). There is a wide range of ability to metabolize the drug S<ar-
boxymethyl-cysteine (SCMC), with 2.5 percent of the population appearing
to be nonmetabolizers. Decreased SCMC metabolism has been reported in
persons with neurodegenerative diseases such as Alzheimer's disease,
Parkinson’s disease, and motor neuron disease, and with rheumatoid arthri-
tis and delayed food sensitivity. Some investigators are exploring the role of
decreased metabolism of SCMC and impaired sulfation in MCS (McFadden
1996).

Porphyria

Because MCS patients exhibit unusual multisystem symptoms triggered by
a wide variety of substances, some authors have hypothesized that MCS may
be related to the porphyrias, a group of rare diseases whose manifestations
include multisystem symptoms and multiple drug intolerance. The classical
porphyrias are a group of at least seven diseases, involving primarily skin,
neurological and/or psychological manifestations, caused by disturbances
of the heme-forming system (Ellefson and Ford 1996). Porphyrins are chem-
ical intermediates produced via a cascade of enzymatically catalyzed bio-
chemical steps leading to the production of heme, the essential iron-con-
taining protein in blood that binds oxygen for transport to tissues, and of
cytochromes, e.g., the cytochrome P450 enzymes that constitute the prima-
ry detoxification pathway for thousands of diverse xenobiotics. At least half
of the enzymes in the cascade can be directly attacked by various environ-
mental pollutants (Kappas 1987). Patients’ symptoms depend upon which
enzyme (s) is (are) deficient and which precursors accumulate in which tis-
sues, but may include chemical and drug intolerances, photosensitivity
(burning, blistering or scarring of sun-exposed areas), abdominal pain,
musculoskeletal pain, fatigue, neuropsychological problems, and pink to
dark red urine (“porphyria” is derived from the Greek word for purple).
Porphyrias may involve any or all of the five “P's™: (1) onset after puberty,
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(2) psychiatric abnormalities, (3) pain, (4) polyneuropathy, and (5} photo-
sensitivity. Symptoms may be absent between attacks, but acute episodes can
be precipitated by the four “M’s™: (1) medications (including estrogens and
ethanol), (2) menstrual or premenstrual periods, (3) malnutrition (fasting
or low carbohydrate diet), and (4) medical illnesses (particularly infections)
(Perlroth 1988). in the classical hereditary porphyrias, enzyme levels usual-
ly are 50 percent or more below normal and the porphyrins that accumu-
late in the urine and the stool are several times normal levels during attacks.
In between attacks, porphyrin levels may be normal. Mayo Laboratories has
developed tests for five of the eight enzymes in the heme synthesis pathways
(Mayo 1995). One of these tests, erythrocyte coproporphyrinogen oxidase,
has been criticized as “fundamentally flawed” and its use therefore unjusti-
fied (Hahn and Bonkovsky 1997).

Doss (1987) distinguishes between the inherited porphyrias (inborn
errors of metabolism) and secondary porphyrinopathies, that is, increased
porphyrins in the urine (porphyrinuria) or in the blood (porphyrinemia)
induced by other diseases or certain drugs or chemicals. The latter condi-
tions he terms “non-specific disorders without immediate clinical signifi-
cance,” in contrast to porphyrinurias or porphyrinemias related to a por-
phyria disease. Whereas patients with inherited (primary) porphyrias can
produce and excrete heme precursors at high rates during active disease,
secondary porphyrinopathies are associated with low-grade or moderaté
production and excretion and do not have the same dramatic clinical pre-
sentation (Doss 1987, Hahn and Bonkovsky 1997). A wide array of unrelat-
ed medical conditions may result in secondary porphyrinopathy, including
lead poisoning, various drugs, chronic renal failure, malignancies, alco-
holism, hepatitis C, cirrhosis, various anemias, hyperbilirubinemia, systemic
lupus, and diabetes mellitus, as well as pregnancy and fasting (Doss 1987).
Chemical exposures most frequently cited as causing secondary por-
phyrinopathies include metals (lead, arsenic, mercury) and halogenated
hydrocarbons (hexachlorobenzene, polyhalogenated biphenyls, dioxins
(TCDD), vinyl chloride, and carbon tetrachloride) (Doss 1987). Some of
these substances directly impact the nervous system, thus adding to their
neurotoxicity (Silbergeld 1987). The most studied and best understood por-
phyrinogenic toxicant is lead. The most consistent neuropathological find-
ing in porphyrinopathies is demyelination of central and peripheral nerve
fibers (Silbergeld 1987). Slowed nerve conduction velocity aiso has been
reported. Neuropsychiatric symptoms are generally of the so-called soft vari-
ety, and rarely have objective clinical signs been associated with them.
Changes in personality and mood have been described (Silbergeld 1987).

The hallmark symptom of MCS—adverse multisystem responses to mul-
tiple chemicals and drugs—is also a hallmark of the porphyrias. Further,
avoidance of problem exposures is accepted as the primary treatment for
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porphyria. Downey (1994) described 62 patients from his oral pathology
practice with a wide array of oral symptoms, including possible adverse
reactions to dental restorations or materials, taste abnormalities, burning
mucosa or tongue, paresthesias, blisters, temporomandibular joint dys-
function, and pain. He found that about 90 percent of these patients had
one or more abnormalities on a test battery of four porphyrin enzymes.
Subsequently, several physicians who see individuals with MCS began test-
ing their patients for porphyrin abnormalities, and reported that 60 to 90
percent of their MCS patients exhibited porphyrin and/or porphyrin
enzyme abnormalities (Morton 1995, Wilson 1996¢).

Ziem (1996) observed that a number of her MCS patients reported dark
brown or red urine, especially during exacerbations of their illness.
Likewise, 8 of 13 MCS patients she tested had elevated porphyrins in their
urine, and 3 of 11 stool tests showed elevated porphyrin levels. Twelve of 14
patients whose blood was tested for porphyrin-related enzymes had one or
more outside normal limits. Decreased coproporphyrinogen oxidase activ-
ity was most common, occurring in nine patients. Porphyrin enzymes were
completely normal in only two cases; four patients had one enzyme, four
patients had two enzymes, and four had three enzymes outside normal lim-
its. Ziem noted that the porphyrin accumulations in urine and stool and
the enzyme deficiencies seen in this uncontrolled study of MCS patients
were milder than those reported for the congenital porphyrias. She
hypothesized that chemical exposures may have a broad spectrum of
effects and that the heterogeneous patterns of porphyrinopathy in her
MCS patients may reflect their own unique chemical exposure histories.

The elevations in porphyrins and decreases in porphyrin enzymes seen
in MCS patients generally have been slight. Advocates of a porphyria
hypothesis for MCS claim that MCS patients have abnormal results on
these assays much more frequently than the general population even
though the findings are often only slightly outside normal ranges, and that
because MCS patients generally avoid chemical, food, and drug triggers,
their laboratory findings may not be as pronounced as if they were still
exposed to incitants. On this basis, they advacate that whether the por-
phyrin abnormalities are the cause or an effect of MCS, they should be
diagnosed in their own right as a “disorder of porphyrin metabolism”
{Ziem and Donnay 1996).

As a consequence of over 40 work-related MCS claims being filed on the
basis of porphyrin abnormalities, the State of Washington’s Department of
Labor and Industries issued a memorandum on March 8, 1995, detailing
its policy concerning the diagnosis of porphyrinopathies, stating that
“[t]his diagnostic problem is best handled with a systematic approach
incorporating historical, physical, and laboratory information as opposed
to dependence upon one or two simple screening tests.” The department
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cautioned against overreliance upon enzymatic results because of their low
specificity for diagnosing porphyrias and their vulnerability to various
errors. It advised that if a patient’s enzyme levels are found to be low, the
test needs to be repeated. Temperature variations, delays in processing,
and other factors can reduce the quantity of enzyme present in a specimen.
In its memorandum, the department laid out three clinical and three lab-
oratory criteria for porphyria. At least one criterion in each category would
need to be met in order to confirm a diagnosis of porphyria:

Clinical crileria:

1. Evidence of autonomic neuropathy, for example, abdominal pain
accompanied by ileus, diarrhea, tachycardia, or hypertension. The
abdominal pain of porphyria is commonly accompanied by pain in the
extremities.

2. Symptoms of peripheral neuropathy, especially if accompanied by
weakness, paralysis, hypoesthesia, and/or absent deep tendon reflexes.

3. Evidence of psychosis.

Laboratory criteria:
1. A 24-hour urinary uroporphyrin or coproporphyrin excretion that is
more than double the upper limit of normal.

2. A 24.hour urinary porphobilinogen excretion that is above the upper
limit of normal, especially when collected during an acute sympto-
matic episode.

3. A fecal coproporphyrin excretion that is more than double the upper
limit of normal.

The memorandum further stated that abnormal laboratory findings should
be confirmed with a second test. In addition, an exposure criterion must
be met if exacerbation by environmental exposure is claimed, that is, con-
firmed exposure to hepatotoxic chemicals or known porphyrinogenic
drugs.

Ellefson and Ford (1996) of the Mayo Laboratories, which perform por-
phyrin analyses, acknowledge that “[a] few individuals who represent a
small percentage of persons with chemical sensitivity disorder (CSD) can
be expected to have active porphyria.” They recommend that evaluation of
suspected cases include analysis of the excretion of 8-ALA, porphobilino-
gen, and porphyrins, and the levels of porphyrins in red blood cells, but
caution that marginally high values are not diagnostic, although it may be
appropriate to look for potential causes for the increase, eliminate them,
and remeasure periodically at four- to six-month intervals until levels
return to normal.
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Immunological Mechanisms

To date, no consistent immunologic abnormalities have been found in
MCS patients (see discussion of “iImmunologic Mechanisms” in Chapter 4).
Nevertheless, immune alteration is an appealing hypothesis. Only a few
university-based studies in this area have been conducted since the first edi-
tion of this book, Fiedler et al. (1992) performed immunological and neu-
ropsychological evaluations of 13 patients meeting Cullen’s MCS criteria
who had no psychiatric history and had been in good health prior to a
chemical exposure. No significant immunological abnormalities were
found. Simon et al. (1993) compared 41 patients who had a recorded diag-
nosis of MCS with 34 patients with musculoskeletal/back injuries. No sig-
nificant differences were seen between patients and controls on blinded
specimens analyzed for T cells (total, CD4, CD8), B cells, CD25 (IL-2R"),
or autcantibodies against parietal cells, mitochondria, smooth muscle,
brush border, or nuclear components. Lower interleukin-1 (IL-1) genera-
tion among patients was interpreted as probably being due to laboratory
error. Subsequently, Simon acknowledged that unpublished data on
sequential samples from the same patients submitted to test the reliability
of the measurements showed that the data was not reproducible and “basi-
cally random,” casting doubt upon the validity of the study’s reported
results (Simon 1994b).

McConnachie and Zahalsky reported that halogenated aromatic hydro-
carbons, including chlordane, heptachlor, and pentachlorophenol, may
cause T-ceil activation and depressed lymphocyte responses to mitogens
(McConnachie and Zahalsky 1991, 1992). Some abnormalities were
detectable up to ten years after exposure to chlordane. Among 12 persons
exposed to the pesticide chlorpyrifos, elevated CD26 (activated T) cells (p
< 0.01) and increased numbers of various autoimmune antibodies were
seen, compared to two control groups (Thrasher et al. 1993). The authors
described those exposed to chlorpyrifos as having a “high rate of atopy and
antibiotic sensitivities.”

In a series of 289 individuals exposed to a variety of chemicals in com-
puter manufacturing operations, including phthalic anhydride, formalde-
hyde, isocyanide, trimellitic anhydride, and aliphatic and aromatic hydro-
carbons, 23.1 percent (versus 6.7 percent of controls) had Tdymphocyte
helper/suppressor ratios less than 1.0, and 14.9 percent (versus 3.3 per-
cent) had ratios greater than 2.5 (Vojdani et al. 1992b). Further testing in
those with abnormal helper/suppressor ratios revealed lymphocyte activa-
tion, decreased lymphocyte responses to T- and B-cell mitogens, and
increased autoantibodies directed against formaldehyde, trimellitic anhy-
dride, phthalic anhydride, and benzene (haptens}, compared to controls.
The pathological significance of such antibodies, if any, is unclear. For
example, workers exposed to toluene diisocyanate who have no evidence
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of disease nevertheless may have antibodies against toluene diisocyanate.
In contrast, a number of workplace chemicals (colophony, plicatic acid)
are widely recognized as causing specific respiratory sensitization despite
the fact that no immunological mechanism has been demonstrated
(Bernstein 1996),

Cullen and Redlich (1995) summarized the concerns over immunologi-
cal testing in MCS: “So-called immunological tests, such as serum antibod-
ies or patterns of leukocyte surface markers, remain of undetermined rela-
tion to human health, as are concentrations of most nutrients and
antioxidant enzymes. Such tests may be used as biomarkers of MCS or sim-
ilar idiosyncratic disorder only when clear distinction is shown between
affected and unaffected people.”

Finally, it deserves repeating that one of the reasons that no consistent
immunologic abnormalities (or markers) are found in MCS patients may
be the fact that MCS is a class of disease, the subsets of which may have dif-
ferent origins or pathophysiology.



CHAPTER 9

Reviews, Commentaries,
and Polemics

Aside from the original research since the first edition that has advanced
our understanding of the origins, mechanisms, and patient characteristics
relevant to MCS (reviewed above), a number of interpretive commentaries
have appeared, some without peer review. We discuss them in this chapter.
Not reviewed here are the many articles on MCS that have appeared in the
popular press that reflect the full range of opinion concerning MCS.
Scientific investigation related to chemical sensitivity is being stymied by
scientists and physicians with financial conflicts of interest {e.g., those
working for the chemical industry and those acting as defense expert wit-
nesses in legal cases on MCS) who serve on government panels, editorial
review boards, and grant review committees. These conflicts generally
remain undisclosed; yet, from an ethical standpoint, they merit no less
scrutiny than situations in which physicians obtain money from pharma-
ceutical companies for testing their products. In the latter instances, those
presenting results at professional and governmental meetings, publishing
in journals, or participating in grant proposal review committees generally
must disclose potential conflicts, which in some cases would restrict partic-
ipation. No such protections against conflict of interest have been afford-
ed to MCS patients or researchers of chemical sensitivity. However, for both
original scientific work and interpretative commentaries, whether pub-
lished in scientific peer-reviewed journals or in other venues, there has
been an increased call for fuller disclosure of possible bias on the part of
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the authors (Landrigan 1995). Sources of possible bias are not limited to
financial support for the published work, but include financial ties in gen-
eral, involvement with litigation, and disciplinary orientation, to name just
a few situations that provide incentives that could possibly bias the work
(Ashford 1988 and 1995). We argue that readers are entitled to informa-
tion regarding possible bias so that they can appropriately judge for them-
selves the implications and the conclusions reached and thus put the work
into proper perspective.

Published Work in Scientific Journals

The observations of, and theories posited for, low-level chemical sensitivity
have not fared well when viewed from the perspective of traditional toxi-
cology. A publication entitled “The Science of Toxicology and Its Relevance
to MCS" (Waddell 1993) is worth reviewing. The article begins by referring
to Paracelsus who, in the early sixteenth century, argued that the degree of
adverse effect is proportional to the dose of the chemical. This is the origin
of the “dose-response” concept, sacrosanct in modern toxicology, and the
concept that gives rise to the oft-quoted axiom that “the dose makes the poi-
son.” Waddell endorses the use of double-blind, placebo-controlled chal-
lenges to test the “cause” of MCS, but acknowledges the difficulty of per-
forming them with substances that have strong taste or odor. In doing so, he
overlooks the subtleties of the word “cause™ with respect to MCS. We, and
others, have sought to distinguish possible “initiators™ of the condition from
potential “triggers” in an already affected individual. When the author
bemoans the assertion that everything under the sun is reported to “cause”
MCS, he is referring to the triggering of symptoms in persons already chem-
ically sensitive.

Waddell further states that the operational definition of chemical sensi-
tivity that we offered in our first edition (on page 29) “may appear on the
surface to be more reasonable,” but then he incorrectly implies that we say
that the symptoms that appear on repeated, blinded, placebo-controlled
challenges can be different in response to the same incitant. Our expecta-
tions are in fact that the same incitant in an appropriately unmasked sub-
ject would elicit the same symptoms upon each rechallenge. However, if
the subject is not unmasked or deadapted, this may not be observed. We do
believe that the dose makes the poison, however, we would refine
Paracelsus’s axiom as “the dose plus the host makes the poison,” allowing
for the observation that, as with allergy, not everyone is equally susceptible
to every substance.

The field of allergy focuses on a subset of individuals who exhibit IgE-
mediated responses. These responses often can be muted, if not eliminat-
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ed, with allergy shots (immunotherapy). With chemical sensitivity, it seems
that the processes of adaptation and deadaptation can result in a constant-
ly changing host, such that the subject under scrutiny is a moving target.
That this should frustrate traditional toxicologists is understandable. But it
in no way establishes that chemical sensitivity “is contradictory to the fun-
damental principles of toxicology” as Waddell and other MCS critics claim
(see also Gots 1995).

In the same year that Waddell published his view that MCS fails to con-
form with toxicological principles, two editorials were published recom-
mending a variety of approaches for characterizing and understanding
patients with MCS (Kilbum 1993b; Richter 1993). Both called for properly
designed and blinded challenge studies to abjectively test for chemical sen-
sitivity in specific patients.

One reason MCS has been said to violate accepted principles of toxicol-
ogy is that it does not appear to follow a conventional dose-response rela-
tionship. For this and other reasons, critics allege that there is no plausible
causal relationship between chemical exposures and the patients’ symp-
toms. Waddell correctly observed that “humans have a desire to assign a
cause for everything,” and that the history of humankind is filled with
examples of humans’ attempts to assign cause to every event, particularly
to iliness, misfortune, and death. A key question is, how do we distinguish
between a chance association and true cause-and-effect? In an article enti-
tled “Chemical Sensitivity: Symptom, Syndrome or Mechanism for
Disease?” Miller (1996a) recounted the nine criteria, offered by Sir Austin
Bradford Hill (1965), that have been widely used by epidemiologists to
help them make this distinction:

1. Strength of the association, that is, between the exposure and the ill-
ness. For example, in 1775 Percival Pott observed an enormous, per-
haps 200-fold, increase in scrotal cancer among chimney sweeps versus
workers not exposed to tar or mineral oils, a strong association indeed.
However, Hill cautions, we should not be 100 ready to dismiss a cause-
and-effect hypothesis merely on the grounds that the observed associ-
ation appears slight because there are many instances in medicine in
which this occurs, yet a cause-and-effect relationship exists. For exam-
ple, only small percentage of those who harbor meningococcus devel-
op meningitis from it, and only a tiny minority of those who are stung
by bees develop anaphylaxis. Analogously, only a small percentage of
those exposed to certain pesticides or a sick building appear to de-
velop MCS.

2. Consistency. Have different people in different places and times
observed the association? Hill considers this especially important for
rare hazards or conditions. With regard to chemical sensitivity, a num-
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ber of observers have independently described chermical sensitivity
arising in persons exposed to organophosphate pesticides (Cone and
Sult 1992; Miller and Mitzel 1995; Rosenthal and Cameron 1991,
Sherman 1995).

Specificity of the association. The more the association is limited to
specific exposures and/or to specific types of disease, the clearer
the case for causation. Research on inducing exposures for MCS
might reveal strong, specific associations. With respect to triggering, at
first blush there might appear to be a lack of specificity in terms of both
exposures and symptoms. However, individual MCS patients repost spe-
cific symptoms with specific exposures. Unlike cases of cancer or heart
disease, cause-and-effect for symptom triggering in MCS can be tested
experimentally in humans, providing direct experimental measure-
ment of the specificity of the association (if it exists), the strongest form
of evidence possibie for an environmentally related illness.

Temporality. Does the exposure precede the illness? Some critics have
noted that for many MCS patients depression or somatoform tenden-
cies preceded their “initiating” exposure event However, large num-
bers of MCS patients show no evidence of prior psychopathology.
Perhaps the strongest evidence for temporality is the temporal cohe-
siveness between exposure and onset of symptoms observed in large
exposure groups, for example, the Environmental Protection Agency’s
sick building cccupants and sick Gulf War veterans, many of whom
report new-onset intolerances and have nc evidence of psychiatric
problems predating their exposure.

Biological gradient. An association that follows a biological gradient or
dose-response curve strongly suggests causality. Hill acknowledges that
it is frequently difficult to obtain a satisfactory measure of exposure.
However, a dose-response relationship similar to that inferred for
allergic conditions (Waddell 1993) may also pertain to chemical sensi-
tivity: There is a dose-response relationship for the first, sensitizing
exposure in a susceptible individual; with subsequent exposures, the
now sensitized person also responds in proportion to the dose, but at
a much lower dose level than most people. Also suggestive of a
dose~response relationship is the observation by many MCS patients
that the longer they remain in an exposure situation, the more severe
their symptoms become, and the longer they persist. Again, in contrast
to cancer or other environmentally related disease, the triggering
phase of chemical sensitivity lends itself to direct human testing of a
dose-response relationship, thus obviating the need for speculation
about a biological gradient.

Plausibility. Hill comments that it is helpful if the causation we suspect
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is biclogically plausible, but that what is plausible depends upon the
biological knowledge of the time: “In short, the association we observe
may be new to science or medicine and we must not dismiss it too light-
heartedly as just too odd.” In fact, there are some medical conditions
that have features strikingly similar to MCS and are well-accepted, for
example, reactive airways dysfunction syndrome (discussed previously)
and multiple drug allergy syndrome (Sullivan 1991). These parallel
clinical observations may be signs pointing in the direction of biologi-
cal plausibility for MCS.

. Coherence. The cause-and-effect relationship under scrutiny should
not conflict with other generally known facts about the disease, for
example, the pathology or biochemistry of the illness. As little research
on MCS has been done, so far this has not been a problem.

. Experiment. Experimental evidence can provide the strongest support
for a cause-and-effect relationship. Perhaps one of the reasons why
MCS patients are so dogged in their insistence that chemicals are caus-
ing their symptoms is the strength of the experimental evidence they
perceive when they deliberately avoid and then are reexposed to inci-
tants. Part of the appeal of MCS, at least to some environmental scien-
tists, is that it poses an experimentally testable hypothesis, via direct
human challenge studies, in contrast with most other environmentally
related illnesses of major concern, such as environmentally induced
cancers. Of course, experimental conditions must be optimized, that
is, there must be unmasking in an environmentally controlled hospital
unit, if the most robust effect is to be seen. Currently, the only obsta-
cle to the undertaking of these studies is lack of funding.

. Analogy. Under certain circumstances, cause-and-effect can be inferred
by analogy. The sensitivities reported by MCS patients are reminiscent
of the heightened sensitivity to tobacco smoke reported by those who
have recently quit smoking. Likewise, there are close parallels between
MCS and addiction, in which caffeine and food cravings, as well as bing-
ing, are also reported. MCS patients describe “going through with-
drawal” or “detox,” during which the symptoms they report are remi-
niscent of those reported by drug abusers, yet most MCS patients
systematically avoid even mildly addictive substances. Other possible
analogues to MCS are reactive airways dysfunction syndrome (RADS)
and toluene diisocyanate (TDI) sensitivity, particularly the former, in
which a single major exposure may lead to airway hyperresponsive-
ness to multiple, chemically unrelated inhalants. We must ask ourselves
if the airways can develop heightened sensitivity to multiple chemicals
in this way, by analogy, why could not the central nervous system do so
as well?
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To Hill's criteria, Miller would add a tenth criterion, one that would
-apply to symptoms (or illnesses) that are primarily subjective in nature:

10. Unique symptomatology. The more obscure or unique a symptom is,
particularly if it is reported by several independent exposure groups
(e.g., industrial workers, white collar professionals, Gulf War veterans),
the greater the likelihood of causation. For MCS, it would be difficult
to imagine that the curious symptom of odor intolerance, which has
been reported by demographically diverse groups following various
exposure events, could be “invented” by all of them. Equally unexpect-
ed and counterintuitive are MCS patients’ practices of avoiding fra-
grances, foods, alcoholic beverages, and other substances that they for-
merly relished. Why would people who really liked pizza, chocolate, and
beer give these things up unless they made the subjects ill? Why would
amechanic who loved his job, and used to think that WD-40 would make
awonderful perfume, suddenly report that odors at work made him ill
if, in fact, they did not? Why would doctors, lawyers, teachers, and oth-
ers say they quit their professions because of severe mental confusion
around fragrances and engine exhaust if this were not the case?
Scientifically, it would be absurd to dismiss such eccentric behaviors in
otherwise sane individuals without searching exhaustively for a plausi-
ble biological basis.

Hill suggests that his criteria should be used to “study association before
we cry causation.” He further cautions that none of the criteria indis-
putably revokes a cause-and-effect hypothesis, and none is a sine qua non.
In the aggregate, these criteria assist us in determining causation. As dis-
cussed earlier, MCS appears to involve two steps: (1} induction by 2 major
or repeated exposure, and (2) subsequent triggering of symptoms by
chemically unrelated, low-level exposures. Each of these two steps requires
causal validation. Validation of the second step lends itself to direct exper-
imental testing. Validation of the first may rest upon epidemiological inves-
tigations and animal studies.

We earlier emphasized the difficulties and limitations in using tradition-
al epidemiologic approaches for clarifying chemical sensitivity (see discus-
sions in Chapters 1 and 2). [See also “Some Preliminary Thoughts on the
Potential Contribution of Epidemiology to the Question of Multiple
Chemical Sensitivity” (Neutra 1994).] Some of these problems become less
serious when observations focus on event- or exposure-driven research, but
they are not all resolved. In a thoughtful commentary reviewing three pub-
lished Canadian “outbreaks of concern” involving nonspecific symptoms or
hazardous exposures in a community or a workplace (Cole et al. 1996), the
authors observe that “[t]he nature of environmental and occupational
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health outcomes precludes their fitting into traditional medical models of
disease causation,” Cole et al. state:

We advocate expansion of the disciplinary base, the research methods,
and the contextual framing of studies of communities or work places in
which health concerns exist We understand that trade-offs may result
between acceptance of such evidence along traditional epidemiological
lines, but we maintain that traditional approaches are inadequate for the
task of understanding, and they may forestall better conflict resolution in
outbrezaks of concerns.

These authors recognize the need for taking preventive action even in the
face of inconclusive scientific findings. [See also the accompanying editor-
ial by the editor-inchief of the Archives of Environmental Health, which,
although generally supportive of this view, also argues that subjective
reporting of symptoms and “feeling” states can and should be verified by
neurobehavioral performance tests in the absence of objective physical
signs {Kilburn 1996).]

Because MCS does not appear to be readily explained by, or consistent
with, simplified views of traditional toxicology, epidemiology, and disease
causation, much attention has focused on the possibility that the condition
is psychogenic. A particular useful critical review of the post-1980 literature
on MCS, focusing on human studies with original data that address psy-
chogenic origins implicitly or explicitly, was provided by Davidoff and
Fogarty (1994). Ten papers were reviewed: Black et al. 1990; Brodsky 1983;
Doty et al. 1988; Rosenberg et al. 1990; Schottenfeld and Cullen 1985;
Simon et al. 1990; Staudenmayer and Selner 1990; Stewart and Raskin
1985; Terr 1986, 1989. Six of the ten studies used a descriptive case history
design and no control group, three studies used a case-control design, and
one study used a quasi-experimental design. According to Davidoff and
Fogarty (1994), there were many problems with these studies related to
sample selection, measurement, and study design:

Five sample selection problems were identified, including small sample
size, and nonrepresentative sample sources (those with obvious biases,
such as psychiawric referrals or workers’ compensation claimants) .. ..
Seven measurement problems were identified, including no control for
investigator bias and insufficient information about the assessment instru-
ments . ... Three study design problems were identified including inade-
quate controls for a chronic illness explanation of symptoms and conclu-
sions about cause-and-effect in the absence of both a testable hypothesis
about cause-and-effect and a study design capable of elucidating cause-
and-effect relationships .. . . Only one study reviewed (Doty et al. 1988)
was judged to have fewer than eight methodologic problems. . ..

The identical test findings used by Simon et al. 1990 to support a
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psychogenic hypothesis could have been used to support a biogenic
hypothesis. The tests are unable to distinguish between the two hypothe-
ses . . .. Study dezign problems were judged to be prominent in 9 of the 10
articles reviewed, the exception being Doty et al. 1988. [A]lthough Black
et al. 1990 and Simon et al. 1990 reported their goals were to explore asso-
ciations between MCS syndrome and psychiatric disorders, the conclusions
of both groups suggested the study data supported the thesis
that MCS syndrome was attributable to “psychological vulnerability” or psy-
chopathology. [Authors’ note: In a later publication, Simon et al. 1993,
greater care is taken not to confuse psychological symptoms with psy-
chogenic origin of MCS. See the discussion of this work in Chapter 8.]

This review suggests that existing research studies considered widely
supportive of a psychogenic origin for MCS syndrome have serious
methodologica! flaws . . . . [T]he nature, timing, and origin of thesc {psy-
chiatric symptoms] . . . can be explained plausibly by at least six compet-
ing hypotheses. ... [S]tudies must be designed w0 differentiate between
[these] competing hypotheses. ...

The review by Davidoff and Fogarty is notable for its clarity of thinking
and analysis, absent in many other commentaries. A journal recognized for
its predominantly industrial orientation, The Journal of Occupational and
Environmental Medicine, chose this article to feature in its “Selected Review
of the Literature” forum, and gave the paper an extraordinarily positive
endorsement: “[t]he authors . . . convey full awareness of widespread skep-
ticism directed towards patients exhibiting characteristics of multiple
chemical sensitivities syndrome (MCS) and to supporters of MCS as a dis-
tinct diagnostic entity. Their rigorous methodology, application of diag-
nostic criteria, and careful analyses may serve to convert some hardened
nonbelievers at least into hardy agnostics” (Wittmer 1996).

In the same year, a less analytic two-part review of MCS continued some
of the confused thinking characteristic of earlier papers (Sparks et al.
1994a and b}. The first part, entitled “I. Case Definition, Theories of
Pathogenesis, and Research Needs,” reviewed most of the recent work rel-
evant to both biological/physical and psychogenic theories for MCS
{except the review by Davidoff and Fogarty). Despite the title, this review
treats the issue of case definitions superficially. At first, the authors are
appropriately circumspect about drawing definitive conclusions from the
limited data available on MCS. For example:

The available evidence shows that patients diagnosed with MCS are very
heterogeneous and that more than one causal mechanism may be opera-
tive in different cases.

The illness belief/behavier theory of MCS arises from historical and
sociologic evidence and clinical observations but has not heen subjected
to controlled investigations.

However, the authors use the ambiguous term “psychophysiologic™ to
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describe the possibility that MCS could have a biological or physical origin
yet manifest itself in psychological symptoms. Rather than adding clarity,
this term is likely to confuse the uninitiated reader, who could easily inter-
pret the prefix “psycho” as referring to causes rather than symptoms.
Furthermore, as in other publications, the word “cause” is used ambigu-
ously, sometimes to refer to the initiation of chemical sensitivity and some-
times to the triggering of symptoms. That this ambiguity should have con-
tinued in 1994 is disappointing.

The authors are appropriately open-minded about possible neuro-
inflammatory mechanisms, limbic system kindling, time-dependent sensiti-
zation, and odor conditioning. However, there is a tug of war throughout
the first part of this paper between not overstating the evidence for any par-
ticular mechanism and where the authors ultimately end up in the second
part of their paper—indicating a strong preference for psychogenic origins
(Sparks et al. 1994b). The inconsistency between the two parts of the paper
is evident in the statement made in Part One that “[b]ecause none of the
above views of etiology is universally accepted on the basis of substantial sci-
entific evidence, dogmatic adherence to one of them is unwise as a basis for
managing patients with an MCS diagnosis.” Yet the authors violate their
own admonition in Part Two of this paper (see Miller 1995) by recom-
mending psychiatric or psychological interventions as the only appropriate
course of treatment.

Although the authors agree with the recommendation made in the first
edition of this book, and endorsed in the NAS workshop, the AOEC work-
shop, and the New Jersey workshop, that an environmental medical unit be
used to conduct research using double-blinded, placebocontrolled chal-
lenges, they introduce some confusion by calling the unit a “specially con-
structed environmental challenge chamber” (see the discussion of the dif-
ferences between an environmental medical unit and a conventional
challenge chamber in Chapter 10).

Worth analyzing for its flawed arguments is a paper by Ronald Gots
(1996). Gots is affiliated with the International Center for Toxicology and
Medicine, the Environmental Sensitivities Research Instituus:,1 a so-called

'ESRIisa corporate-supported entity with an “Enterprise Membership” fee of $10,000 per
year. Board members include DowElanco; Monsanto; Procter and Gamble; the Cosmetic,
Toilewry and Fragrance Association; and other companies and trade associations involved in
the manufacture of phammaceuticals, pesticides, and other chemicals. An ESRI advertorial,
published in newspapers around the country, is reproduced below:

Multiple Chemical Sensitivity: Fear of Risk or Fact of Life?

(NU)—Scientists are increasingly concerned that a doubtful new diagnosis—sup-
posedly caused by everything “man made” in the environment—is unnecessarily
making thousands of Americans miserable each year. One of these so called “mod-
ern diseases” is called MCS, for Multiple Chernical Sensitivities. Many established sci-

(continued)
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independent entity that is funded by the chemical industry and trade asso-
ciations, and the National Medical Advisory Service, which provides medical
experts for corporate defendants. Although he correctly concludes in the
body of his paper that psychogenic causes of disease should be considered
when no plausible physiologic cause is known, Gots takes the logic one
unjustifiable step further in the abstract, where he asserts that “[e]verything
that is known about MCS to date strongly suggests behavioral and psy-
chogenic explanations for symptoms.” He relegates research on limbic
kindling, time-dependent sensitization, and respiratory tract or olfactory
sensitivity to the status of scientific curiosities that require behavioral mech-
anisms to tie them to symptomatology. Even if he were correct about the
absence of physiological evidence (and he is not), the presence of psycho-
logical problems in patients is not proof of psychological causation. The
work of Fiedler et al. {1992) and that of Simon et al. (1990, 1993) amply
demonstrate that there are MCS patients with no premorbid or subsequent
psychological probiems.

Gots dismisses, as entirely unreliable, patients’ reports of symptoms that
“provide a completely subjective catalogue of chemicals and doses, one
which is ever changing, one which cannot be uncovered or tested, and one
which therefore has no limits.” There is, in fact, statistically significant evi-
dence of a strong correlation between patients’ subjective symptoms and
objective measures in a population suffering in sick buildings (Wyon
1992). Of course, research using double-blinded challenges in an EMU
would settle the question once and for all for MCS patients.

Gots leaves one small window open, admitting that patients could possi-
bly be responding to the odors of chemicals. Ignoring the mounting
scholarship on effects of low levels of volatile chemical substances on the
brain, he asserts that “[t]his responsiveness to smell, of course, speaks to
the psychogenic nature of this phenomenon, since there is no relation-
ship between odor and actual toxicity.” He quotes Barsky and Borus
{1995), who view “functional somatic syndromes” as including “chronic
fatigue syndrome, total allergy syndrome [MCS], food hypersensitivity,
reactive hypoglycemia, systemic yeast infection . .., Gulf War syndrome,
fibromyalgia, sick building syndrome, and mitral valve prolapse.” Sick
building syndrome, for one, is now generally accepted as a physical disor-
der (Mglhave et al. 1993; NRC 1992b) although the mechanisms stiil are
not well understood. Notably it was once called “mass psychogenic illness”
by the National Institute for Occupational Safety and Health (Baker 1989;

entists and physicians doubt MCS actually exists; it exists only because a patient
believes it does and because a doctor validates that belief. For information on MCS,
write the Environmemtal Sensitivides Research Insttute, 6001 Montrose Road, Suite
400, North Bethesda, MD 20852, (News USA 1996)
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Kreiss 1989) and still is by some researchers in the United Kingdom (Wes-
sely 1992).

In order to justify his criticism of chemical avoidance practices, Gots
lumps together as “deleterious” both “avoidance techniques and sauna
treatment.” This journalistic device needs to be appreciated for what it is:
a joining of potentially useful and questionable practices under one label,
similar to lumping all unexplained disorders under the heading of “func-
tional somatic syndromes” (Barsky and Borus 1995). We take issue with
such criticism, which would bar the use of judicious trials of avoidance in
selected patients, especially in the face of the mounting, though not yet
definitive, evidence for a physiological origin for MCS—and in the absence
of convincing evidence that all MCS is psychogenic. The papers published
since the first edition of this book that purport to “prove” psychological
causes either simply document psychological symptoms (which are not nec-
essarily psychogenic) in some, but not all, MCS patients (Simon et al. 1990,
1993), make unsupported claims concerning the efficacy of psychological
interventions (Staudenmayer et al. 1993b) (see discussion of “Psycholog-
ical Therapies” in Chapter 10), or are, for the most part, recycled opinion
(Staudenmayer 1996, 1997, Gots 1995; 1996).

Both Gots and Staudenmayer appear dismissive of many medical condi-
tions such as sick building syndrome that are as yet unexplained by domi-
nant medical or scientific theory. In contrast, in 1992, the National
Research Council (NRC) Subcommittee on Immunotoxicity observed
(NRC 1992b):

Some authorities suggest that SBS [sick building syndrome] is of psycho-
logic origin or that it represents an anxiety state, mass hysteria, or a con-
ditioned reflex. Investigators at the Karolinska Institutet in Sweden have
demonstrated, however, that blinded passers-by exposed to a mobile
breathing chamber linked to the air supply of a “sick building” experi-
enced the same reactions to building air as had the building’s inhabitants.
[Reference was to Berglund et al. 1984 in NRC, p. 132]

The sick building syndrome is a real phenomenon, in which susceptible
occupants of closed buildings have symptoms of headaches, eye and nasal
irritation, mucous membrane irritation, lethargy, and difficulty with con-
centration. A role for VOCs [volatile organic compounds] in the etiology
is suggested, and the hypothesis that this syndrome is solely of psycholog-
ic origin is not consistent with existing data. {NRC, 1992b p. 138)

Other Writing and Publications

Already documented in earlier parts of this book is the battle waged by war-
ring factions of the medical community, principally the traditional allergists
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and the clinical ecologists. The American Medical Association (AMA) ini-
tially was heavily influenced by the position paper of the American College
of Physicians (ACOP) on Clinical Ecology (1989}, and it briefly weighed in
on the side of the allergists. However, a few months later, after becoming
aware of the NAS workshop on multiple chemical sensitivity, 2 Canadian
MCS workshop, and the first edition of this book, as well as recent review
articles, the AMA retracted its earlier critical assessment and in December
1991 retreated to a more agnostic position, stating:

The fact that the diagnostic tests and therapy recommended by clinical
ecologists are largely unproven by controlled clinical trials does not nec-
essarily establish the lack of scientific validity. Wellcontrolled studies
could validate and prove a scientific basis for many of the tests and thera-
pies associated with multiple chemical sensitivity. (Estes et al. 1992)

The AMA went on to say that “[u]ntil such accurate, reproducible and
well-controlled studies are available, the AMA Council on Scientific Affairs
believes that multiple chemical sensitivity should not be considered a rec-
ognized clinical syndrome.” The council recommended that “the AMA
continue to monitor the published literature on clinical ecology and report
as appropriate.” The AMA made a subtle, but crucial distinction between
the lack of proven efficacy of certain therapeutic approaches and evidence
for MCS itself. The American College of Physicians does not have a posi-
tion statemnent on MCS, although it issued one on Clinical Ecology in 1989.
The California Medical Association withdrew its position statement on
Clinical Ecology in 1993,

In contrast to the AMA’s cautious position, the American Council on
Science and Health, an organization often at odds with environmental sci-
entists and occupational physicians concerned about preventing occupa-
tional and environmental disease, especially cancer, produced an informa-
tional booklet on MCS (American Council on Science and Health 1994).
The booklet essentially equates MCS with “junk science” and is one-sided,
quoting selectively and out of context from various documents, including
the AMA’s published position; and it indicts by innuendo those who advo-
cate research to clarify the nature of the condition. The publication also
perpetuates the illogical notion that the current lack of proven therapies
proves the nonexistence of the condition. Notably absent is any reference
to the neuroscience literature on MCS, ignoring one plausible neurologi-
cal mechanism for chemical sensitivity.

The 1996 Berlin Workshop

In 1995, the European research team that conducted the nine-country
MCS exploratory study described in Chapter 7 urged:
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Perhaps the most immediate need is for the convening of a workshop in
early 1996 of a small number (30-50) of invited participants from Europe
and North America to discuss the experience and evidence related to
chemical sensitivity to date, and to make recommendations for further
research. Invited participants should include knowledgeable researchers,
practitioners, governmental authorities, and policy makers. Both proponents
and critics of the condition should be included. The workshop format should
allow for presentations, discussion, dialogue, and challenge of views in a
structured, focused, and constructive way. To the extent possible, the
workshop should help participants resolve differences and agree on
research priorities. (Ashford et al. 1995, emphasis added)

This recommendation to the European Commission was not acted upon.
Instead, with prompting from German scientists and government officials,
the International Programme on Chemical Safety (IPCS) held an invited
conference in Berlin in February 1996 in collaboration with three German
agencies—the German Federal Ministry of Health, the Federal Institute for
Health Protection of Consumers and Veterinary Medicine {BGVV), and
the Federal Environmental Agency (UBA). IPCS is jointly supported by the
United Nations Environmental Programme (UNEP), the International
Labour Organization (ILO), and the World Heaith Organization (WHO).
The workshop included presentations by invited participants from Europe,
the United States, and Canada, and was also attended by representatives of
various so-called nongovernmental organization (NGOs). The conference
process was compromised from the beginning, with the four invited NGO
representatives all coming from industrial NGOs and none from environ-
mental, consumer, labor, or other publicly based groups. No representa-
tives of MCS patients, environmental groups, or labor unions were present
at the workshop. The purposes of the three-day meeting were to review
information on MCS to determine whether MCS constitutes a syndrome; to
examine relationships with other environmental illnesses; to identify possi-
ble etiological factors; and to discuss diagnoses, diagnostic testing, differ-
ential diagnoses, and approaches to treatment. Ad hoc panels that includ-
ed the NGO representatives from the four transnational corporations with
potential interests at stake met to review issues and reported back to the
workshop as a whole. The four “NGO representatives” were full-time
employees of BASF, Bayer, Monsanto, and Coca Cola, the first three of
which claimed affiliation with an industry-funded science institute (the
European Centre for Environment and Toxicology).

A U.S. industry consultant, Ronald Gots (the director of the corporate-
financed Environmental Sensitivities Research Institute mentioned above),
who has been vocal in insisting that MCS is only a mental disorder (Gots
1996}, not only was a full participant in this international meeting but was
also invited to present the “U.S. perspective” on MCS even though he has
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not published any original peer-reviewed research on MCS. (Ronald Gots
is not only the director of an anti-MCS “research institute” but, as noted
above, also directs the National Medical Advisory Service, which provides
medical experts to corporate defendants involved in litigation over MCS,)

During the meeting, the corporate NGOs and various outside
“observers”—from German federal environmental and health ministries—
joined invited participants in the discussion, participated in the drafting of
recommendations, and were present during the voting on those recom-
mendations (because votes were not recorded there is some lingering
uncertainty as to who actually voted). Some of the German federal
observers were directly involved in a major lawsuit conceming “wood
preservative syndrome” (attributed to pentachlorophenol). (For a discus-
sion of the wood preservative problem, see Ashford et al. 1995.) One
“NGO” representative was an employee of Bayer, which is one of the own-
ers of DESOWAG, a defendant in the wood preservative lawsuit. Another
“NGO” representative who was present at the meeting has been openly crit-
ical of physicians who assist MCS patients.

This hardly impartial group of observers and participants recommended
in their report that MCS be renamed “idiopathic environmental intoler-
ance.” Initially unaware of the compromised process, the chair of the work-
shop, Dr. Howard Kipen, as well as other participants and scientists, regis-
tered their objections to the process after the close of the meeting (Abrams
et al. 1996). Howard Kipen and Claudia Miller, in separate letters to the
IPCS, have insisted that their objections to the term “idiopathic environ-
mental intolerance™ (IEI) be included in the report if it is ever published.
Soon after the Berlin meeting, certain workshop participants reported to
the media and at scientific meetings that the “idiopathic® in IEI meant
“self-originated,” rather than “being of unknown etiology” (a more familiar
meaning of the term as it is used in medicine)—and they erronecusly pro-
claimed that IEI had become WHO's official name for the condition, and
that the new name should replace the term “MCS.” Soon after receiving a
letter of protest from 80 prominent United States scientists and physicians
concerning the Berlin meeting (see below), IPCS clarified the status of the
IEI name by issuing a notice stating that WHO had “neither adopted nor
endorsed a policy or scientific opinion on MCS.” In response to these
objections, IPCS has limited the distribution of the final “unedited” report.
In its current form, the report now contains several disclaimers, for exam-
ple, that the document does not necessarily represent the decisions or stat-
ed policy of UNEP, ILO, or WHO,; that it does not constitute a formal pub-
lication; and that it should not be reviewed, abstracted, or quoted without
the written permission of the Director of the IPCS.

Even though review of, abstraction from, or quotation from the report
was prohibited by IPCS because of objections registered by Kipen, Miller,
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and other scientists, the so-called consensus recommendations appeared in
an “unauthored” paper in a recent issue of Regulatory Toxicology and Pharma-
cology (Anonymous 1996), further corrupting a process that was flawed
from its conception. Notably, this paper was published in a special issue
of Regulatory Toxicology and Pharmacology along with the proceedings of a
“State of the Science Symposium” on MCS that was cosponsored by
Gots’ National Medical Advisory Service in 1995—well before the Berlin
Workshop. The journal acknowledges that the supplement containing the
Berlin recommendations was “made possible” through a grant from
[Gots'] Environmental Sensitivities Research Institute, “a charitable, non-
profit, scientific, and educational organization dedicated to the open
exchange of objective scientific information and data among physicians,
scientists, industry, the government, and the general public" (see earlier
footnote concerning ESRI). In a letter dated April 17, 1996 (Abrams et al.
1996) to the IPCS conference sponsors (the World Health Organization,
the International Labour Organization, and the United Nations Environ-
mental Programme) objecting to the MCS workshop as well as prior IPCS
activities involving chrysotile asbestos, 80 prominent and predominantly
academic and independent scientists and physicians (including the former
directors of the U.S. National Institute of Environmental Health Sciences,
the National Institute for Occupational Safety and Health, and the Na-
tonal Cancer Institute), none of them clinical ecologists, urged that IPCS
and its U.N. sponsors:

1. Immediately halt work on the IPCS chrysotile asbestos criteria docu-
ment, and conduct an expert, impartial review of whether it serves any
useful purpose to complete it.

2. Immediately halt work toward the issuance of reports on MCS. They
should reconstitute the MCS panel exclusively with scientists who have
published research (not merely opinion) on chemical sensitivity and
related scientific issues and with doctors who have actual experience in
managing patients with MCS. The IPCS and its U.N. sponsors should
also assign NGO places to legitimate NGOs, and, to the fullest extent
possible, should identify and exclude scientists with financial conflicts
of interest.

3. Have ICPS report publicly on the complete extent of conflicts of inter-
est of all members of 1PCS expert scientific panels (i.e., participants,
representatives, and observers) on all projects now under way, pur-
suant to IPCS’s own Programme Advisory Committee recommen-
dation that there be “open declarations of both professional and
personal interests related to the issues under evaluation in order to
avoid . . . conflicts of interest.”
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The IPCS Director, joined by UNEP and 1LO, responded in a published
letter {Mercier et al. 1996) that simply categorically denied improper influ-
ence, asserting that “[t]here are no instances where any final reports of the
IPCS were biased by industry or other NGOs” and “[t]he fact that there
have been no improper influences must be readily apparent to and under-
stood by anyone objectively viewing the process.” Obviously, there were
persons at the conference, including the chairman, who were clearly of
another opinion. Following this exchange of letters, there was a meeting of
the IPCS Programme Advisory Committee in Halifax, Nova Scotia, October
23-25, 1996, at which the sponsoring agencies discussed this and other
issues with the IPCS. One item raised was the possibility of convening a sec-
ond workshop in 1997 in the United States. As we go to press, a formal
response with regard to such a meeting is yet to come.

Commentary

Thus, as we look back over the past five years, instead of science and accu-
mulated knowledge providing a rational basis for dialogue and consensus,
the MCS debate has become even more acrimonious and acerbic—fueled
by concerns for liability and regulation. Where five years ago critics of MCS
at the NAS workshop nevertheless agreed upon a necessary and clear direc-
tion for research to clarify the origins and nature of chemical sensitivity,
the most vocal critics now have essentially withdrawn their recommenda-
tions for it, arguing that mounting evidence does not justify Further
research. Fortunately, others, while still appropriately skeptical, increasing-
ly advocate research to clarify the situation.

In the meantime the acrimonious debate has expanded to Europe
where, as in North America, concerns for liability and more stringent reg-
ulation have spurred some industry representatives to compromise fair and
full discussion of chemical sensitivity and to improperly influence interna-
tional organizations whose charge is to foster honest and open discussion
in the interest of protecting public safety, health, and the environment.

Even if these biases were not operating, established scientific and med-
ical paradigms for physiology, biochemistry, and disease do not easily
embrace new observations, data, and theory. Thomas Kuhn has written
extensively about the painfulness of paradigm shifts in his Structure of
Scientific Revolutions (Kuhn 1996). (An expansion of the Kuhn view, which
has poignant relevance for chemical sensitivity, is provided below.) An
example of a recent paradigm shift is illustrated by the now accepted view
that peptic ulcers are caused by the bacterium Helicobacter pylori and can be
effectively treated with antibiotics (Peterson 1991). The longstanding sci-
entific and medical conviction that ulcers had their origin in stress died
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very hard. It took more than a decade for the new paradigm to topple the
old, even though evidence of an infectious etiology has been available for
a relatively long time (Gilovich and Savitsky 1996}, The proponent of the
now accepted view was initially derided and ridiculed, as have been many
pioneers before him in medical science. Still, the arrogance of tenacious
clinging to outdated views continues in many parts of medical science,
aided now by the more politely dismissive label “junk science,” replacing
the earlier label “fraudulent.” Critics of a physiologic basis for MCS accuse
some physicians of unjustifiably reinforcing somaticizing patients’ “belief
systems” (Staudenmayer et al. 1993b}), when in fact it is increasingly evident
that it is the critics’ intractable belief in dominant medical models that
retards much-needed research and progress that could help us truly under-
stand the condition. Blind adherence to old paradigms, coupled with vest-
ed financial interests, and the reputational consequences of rejecting prior
positions are powerful incentives militating against change.

Stages of a Paradigm Shift (adapted from Kuhn 1996)

* Ignore departures from the existing paradigm.

¢ Deny that an anomaly exists; blame it on faulty observation or test-
ing error. Deride the proponents of the new paradigm.

* Acknowledge the anomaly, but call it “idiopathic.”

*Try to explain the anomaly with the existing paradigm, sometimes
by making minor adjustments.

*Seek alternative paradigms to contradict or minimize the one pro-
posed.

* Recognize the paradigm as valid, but within a narrow context rele-
gated to “exceptions.”

s Accept the new paradigm as offering some explanatory power, but
retain the old paradigm too.

s Discredit the old paradigm; deride any attempt to reinstate or
rehabilitate the old paradigm.

* Accept the new paradigm with enthusiasm,

* Begin again.






CHAPTER 10

Research and Medical Needs

Current Reflections on MCS

Below, we summarize points made in Chapter 7-9.

Phenomenologically, toxicantinduced chemical sensitivity appears to
develop in two stages: (1) loss of tolerance following acute or chronic expo-
sure to various environmental agents, such as pesticides, solvents, or con-
taminated air in a sick building; and (2) subsequent triggering of symp-
toms by extremely small quantities of previously tolerated chemicals, drugs,
foods, and food/drug combinations. Masking may prevent both patients
and their physicians from seeing more than the tip of MCS iceberg (Fig.
10-1). Although sensitivity to chemicals may be one of the consequences of
this two-stage process, “chemical sensitivity” may not be the most appropri-
ate term for describing the process itself.

There are two principal reasons for this. First, although “chemical sensi-
tivity” certainly sounds like an inconvenient problem, the words fail to con-
vey the potentially disabling nature of the condition and its postulated on-
gins in a toxic exposure. Although some may balk at using the word “toxic”
in this manner, numerous investigators from different geographic regions
have published strikingly similar descriptions of individuals who report dis-
abling illness following exposure to recognized environmental contami-
nants, albeit at levels not generally regarded as toxic (Ashford et al. 1995;
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ger symptoms in these individuals once the process has been initiated (Bell
et al. 1992, 1993c; Miller 1992; Miller and Mitzel 1995; Randolph and Moss
1980). Of course if one views the term “chemical” broadly enough, it could
encompass such exposures as foods, alcoholic beverages, and caffeine—and
we were careful to include these substances in our discussions earlier in this
book—but it is not the popular understanding of the word “chemical.” An
alternative term, “toxicant-induced loss of tolerance” (TILT), has been pro-
posed (Miller 1997). This term offers several advantages. First, it describes
the process as it has been observed by clinicians and patients. Second, it
aliows for the possibility that various toxicants may initiate the process.
Third, it does not limit the resulting intolerance to chemicals. Finally, it
sharpens the focus of the current debate over chemical sensitivity by posit-
ing a theory of disease that can be subjected to objective testing. The possi-
bility that psychologically traumatic events could also initiate loss of toler-
ance for various substances is not denied, but, in our review of the literature,
the confirmed or anecdotal evidence for this is less robust than that for
chemical agents.

Historically, new theories of disease have arisen when physicians
observed patterns of illness that did not fit accepted explanations for dis-
ease in their time—for example, first the germ theory and subsequently the
immune theory of disease. Likewise, the range of illnesses under discussion
here does not conform to current, accepted explanations for disease or
toxicity. Objections to accepting chemical sensitivity as an organic disease
have included concerns that:

1. Too many different chemicals have been said to cause it.!

2. Patients report too many symptoms involving any and every organ sys-
tem.

3. No confirmed physiological mechanism explains it.
4. No biomarker for it has been identified.
5. Total avoidance of chemicals is impractical.

Theories of disease attempt to explain what is going on inside the “black
box,” the patient, prior to overt illness, as illustrated in Schematic 10-a.

lTht: simple and simplifying word “cause” obscures the complex, at least twostep process
thought to characierize chemical sensitivity. Initiating causes and triggering causes play very
different roles in the process, just as cancer initiators and cancer promoters do in prevailing
theories of cancer causation.
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Agent ——» Host —» Big Response

Schematic 10-a. Theories of disease. (UTHSCSA © 1996)

A theory of disease is a yet-to-be-established, general mechanism for a
class or family of diseases. For the germ theory of disease, the boxes depict-
ing the general mechanism of infection would look something like those in
Schematic 16-b.

Host 1
Germ —» L, Germs ~—» Big Response
Reproduce
Later I
l Host 2
Germ —» Lp Gorms - Big Reaponse
Reproducs

Schematic 10:6. Germ theory of disease. (UTHSCSA © 1996)

Note that:

1. Many different kinds of germs cause responses.

2. Therc are many different responses involving any and every organ sys-
tem (skin, respiratory, gastrointestinal, neurological).

3. Specific mechanisms for different members of the disease class vary
greatly, for example, cholera versus AIDS versus shingles.

4. There is no single biomarker; identification of specific germs took
years.

5. Prevention (avoidance, antiseptics, sanitation, use of gloves) preceded
knowledge of specific mechanisms.

For the immune theory of disease, the boxes might look like those in
Schematic 10-c.
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Antibodles
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— Big Response

Schematic 10c. fmmune theory of disease. (UTHSCSA © 1996)

those in Schematic 10-d.

Agent ——»
(e.g., chemicals or
radiation)

Later

Other Agents ~—>»

Here, as with the germ theory of disease:

Many different kinds of antigens cause responses.

There are many different responses involving any and every organ sys-
tem (skin, respiratory, gastrointestinal, neurological).

Specific mechanisms for different members of the disease class vary
greatly, for example, poison ivy versus allergic rhinitis versus serum sick-

There is no single biomarker; identification of specific antibodies took
years.

Prevention (avoidance, allergy shots) preceded knowledge of specific
mechanisms.

For the two step-theory of carcinogenesis, the boxes might look like

Host 1

L cen
Mutation

Mutated Cell
Host 1

Cell Growth
Promotion

— Big Response

Schematic 10d. Two-siep theory of carcinogenesis, (UTHSCSA © 1996)
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Here, as with the germ and immune theories of disease:

. Many different kinds of agents may cause respenses.

There are many different responses involving any and every organ sys-
tem (skin, respiratory, gastrointestinal, neurological).

Specific mechanisms for different members of the disease class may vary
greatly, vinyl chloride versus polynuclear aromatics versus radiation.

. There is no single biomarker; biomarkers for different cancers are dif-

ferent.

Prevention (diets rich in certain vegetables or nutrients, avoidance of
radiation and certain industrial chemicals} preceded knowledge of spe-
cific mechanisms.

For toxicant-induced loss of tolerance (TILT), the boxes might look like

those in Schematic 10-e.

Hoet 1
Tolerance
Later
Other Chemicals —» Host 1 —>» Blg Response

Schematic 10+. TILT theory of disense. (UTHSCSA © 1996)

For toxicant-induced loss of tolerance, as for the theories of disease dis-

cussed above:

Many different kinds of chemicals may cause responses.
There may be many different responses involving any and every organ

system.
Specific mechanisms may vary greatly.

It is conceivable that there is no single biomarker for response; ident-
fication of biomarkers may take years.

Prevention (avoidance of initiators or triggers) may precede knowledge
of specific mechanisms.
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Although the concept “loss of tolerance™ may sound vague, in fact it is
not. What these individuals report is a loss of specific tolerance to particu-
lar chemicals, foods, and drugs (Miller 1997). Note that this theory does
not exclude the possibility that toxicantinduced loss of tolerance could
turn out to be a special kind of toxicity or a variation on the immune the-
ory of disease, just as allergy and delayed-type hypersensitivity are special
cases that fall under the general classification of immunological disorders.
Entertaining TILT as a possible new theory of disease facilitates a paradig-
matic shift, one which challenges us to view the illnesses associated with
chemical intolerance in a new framework—as a class of disorders, parallel
to infectious diseases, immunologic diseases, and cancer. The TILT spec-
trum of disorders may be caused by a broad range of agents (solvents, pes-
ticides, combustion products, implants), leading to a diverse spectrum of
diseases (Fig. 10-2), some affecting only single organ systems, like migraine,
asthma, and RADS, and others affecting many simultaneously, like MCS,
chronic fatigue syndrome, and “Gulf War Syndrome.”

Much effort has been devoted to developing a consensus case definition
for chemical sensitivity (see discussion later in this chapter), with a singu-

Newmychobglw
» Muttlple Chemical
Disorder (ADHD)

Ear, Nose and Throst Prssbqaibapn e bl Cardiovascular
* shwisitus « selzures 'Illl!I"I'll ol
(o « hypotenslon
« facument olitis \ 1 / * Raynawd's phenomenon
Miscellaneous TOXICANT-INDUCED Respiratory
'mw e LOSS OF — st
« "Gulf War Syndrome” TOLEHANCE WMMAII.TH”M.ISD)’M
? +{oluene dilsocyanaie
{TDI) hypersensitivity
s o { N\
hves Gastrolntestinl
*other rashes, Connective tissue/Musculoskeletal oot
eruptions * Mbromyaigle reflx
. tunnel syndrome
. utar joint
dystunction (TAA) syndrome
+ arthiritis
* upus

FIGURE 10-2. Some conditions that may have their origins in toxicani-induced loss of tolerance.
(UTHSCSA © 1996)
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lar lack of success. This lack of success would not be surprising if in fact
what we were dealing with was a new class or family of disorders. Certainly,
it would not be feasible to develop a single clinical case definition that
would embrace all infecticus diseases, all immunological diseases, or all
cancers. Toxicantinduced loss of tolerance also may not lend itself to a
case definition approach for study.

Theories of disease that withstand scientific scrutiny come along infre-
quently. The past century has witnessed the incorporation of the germ,
immune, and cancer theories of disease into medical practice. Equating
toxicantinduced loss of tolerance with any of these theories, each of which
has been widely corroborated, would of course be premature. On the other
hand, toxicant-induced loss of tolerance has certain earmarks of an emerg-
ing theory of disease, including vituperative disputes among physicians
extending over several decades (Miller 1997).

Experimental Considerations and Approaches to MCS

For ethical reasons, the first stage of TILT (initiation) is more difficult to
model in humans than the second stage (triggering). Ultimately, epidemi-
ological studies and animal models may elucidate the first stage. Event-
driven studies, for example, the opportunities presented by “natural exper-
iments” such as the Gulf War, a pesticide spill, or a sick building, are enor-
mously important here. Fortunately, the second stage readily lends itself to
testing via direct human challenges, providing a potent form of scientific
evidence through observation, which, unlike associations uncovered in epi-
demiological studies, can establish causation. However, in the design of
human challenge studies in this area, certain key clinical observations need
to be taken into account. First, the commonly reported biphasic (stimula-
tory and withdrawal-like) pattern of the patients’ symptoms, particularly
those symptoms involving the central nervous system, must be understood
in order for investigators to perform meaningful test challenges on these
patients (see the section on “Adaptation” in Chapter 2). Second, masking,
described further in the next section, may “hide” responses to low-level
chemical challenges and therefore should be minimized prior to testing.
Controlling masking may be analogous to controlling background noise in
studies on sound. Below we discuss turther these clinical features, their
incorporation in experimental designs, and how failure to incorporate them
may weaken, if not negate, the outcome of challenge studies.

Chemically sensitive patients resemble drug addicts in one sense: mem-
bers of both groups often report intense cravings and debilitating with-
drawal symptoms. However, chemically sensitive patients’ responses are not
primarily to drugs. These individuals more commonly report addictions to



Research and Medical Needs 297

caffeine or certain foods. The stimulatory and withdrawal symptoms report-
ed by chemically sensitive patients are frequently identical to those report-
ed by normal persons exposed to much greater amounts of the same sub-
stances. For example, after drinking one cup of coffee, chemically sensitive
patients may report feeling “hyper,” jittery, talkative, nervous, or anxious, or
experiencing paniclike symptoms (stimulatory phase). Hours to days later,
they may report withdrawal symptoms such as fatigue, yawning, confusion,
indecisiveness, irritability, depression, loss of motivation, blurred vision,
headaches, flulike symptoms, hot or cold spells, or heaviness in their arms
and legs (withdrawal phase) (cf. Table 2-2). Similar symptoms occur during
caffeine withdrawal among some low-to-moderate caffeine users in the gen-
eral population (Silverman et al. 1992). Large numbers of chemically sen-
sitive patients and many Gulf War veterans with unexplained illnesses report
that one drink of an alcoholic beverage causes inebriation or a severe hang-
over (Miller 1992, 1994a; Miller and Mitzel 1995). These augmented
responses suggest that those afflicted have lost their prior natural or native
tolerance for low levels of many common environmental substances.

Early in their illness, prior to eliminating caffeine from their diets, many
chemically sensitive patients report having consumed chocolate, coffee, tea,
or cola addictively, often in large quantities {(Miller 1992). Some carried
huge cups of coffee or tea around with them wherever they went. Many
report later having stopped use of all caffeine and xanthines, generally on
the advice of a friend or a physician, and subsequently experiencing sever-
al days of intense withdrawal symptoms. Frequently they report that it was
only after eliminating all xanthines from their diets that they were able to
discern the effects of consuming a single cup of coffee or a chocolate bar.
Most report becoming aware of the unpleasant effects of caffeine only after
a trial of partial or complete caffeine avoidance. In this regard, chemically
sensitive patients resemble certain reformed smokers or alcoholics who after
quitting their addictants report extreme sensitivity to minute amounts of
them. Terms such as “addiction,” “withdrawal,” and “detox” pepper the
vocabulary of chemically sensitive patients. One described the condition as
being “like drug abuse without any of the fun.” These parallels to addiction
provide perspective; they may help explain why the mechanisms that under-
lie chemical sensitivity have been difficult to define, and why biological
markers have proved elusive.

Drug addiction and toxicant-induced loss of tolerance share a number of
features in common, TILT also has features reminiscent of toxicity and aller-
gy (Table 10-1). However, it is its resemblance to addiction that is perhaps
most striking and has escaped the attention of many physicians and
researchers.

If toxicant-induced loss of tolerance were a mechanism underlying cer-
tain cases of chronic fatigue, migraine, asthma, or depression, it might be
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TABLE 101, Features of ToxicantInduced Loss of Tolerance Compared with
Features of Addiction, Allergy, and Toxicity

Toxicant-induced

Fegture loss of tolerance’  Addiction!  Allergy!  Toxicity!
Chemical/drug intolerance + + + +
Ambient air incitants + + +
Food intolerance + +
Alcohol intolerance + +
Caffeine intolerance + +
Withdrawal symptoms + +
Craving, binging + (foods) + (drugs)
Sensitization + +,
Induction by chemicals + + +
Induction by biologicals ? molds® +
Multisystem symptoms + + + +
Frequent CNS symptomatology + + +
Well-defined mechanism(s) + +
Genetic susceptibility +, + *, +
Dose/response relationship + + +

'Categories are not “pure” and may overlap in a given host, e.g., haptenation of a chemical
toxicant may initiate an immunologic response; brain and liver toxicity may accompany alco-
hol addiction.

*Low molecular weight chemicals may combine with tissue proteins producing “haptens” that
evoke immune responses.

3There are anecdotal cases of MCS arising following exposure to molds. Notably molds release
not only allergenic spores and fragments (when disrupted), bue also characteristic spectra of
volatile organic chemicals.

‘Dose—response does occur for allergens: With the first, sensitizing exposure in a susceptible
individual, there is a dose-response relationship; with subsequent exposures, the sensitized
person also responds in proportion to dose, but at a much Jower dose level (Waddell 1998).
The same kind of dose~-response relationship may pertain for TILT, but has not been rigor-
ously demonstrated. For the initiating event, dose information is sparse, Once affected, chem-
ically sensitive individuals generally report increasingly severe symptoms the longer they
remain in an exposure situation, an observation that suggests a dose-response relationship,

reasonable to ask if these patients also report chemical intolerances. In
fact, some, but not all, of these patients report them (Buchwald and Garrity
1994; Kipen et al, 1995) (see Chapter 8, section on “Overlaps with Other
llinesses™). Many chemically sensitive patients carrying these same diag-
noses relate that it was not until they accidentally or intentionally avoided
a sufficient number of their problem incitants that they noticed feeling bet-
ter. Then, when they reencountered one of those incitants, robust symp-
toms occurred. As they repeated the iterative process of avoidance and
reexposure, they noticed that particular symptoms occurred with particu-
lar exposures. Most indicate that had they not avoided many chemicals and
foods simultanecusly, or *unmasked” themselves, they would not have fig-
ured out what was making them sick. This process of sustained observation
and discerning cause-and-effect relationships requires a certain degree of
intellect and insight. Perhaps this explains why self-identified chemically
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sensitive persons have, on average, high educational levels. Others may fail
to make the connection between chemical exposures and symptoms and
thus be “selected out” of the MCS pool.

“Masking” and “unmasking” are colorful lay terms for which there is no
scientific equivalent. Nevertheless, investigators’ ability to understand
masking and unmasking and manipulate these variables knowledgeably
may determine the success of studies in this area. When chemically sensi-
tive patients follow a diet free of their problem foods and live in a relative-
ly chemical-free home in the hills of central Texas where there are no
major agricultural or industrial operations or air contaminants, they say
they are in an “unmasked” state. Under these circumstances, if a diesel
truck were to drive by, they claim they could identify specific symptoms due
to the diesel exhaust, perhaps irritability, headache, or nausea.

On the other hand, the patients say that when they travel to a large city
such as Houston or New York City, stay in a hotel room, and eat in restau-
rants, they become “masked.” In the presence of many concurrent ex-
posures (exhaust, fragrances, volatiles offgassing from building interiors,
various foods) in New York City they feel chronically ill as if they had flu.
If a diesel truck were te drive by them under these circumstances, they say
they would not be able to attribute any particular symptoms to the exhaust.
There would be too much “background noise” from overlapping symptoms
occurring as a consequence of overlapping or successive exposures. In the-
ory, such background noise or masking would hide the effect of individual
exposures. Responses would blur together (also see Chapter 2, under
“Adaptation”).

Masking appears to involve at least three interrelated components, any
of which could interfere with the outcome of low-level chemical challenges
in these individuals: (1) habituation, (2) apposition, and (3) addiction. In
real life, these three components operate concurrently although here they
will be considered individually.

There is some notation that can be used to help depict these compo-
nents. In the addiction literature, responses to addictive drugs are often
illustrated graphically by using a biphasic curve or sine wave (Fig. 10-3).
The portion of the sine wave above the horizontal axis represents symp-
toms with onset of exposure, often called “stimulatory” symptoms; the por-
tion below represents symptoms with “gffset” or cessation of exposure, often
referred to as “withdrawal” symptoms. The height or the amplitude of the
sine wave in either direction is propertional to the severity of the response.
For a person who is not particularly sensitive to the substance, the curve
would be much fiatter, with zero or low amplitude in either direction. The
length of the biphasic curve represents the duration of symptoms following
an exposure, reportedly ranging from minutes up to several days, depend-
ing upon the exposure and the individual. Of course, the particular nature
of the symptoms would vary from one sensitive subject to the next and from
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FIGURE 10-3. Graphical representation of symplom progression following exposure to o single substance
in q person sensitive to that substance (e.g., caffeing, a solvent, alcohol, nicotine). The portion of the
biphasic curve above the line represents symptoms with onset of exposure (stimulatory sympioms) and the
portion below, symploms with offsel of exposure (withdrawal sympioms). Amplitude is propostional
{0 symptom severity. The length of the curve (duration of symploms) may range from minules to days.
(UTHSCSA © 1996)

substance to substance.

Suppose that some researchers wished to test a putatively sensitive sub-
ject by exposing him to a low concentration of xylene. Xylene is a common
indoor air contaminant and a component of Mplhave's mixture (Mplhave
et al. 1986), which has been used in human inhalation challenge studies. It
would be important to ensure that their subject was unmasked, that is,
responses were at true baseline, prior to challenge. The following compo-
nents of masking would need to be considered and controlled:

1. Habituation. With continuous or repeated exposure to an environ-
mental stressor, adaptation or acclimatization frequently occurs; that is,
symptoms tend to diminish in intensity as exposure continues. Reportedly,
chemically sensitive patients’ acute symptoms also decrease with sustained
exposure. However, in their case, when the exposure ceases, they fre-
quently report marked withdrawal symptoms. Such withdrawal symptoms
have not been described with true adaptation or acclimatization. Thus
what MCS patients exhibit is more akin to habituation than to true adap-
tation or acclimatization. Suppose now that a subject who is to be chal-
lenged with xylene works in a sick building where he routinely is exposed
to low levels of xylene on a regular basis. If he is administered a test expo-
sure to xylene below the odor threshold (0.62 ppm} (AIHA 1989), it may
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produce little or no effect if he has been working in that building during
the preceding week (see Fig. 10-4). On the other hand, if he were to avoid
the building and all other sources of xylene for four to seven days before
testing, a more robust response to the xylene challenge would be antici-
pated under the disease model posited for MCS (Milier 1994a, 1996a).

Thus, a sensitive subject’s response to a challenge may range widely in
intensity, from none to maximal, depending upon how recently that person
has been exposed to the test substance or a chemically related substance. If
insufficient time has elapsed, for example, less than four days, the challenge
may yield a falsely negative response as a result of habituation. If too much
time has elapsed, for example, weeks or months, sensitivity may have waned.

2. Apposition. Suppose next that the research subject is sensitive to mul-
tiple substances. On the day when he is scheduled for challenge testing, he
gets up in the morning, uses some scented soap or hairspray, cooks break-
fast on a gas stove, and drives his car through heavy traffic to get to the lab-
oratory. Inside the laboratory building he rides an elevator where he is
exposed to people wearing various colognes. If he were sensitive to several
of these exposures, his responses might overlap in time. Such responses
reportedly can last for hours or days. If so, they could persist during a place-
bo challenge, resulting in a false positive response. Thus, apposition or jux-
taposition of the effects of closely timed exposures is a second component
of masking that must be controlled prior to and during challenge studies
(Fig. 10-5).

Masking: Habituation

D=5
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Exposure: f f 1‘ ¢

Time —»

FIGURE 104. Habituation. Symptom severity declines with repeated, closely timed exposures (inhalani
or ingestant) to the same subsiance. Sympioms become less acute and more chronic in nature, with & blur-
ring of the relationship between sympioms and exposure, (UTHSCSA © 1996)



302 Update since the First Edition

Masking: Apposition
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FIGURE 10-5. Appasition. If an individual is sensitive to many diffevens substances, then the effects of
ecoeryday exposures lo chemicals, foods, or drugs may overlap in time. This apposition of effects might yield
on individual who feels bad most of the time, bt the effect of any single exposure is not apparent io cither
the individual or his or her physician. Apposition would tend to mask the effect of inderest (solid lines) in
mvich the same way that background noise masks a sound of intevest. (UTHSCSA © 1996)

3. Addiction. Many of the symptoms that chemical sensitivity patients
report mirror those commonly associated with addiction. Addiction itself
may be a component of masking, one that clearly is related to the habitua-
tion phenomenon described above. However, addiction implies compul-
sive, more or less conscious use of habit-forming drugs, alcohol, tobacco,
and caffeine, whereas habituation to air contaminants in a sick building
may occur entirely outside the affected individual’s awareness. Addicted
individuals consciously or subconsciously time their next “hit” so as to fore-
stall withdrawal symptoms (Fig. 10-6), a phenomenon recognized to occur
in alcohol, tobacco, and caffeine addiction. However, food addictions
(cravings) also are reported among chemically sensitive patients. Randolph
described wheat, eggs, milk, and corn as the most common addictants in
his patients (Randolph 1962; Randolph and Moss 1980). Frequently, these
individuals report intense cravings and ravenously consume enormous
quantities of foods, for example, a pound of chocolate, several bags of pop-
corn, a dozen doughnuts, or 30 cups of coffee in one day. Patients most
often report having experienced this kind of addictive consumption early
in their illness, before they practiced avoiding problem exposures.

Foods may contain bioactive constituents such as tyramine, monosodium
glutamate, and opiates (Bell et al. 1992). Persons who routinely use tobac-
co, caffeine, alcohol, or foods containing bioactive substances may need to
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Masking: Addiction
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FIGURE 106, Addiction. A sensilive perion who is addicied to caffeine, alcohol, nicotine, or another
substance may deliberately take that substance al frequeni, carefully spaced intervals io avoid unpleasant
withdrawal sympioms. Such exposures may also mask the effect of interest (r.g., a challege test using
xylene). (UTHSCSA © 1996)

avoid them prior to challenge testing because the pharmacologic effects of
these agents could override or mask the effect of an experimental chal-
lenge. Failure to eliminate addictants before testing may result either in
false positive challenges due to lingering symptoms from an addictant used
in the hours or days preceding a placebo challenge or in false negative
challenges due to masking by an addictant.

After the germ theory of disease was introduced in the late 1860s, many
overly enthusiastic investigators who were careless in their bacteriological
technique announced that they had discovered the causative agents for
tuberculosis, yellow fever, and other diseases. These pronouncements and
subsequent retractions became so frequent that in 1884 the President of the
New York Academy of Medicine lamented that a “bacteriomania” had swept
over the medical profession (Warner 1985). In order to prevent future such
pseudo-discoveries, Koch, who identified the organisms responsible for
tuberculosis, anthrax, and cholera, proposed a set of rules for etiological ver-
ification. Koch’s postulates required that: (1) the microbe must be present
in every case of the disease; (2) it must be isolatable in pure culture; (3) inoc-
ulating a healthy animal with the culture must reproduce the disease; and
(4) the microbe must be recoverable from the inoculated animal and be
able to be grown again.

Just as bacteriomania engulfed the medical profession in the 1880s,
“chemomania” is poised to engulf it now. Chemical sensitivity is in need of
a set of postulates to ensure that future causal determinations are scienuf-
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ically based. Figure 10-7 illustrates the following set of postulates, which, if
met, would confirm (and if not met, refute) that a person’s symptoms were
triggered by a particular substance or exposure:

1. When a subject simultaneously avoids all chemical, food, and drug inci-
tants, remission of symptoms occurs (unmasking).

2. A specific constellation of symptoms occurs with reintroduction of a
particular incitant.

3. Symptoms resolve when the incitant is again avoided.

4. With reexposure to the same incitant, the same constellation of symp-
toms reoccurs, provided that the challenge is conducted within an appro-
priate window of time. Clinical observations suggest that an ideal window
is four to seven days following the last exposure to the test incitant.

Chemical Sensitivity: Postulates
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FIGURE 10-7. Testing chemical sensitivity postulales using an environmental medical unit (EMU). In
the left-most portion of the figure, before entering the EMU, a chemically sensitive individual is experi-
encing symploms in response to multiple expasures (chemicals, foods, drugs). Effects overlap in time, The
effect of any particular exposure cannot be distinguished from the effects of other exposures, and the per-
son’s symploms may appenr to wox and wane unpredictably over lime,

* Postulate 1. When all chemical, food and drug incitants are avoided concurrently, remission
of symploms occurs. Anecdolally, patients report going through “withdrawal® or “detox” for the
Jirst several days and experiencing incvensed irvitability, headaches, depression, ete.
Anecdotally, after four to seven days most report feeling well and theoretically are ot a clean
baseline.

* Postulate 2. A specific consiellation of symptoms occurs with reintroduction of an incitan.

* Postulate 3. Symptoms sesolve when the incitant is again avoided.

* Postulate 4. Reexposure to the same incitant, within an appropriate window of time (estimat-
ed io be about four to seven days), produces the same symploms.

For research purposes, challenges should be conducted in a double-blind, placebo-controlled manner.
(UTHSCSA © 199%)
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construed as positive responses when placebo challenges are administered
(false positives), and (2) to minimize masking that might blunt or eliminate
responses to active challenges (false negatives).

Although the terms “exposure chamber” and “environmental medical
unit” sound similar, conceptually they differ in important ways:

1. Patient safety. By definition, an environmental medical unit is in a hos-
pitallike facility where patients can remain 24 hours a day in a clean
environment for up to several weeks. Like an intensive care unit or a
coronary care unit, the environmental medical unit would be a special-
ired, dedicated hospital unit. The EMU must be located in a hospital-
like setting in order to accommodate very sick patients. An exposure
chamber (a small space in which subjects generally are expected to
spend minutes to several hours) does not offer a comparable level of
care. Because chemical challenges may precipitate bronchoconstric-
tion, mental confusion, severe headaches, depression, and other dis-
abling symptoms, these patients should not be tested in an exposure
chamber on an outpatient basis.

2. Control of interfering exposures. Conventional exposure chambers do
not reduce background chemical exposures for extended periods (up
to several weeks) so that the effects of a number of challenges in a
patient can be assessed accurately. This is the central limitation of cham-
bers and the reason why they should not be used to rule in or rule out
chemical sensitivity, although they may be perfectly acceptable for
studying the effects of air in sick buildings and other exposures in reta-
tively healthy individuals. If subjects are not kept in a chemically clean
environment for several days prior to and during challenges, false posi-
tive responses due to interfering exposures and false negative respons-
es due to masking may occur. In contrast with an exposure chamber, an
environmental medical unit would minimize interfering exposures
both before and during challenges, thus maximizing the reliability and
the reproducibility of test responses.

Availability of an EMU would allow physicians to refer a wide variety of
cases, in which environmental sensitivities were suspected, to the unit for
definitive evaluation, There physicians could observe firsthand whether a
patient’s symptoms improved after several days on a special diet in a clean
environment. If improvement occurred, single chemicals at concentrations
encountered in normal daily living and single foods could be reintroduced
one at a time while the effects of each introduction were observed. Thus
the EMU would serve as a tool for ruling in or ruling out environmental
sensitivities in the most direct and definitive manner possible. Studying
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complicated patients such as chronic fatigue sufferers or ill Gulf War vet-
erans in a conventional exposure chamber would provide none of the same
information because chambers allow only short-term residence, do not
control the entire range of background contaminants, and provide inade-
quate separation from background exposures prior to challenges.

We have found the following analogy helpful in conveying the impor-
tance of controlling exposures for extended periods prior to challenge, If
one wished to determine whether headaches in a coffee drinker were due
to caffeine, it would not work simply to give the person a cup of coffee and
ask her how she feit. It is intuitively obvious that the individual would need
to stop using caffeine for a while before a meaningful test of caffeine sen-
sitivity could be performed. In this instance, a false negative challenge
would be the most likely consequence of failure to avoid coffee prior to
challenge. Similarly, placing a putatively sensitive person in a conventional
exposure chamber and exposing him to a low concentration of 2 chemical
might not produce any noticeable effect. On the other hand, if he were to
remain in a clean environment such as an EMU for a few days before being
tested and his condition improved, one could then perform meaningful
challenges.

Placing patients in an EMU would simultaneously control all three com-
ponents of masking: stopping all exposures several days prior to challenge
testing and spacing test exposures four to seven days apart would preclude
habituation; eliminating background chemical noise and allowing the
effects of each challenge to play out before introducing the next one would
control apposition; and excluding drugs, alcohol, nicotine, and caffeine
and spacing individual foods four to seven days apart would interrupt any
addiction. Individual sensitivity could then be evaluated in the EMU fol-
lowing the previously stated set of postulates for etiological verification
(Fig. 10-7).

For research purposes, challenges need to be performed in a double-
blind, placebocontrolled manner. Patients with chronic fatigue syndrome,
migraines, seizures, depression, asthma, or unexplained illnesses such as
the Persian Gulf War veterans’ illnesses could also be tested for sensitivities
in an EMU using these postulates. Thus, the EMU could be used to deter-
mine whether or not particular patients with these diagnoses had a masked
form of chemical intolerance.

What evidence is there that unmasking patients in an environmental
medical unit and conducting challenges within a four- to seven-day window
of time is either useful or necessary? Many credible patients and their
physicians (often but not always clinical ecologists) have attempted this
maneuver. They report anecdotally that patients’ symptoms resolve with-
in a few days after they enter such a facility and that robust symptoms occur
when challenges are conducted after several days of avoidance (Randolph
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1965; Rea 1992). Although it may rightly be argued that these are anecdo-
tal observations, that is how scientific inquiry usually begins. Other evi-
dence corroborates these anecdotal observations in MCS patients:
Withdrawal symptoms of several days’ to a week's duration are known to
occur in some persons following cessation of exposure to nitroglycerine
(dynamite workers’ headaches) (Daum 1983), caffeine (Griffiths and
Woodson 1988; Silverman et al. 1992), nicotine, and alcohol. Note that
these are chemically unrelated substances. In individuals chronically
exposed to xylene (Riihimaki and Savolainen 1980) or ozone (Hackney et
al. 1977a, 1977b), reexposure following several days’ avoidance results in
robust symptoms (see discussion in “Adaptation” section of Chapter 2).
Foods may require one to several days to navigate the digestive tract before
they are eliminated. Taken together, these observations suggest that indi-
viduals with sensitivities to multiple incitants might experience effects that
could linger as long as several days after avoidance begins. Thus, it may be
argued that patients should be removed from their entire background of
food and chemical exposures for four to seven days prior to challenges
(unmasked), as Randolph first proposed (Randolph 1962, Randolph and
Moss 1980).

Although it is conceivable that synergistic or additive chemical combina-
tions may be necessary to reproduce certain symptoms, this is a limitation
of any form of challenge testing. Wherever possible, within the bounds of
safety and feasibility, chemical combinations believed to precipitate the
most robust and measurable responses should be explored. However, 40
years of clinical observations, albeit anecdotal, suggest that single test sub-
stances may suffice for the majority of sensitive subjects. Confirmation or
refutation of these claims seems a logical first step that should precede test
ing of complex mixetures. Finally, because isolating patients in a hospital
environment such as the EMU may have unanticipated psychological con-
sequences, early studies in this area should also examine the responses of
control subjects in the same environment (Miller et al. 1997).

Good pathological and physiological theories provide “a unified, clear,
and entirely intelligible meaning for a whole series of anatomical and clin-
ical facts, and for the relevant experiences and discoveries of reliable
observers ... " (Carter 1985). Theories and experiments that overlook
salient observations or do not control experimental conditions adequately
may lead to erroneous conclusions. During the late nineteenth century,
researchers collected sputum from patients with tuberculosis but were
unsuccessful in culturing any organism. As a consequence, some conclud-
ed that tuberculosis was not an infectious disease. These early investigators
did not know that the tubercle bacillus was fastidious and would grow out
only after many weeks on a specialized culture medium. Correspondingly,
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scientists’ ability to observe and understand chemical sensitivity may
depend upon optimization of experimental conditions, that is, appropriate
timing of challenges and use of an environmental medical unit for unmask-
ing patients. To date, studies in this area have failed to unmask patients
prior to challenge. When false positive and false negative responses
occurred, the investigators concluded that chemical sensitivity was psy-
chogenic in origin (Leznoff 1993, 1997; Staudenmayer et al. 1993a).

In summary, features of toxicant-induced loss of tolerance overlap those
of allergy, addiction, and classical toxicity, yet TILT may be distinct from
each of these. TILT appears to involve a two-step process (resembling aller-
gy} in which persons lose specific tolerance (resembling addiction) for a
wide range of common substances following a chemical exposure event
(resembling toxicity). just as the germ theory describes a class of diseases
sharing the general mechanism of infection, the TILT theory of disease
posits a class of chemically induced disorders characterized by loss of tol-
erance to chemicals, foods, drugs, and food/drug combinations. In the
same way that fever is a symptom commonly associated with infectious dis-
eases, chemical sensitivity may be a symptom associated with the TILT fam-
ily of diseases. Although clinical case definitions have been developed that
describe particular infectious diseases, no clinical case definition can be
applied to the entire class of infectious diseases. The same may be true for
TILT disorders. The fact that this phenomenon does not fit already accept-
ed mechanisms for disease is often offered as evidence that the condition
does not exist. However, the same criticism would have applied equally well
to the germ and immune theories of disease when they first were proposed.
“What is plausible depends upon the biological knowledge of the time™ (Hill 1965,
emphasis added).

Looking to the future, carefully conducted epidemiological studies and
animal models likely will play an important role in characterizing the initi-
ation stage of TILT, during which tolerance is lost. In the meantime, rigor-
ocus testing of the second stage of TILT, that is, the triggering of symptoms
by tiny doses of chemicals, foods, drugs, caffeine, or alcohol, is needed if
progress in this area is to occur. Adoption of a set of relevant, testable
hypotheses for etiological verification will serve to ensure the credibility of
those endeavors.

In spite of the scientific advances that suggest a physiological origin for
MCS and the availability of several theories offering plausible biologic
mechanisms, leading proponents of a psychogenic diathesis insist that
“[t]here are no postulates [for a physiologic basis for MCS] that generate
testable hypotheses” (Staudenmayer 1996), and “[t]he organic theories of
MCS require major paradigm shifts in pathophysiologic understanding of
both clinical disease and toxicology. Psychogenic theories do not” (Gots
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1996). In some ways, this latter view is consonant with our own—accep-
tance of a physiological basis for chemical sensitivity would require refor-
mation of the classical disease models, if not a major paradigm shift. As
many balanced workshops of scientists and clinicians have shown, however,
there is a remarkable and growing consensus as to precisely what kind of
research needs to be done in this area. This is discussed in the following
section,

Research Needs

Pivotal medical, compensation, litigation, regulatory, and policy questions
rest upon a full understanding of chemical sensitivity. Nevertheless,
remarkably little funding has been directed toward researching this illness,
for a variety of reasons. Because of limited funding, the few studies that
have been done have had “shoestring™ budgets. Consequently, data are
meager. Scientists involved in other rapidly expanding fields may find the
relative paucity of research in this area surprising. Economic stakes are
high. Insurers, agencies such as the DVA and the DOD that provide med-
ical care and compensation, the chemical industry, and manufacturers of
consumer products including carpets, building materials, fragrances, and
other goods could be affected greatly by the outcome of research on chem-
ical sensitivity. Norman Rosenthal, Chief of the Psychobiology Branch at
the National Institute of Mental Health and an internationally known
investigator in the area of seasonal affective disorder (SAD), succinctly
summed up the difficulty (Rosenthal 1994): “In trying to research MCS . ..
we are in a Catch-22 situation. It is difficult to attract research meney for a
controversial condition and it is difficult to resolve the controversy without
the necessary research.” He notes wryly that “[i]n the case of SAD, no one
can be blamed or held liable; darkness is a feature of our natural iand-
scape. This is not so in the case of MCS, where someone can be held liable
for the injury or injuries.”

If, as we are increasingly inclined to believe, chemical sensitivity is a class
of diseases rather than a single identifiable clinical entity, this has significant
implications both for the direction that research should take and for the
problem of constructing a case definition for characterizing patients. We
have already indicated that research is needed both on the question of what
initiates chemical sensitivity (and through what mechanisms) and on what
triggers symptoms in an already affected person (and through what mech-
anisms). Of course, although knowledge of mechanisms is important and
intetlectually satisfying, it is not essential for accepting the condition as real
if we are otherwise convinced, through careful scientific observation and
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analysis, of the phenomenologic basis for the condition. Understanding
mechanisms is important for convincing us of the origins of a condition
where causal connections are highly uncertain, and it is important for devis-
ing certain medical and public health preventive interventions. However,
again, useful interventions can precede a full understanding of mechanisms
(see prior section of this chapter); that is, we do not have to know everything
before we do anything.

Questions pertaining to initiation and to triggering are important for dif-
ferent reasons. The first question has special relevance for (1) undertaking
primary prevention and (2) providing fair compensation. If we can elimi-
nate the initiating events, we can perhaps avoid creating the problem in the
first place, either by eliminating causal exposures or, eventually, by identi-
fying particularly susceptible persons and ensuring that they avoid those
exposures. The second question is important for (1) undertaking sec-
ondary prevention (avoidance of triggering exposures), including special
accommodation in housing and employment, and (2) providing medical
treatment if appropriate. For both questions, case definitions would be
helpful, and may be essential. However, case definitions designed for one
purpose, for example, special accommodation, are not necessarily appro-
priate for other purposes, for example, compensation or research {Ashford
and Miller 1992). An example from occupational medicine is the differing
case definitions for hearing impairment and hearing disability. A hearing
loss of 25 dBA is the usual threshold for receiving state workers’ compen-
sation, but preventive actions are taken for workers with far less hearing
loss than this.

Observations from both North America and Europe (Ashford et al
1995) reveal only a handful of putative initiators, compared to the large
number of reported triggers of chemical sensitivity. These different initia-
tors could operate through different specific mechanisms and result in dif-
ferent diseases, sharing some overlapping symptomatology, including
chemical, food, and drug intolerances. Prospectively following persons
involved in unfortunate “natural experiments,” particularly people who
have shared relatively homogeneous initiating events, such as Guif War
exposures or a specific chemical spill, is useful. Further, investigating these
events reduces the chance that the presence of several diseases that are sim-
ilar, but also not identical enough to receive the same label, will confuse
our ability to notice patterns of symptoms and symptom severity. Exposure-
or event-driven studies may also result in improved consistency in bio-
markers due to a more homogenous population, which can help further
our understanding. Animal experiments with putative initiators are neces-
sary adjuncts to the development of a credible theory of initiation.

What is becoming quite clear is that studying patients who arrive at the



312 Update since the First Edition

condition through a variety of pathways is a slow, arduous way of unravel-
ing the puzzle. Imagine trying to understand the cause of infectious dis-
eases by analyzing a group of patients, all of whom have fever, some with
meningitis, some with tuberculosis, some with AIDS, and some with
influenza. On the other hand, stratification or selection of patients pre-
senting with “chemical sensitivity,” such as those becoming sensitive report-
edly as a result of exposure to organophosphate pesticides or household
remodeling (Miller and Mitzel 1995), will add clarity to the picture. The
kinds of studies that are not very helpful are ones focusing on a patient
population referred to a single physician on the basis of insurance claims
(Terr 1986), patients with a psychiatric diagnosis (Staudenmayer and
Selner 1990; Staudenmayer et al. 1993a, 1993b), or those who have previ-
ously seen many physicians without being successfully treated (Rea 1992).
Stratification by symptoms or signs, or by social or economic criteria, will
not enhance our understanding, if—as we suspect—chemical sensitivity is
a class of diseases, rather than a single syndrome. Many of the attempts to
understand this condition have resulted in sharply divergent conclusions,
usually honestly arrived at, but resulting from the fact that different
observers are looking at different parts of the elephant. For example, a
recent publication (Staudenmayer 1996) argues that emotional trauma
could lead to exquisite sensitivity to chemicals. For the subset of patients
observed by a psychologist/psychiatrist, this could well be correct.
However, this conclusion does not necessarily apply to all patients.

A major limitation of the published studies on MCS to date is the fact that
few have been performed on patients under exposure conditions and none
on “unmasked” patients. In order to maximize the opportunity for detect-
ing an abnormality, it may be important to compare markers in patients
before, during, and after a salient exposure. Physicians who evaluate indi.
viduals with suspected occupational asthma (which may be the consequence
of toxicantinduced loss of tolerance) often have patients keep a record of
their peak flow readings before, during, and after exposures at work. Some
physicians perform a provocative inhalation challenge with the suspected
asthma inducer. At baseline or random points in time, patients with occu-
pational asthma may exhibit normal pulmonary function. In paraliel fash-
ion, provocative challenges may be key to detecting and diagnosing chemi-
cal sensitivity.

Because masking could alter patients’ responses, exposure challenges
need to be performed after patients have been removed from their usual
background of everyday exposures, including the challenge substance
itself, for a sufficient period of time that any habituation they may have
developed does not interfere with responses during testing. Again, in the
case of occupational asthma it is recognized that inhalation challenges
should not be conducted either 0o soon or too many months after
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removal from the workplace. In the former case, tolerance may have devel-
oped, and, in the latter, sensitivity may be waning. Thus, in order to observe
the most robust effect of a particular exposure, patients may need to be
tested within a prescribed window of time, perhaps four to ten days after
their last exposure, and in the absence of background exposures that may
trigger extraneous symptoms. For this purpose, we have proposed that
patients be housed in an environmentally controlled hospital unit (an
EMU) prior to challenges. Because patients in an unmasked state conceiv-
ably could have very robust responses upon challenge, these challenges
should take place in settings where appropriate emergency medical care is
available.

At the conclusion of the NRC wo:kshop on chemical sensitivity, partici-
pants unanimously endorsed human challenge studies using a controlled
environment, assigning this approach their highest priority for research in
this area (NRC 1992a). A federally sponsored meeting of occupational and
environmental health physicians (AOEC 1992) and authors of a nine-coun-
try exploratory study in Europe also placed an environmnental medical unit
high on their lists of research recommendations (Ashford et al. 1995).

Future research on MCS also depends upon the development of a case
definition for the condition. Six of the most widely cited case definitions
(Table 10-2) differ greatly in terms of the minimum number of organ sys-
tems that must be affected (one to three); whether patients with other
definable clinical or psychological conditions should be excluded; whether
provocative challenges are required; and whether the illness has to have
been acquired following a documented exposure (Table 10-3). One of
these case definitions asserts that symptoms in one organ system are suffi-
cient for diagnosing the condition (NRC) and two do not specify a mini-
mum number of affected organ systems {Ashford/Miller and Nethercott et
al.). This distinction is key because if two or more organ systems must be
affected in order to meet a case definition, this requirement would exclude
from study patients who had a single condition such as asthma, migraine
headaches, or irritable bowel as their only health problems. All but two of
the case definitions (AOEC and Cullen) agree that other definable clinical
conditions such as asthma, arthritis, vasospasm, and seizure disorder
should not be excluded; the majority agree that chemical sensitivity could
be an etiology for these diagnoses, which themselves are simply descriptive
clinical labels. None of the case definitions excludes psychological condi-
tions such as somatization disorder or depression. The AOEC and Cullen
definitions exclude other clinical diagnoses, but not psychological ones.
Such an approach might tend to bias study populations toward those with
psychological problems, Finally, only one case definition (Cullen) requires
that the condition be acquired in relation to documentable environmental
exposure. The other definitions acknowledge that some patients report
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TABLE 10-2. Proposed Case Definitions for Multiple Chemical Sensitivity

Clinical Ecologists (definition appearing in each issue of the journal Clinical

):
Ecologic illness is a chronic multisystem disorder, usually polysympto-
matic, caused by adverse reactions to environmental incitants, modified
by individual susceptibility and specific adaptation. The incitants are pre-
sent in air, water, food, drugs, and our habitat.

Cullen (1987):
Multiple chemical sensitivities (MCS) is an acquired disorder character-
ized by recurrent symptoms, referable to multiple organ systems, occur-
ring in response to demonstrable exposure to many chemically unrelat-
ed compounds at doses far below those established in the general
population to cause harmful effects. No single widely accepted test of
physiologic function can be shown to correlate with symptoms.

Ashford and Miller (1989):
The patient with multiple chemical sensitivities can be discovered
remaval from the suspected offending agents and by rechallenge, after
an appropriate intetval, under strictly controlled environmental condi-
tions. Causality is inferred by the clearing of symptoms with removal
from the offending environment and recurrence of symptoms with spe-
cific challenge.

National Research Council (1992a), Workshop on Multiple Chemical Sensitivities,

Working Group on Research Protoco! for Clinical Evaluation:

1. Sensitivity to chemicals. By sensitivity we mean symptoms or signs related
to chemical exposures at levels tolerated by the population at large that
is distinct from such well recognized hypersensitivity phenomena as IgE-
medizted immediate hypersensitivity reactions, contact dermatitis, and
hypersensitivity pneumonitis.

2. Sensitivity may be expressed as symptoms and signs in one or more
organ systems.

3. Symptoms and signs wax and wane with exposures.

It is not necessary to identify a chemical exposure associated with the
onset of the condition. Preexistent or concurrent conditions, e.g., asth-
ma, arthritis, somatization disorder, or depression, should not exclude
patients from consideration.
Association of Occupational and Environmental Clinics (1992) Workshop on
Multiple Chemical Sensitivity, Working Group on Characterizing Patients:

1. A change in health status identfied by the patient

2. Symptoms triggered regularly by multiple stimuli.

3. Symptoms experienced for at least six months.

4, A defined set of symptoms reported by padents.

5. Symptoms that occur in three or more organ systems.

6. Exclusion of patients with other medical conditions (psychiatric condi-
tions are not considered exclusionary).

Nethercott et al. (1993):

1. The symptoms are reproducible with exposure.

2. The condition is chronic.

3. Lowlevel exposure results in manifestations of syndrome.

4. Symptoms improve or resolve when incitants are removed.

5. Responses occur to multiple, chemically unrelated substances.
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TABLE 10-3. Features of Proposed Research Case Definitions for McCs!

Ashford/ Clinical Nethercott
Miller AOEC Ecology  Cullen eal NRC

Minimum aumber of not speci- 3 2 2 not speci- 1
organ systems that fied fied
must be affected
Excludes other No Yes No Yes No No
definable clinical
conditions such as
asthma, arthrits,
vasospasm, seizure
disorder

Excludes No No No No No No
psychological
conditions such as
somatization
disorder,
depression
Provocative Yes Ne No No No No
challenge required
to document

Must be acquired in No No No Yes No No
relation to a
documentable
environmental
exposure
! Sources: Ashford and Miller 1991; Association of Occupational and Environmental Clinics

(AOEC) 1992; Clinical Ecology fourmal (definition appears in each issue); Cullen 1987;
Nethercote et al. 1993; National Research Council 1992a.

lifelong illness or becoming ill following a series of less well-defined expo-
sures over several years, and recognize that such individuals may be chem-
ically sensitive as well.

The case definition we have proposed requires provocative challenges in
a controlled environment to document chemical sensitivity in a patient and,
for research purposes, challenges should be double-blind and placebo-con-
trolled. It continues to be our opinion that such an approach is required to
define the etiologies of MCS, as well as the etiology of other clinical condi-
tions in which environmental triggers have been alleged by some such as
chronic fatigue, headaches, depression, and asthma. In our view, other case
definitions prematurely exclude potential cases from study. For example, an
unknown but perhaps sizable number of patients with asthma might have
bronchoconstriction and inflammation on the basis of low-level chemical



316 Update since the First Edition

exposures. We have urged that such patients not be excluded from study,
and that a broader perspective be adopted, as chemical sensitivity may not
be a single illness but perhaps is a class of disorders, which share the same
general mechanism but may involve different specific mechanisms.

Some argue that challenges in a controlled environment would be cost-
ly, and that not everyone could be evaluated in such a specialized unit,
especially given the fact that no such research facility currently is available.
Our response is that not everyone should or needs to be evaluated in an
environmental medical unit. However, enough research must be done to
assure the critics that lowlevel sensitivity can be objectively verified and to
develop surrogate measures that correlate well with results obtained in this
way, that is, biological markers with high predictive value.

A 1992 Canadian Workshop (Health Canada 1992) proposed a three-
tiered definition for MCS: “possible, more probable, and most probable,”
“Possible” cases need to satisfy the relatively broad U.S. National Research
Council definition (Table 10-2). “Probable” MCS cases must meet the crite-
ria for “possible” and demonstrate both improvement in symptoms with
reduction or cessation of suspected exposure and recurrence of symptoms
with reexposure. “Most probable” MCS cases would be diagnosed via dou-
ble-blind challenge in a controlled environment after appropriate deadap-
tation or unmasking. This three-level definition (perhaps substituting the
modifiers “possible, probable, and proven”) might be appropriate for
research, purposes, but thought needs to be given to its use for treatment
or compensation.

Research Recommendations

The most recent North American meeting on chemical sensitivity, held in
November 1995, in New Jersey (NIEHS, 1997), attempted to address areas
and approaches for further research. In the workshop on Empirical
Approaches for the Investigation of Toxicant-Induced Loss of Tolerance
(Miller et al. 1997), the participants suggested three research(able) ques-
tions to test the hypothesis that sensitivity to low-level chemical exposures
develops via a two-step mechanism: (1) initiation by an acute or chronic
chemical exposure, followed by (2) triggering of symptoms by low levels of
previously tolerated chemical inhalants, foods, and/or drugs. (Other work-
ing groups developed recommendations for studying specific mecha-
nisms.) The three research questions were:

1. Do some individuals experience sensitivity to chemicals at levels of
exposure unexplained by classical toxicological thresholds and
dose-response relationships, and outside normally expected variation
in the population?
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2. Do chemically sensitive subjects exhibit masking that may interfere with
the reproducibility of their responses to chemical challenges?

3. Does chemical sensitivity develop as a consequence of acute, intermit-
tent, or continuous exposure to certain substances? If so, what sub-
stances are most likely to initiate this process?

Bernard Weiss, one of the workshops participants, had earlier (Weiss
1994) suggested using single-subject designs for experiments involving MCS
patients. Using such a design, he had previously tested 22 children whose
parents thought they had benefited from the Feingold diet for hyperactivi-
ty. Two of the children responded consistently to a challenge using food
dyes. Weiss viewed this consistency of response using a repeated-measures
approach as more meaningful than one-time cbservations in larger num-
bers of people, stating that “[c]onsistency in a single individual may be more
informative than significance tests in a large sample.” Thus, a study that was
able to demonstrate consistent responses in a single MCS patient would be
highly significant.

Double-blinded, placebo-controlled challenges performed in an envi-
ronmental medical unit were seen by the workshop participants as essential
for addressing the first two questions, and detailed experimental protocols
were developed. The third question relates to the initiation of chemical
sensitivity. Here two approaches were identified: (1) begin with a particu-
lar exposure history and try to determine whether some of those exposed
developed chemical sensitivities, or (2) choose subjects with a particular
medical condition, disease, or symptom and look for patterns of prior
exposure, These two approaches have been termed “event-driven” studies
by a European research team (see below).

A nine-country European exploratory study (Ashford et al. 1995) was
undertaken by an international research team with expertise in toxicology,
occupational medicine, indoor air, chemistry, environmental and occupa-
tional health, law, and sociology. No allergists or clinical ecologists were
included. The team'’s research recommendations included:

... the development of protocols for taking a complete occupational and
environmental exposure history in patients who report sensitivity to low
levels of chemicals. The protocol itself should be developed by a consen-
sus of knowledgeable researchers, physicians, and patients and should
give special attention to uncovering and documenting exposure to: 1)
known sensitizers and neurotoxic agents; 2} substances often associated
with the onset of chemical sensitivity, such as solvents, pesticides, new or
renovated buildings, anesthetic agents, and wood preservatives; and 3)
stressful or traumatic life events. In addition, protocols for follow-up in
terms of changes in signs, symptoms, and disease over appropriate time
periods need to be established.
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Obvious opportunities for future study include: 1) the follow-up of pre-
viously-exposed cohorts of persons most likely to present with or develop
chemical sensitivity; 2) the prospective follow-up of populations and per-
sons involved in “natural experiments™ that might result in chemical sen-
sitivity, such as chemical spills or relocation to a new or renovated build-
ing; 3) the work-up of selected persons in an environmental medical unit
(EMU) in which double-blind, placebo~controlled studies are conducted
to explore the nature and existence of chemical sensitivity in individual
persons; and 4) the exploration of possible animal models that may eluci-
date mechanisms for chemical sensitivity,

In investigating options (1) and (2), it is important that both an occu-
pational and [an] environmental exposure history be taken and that out-
comes (signs, symptoms, and disease) be tracked over a sufficiently long
period of time to allow the discovery of chemical sensitvity if it in fact
occurs. “Initiating™ exposures or events should be distinguished from sub-
sequent triggering agents or incitants. Option (3) is important for investi-
gating whether symptoms resulting from low-level exposures are repro-
ducible on 2n individual basis. Note that an environmental control unit is
not an exposure chamber. It is a specially-designed hospital unit where
patients can be housed, removed from possible triggers (in food, water,
air, ewc.), and re-challenged under carefully controlled conditions. QOption
(4) is regarded as essential for clarifying the nature of chemical sensitivi-
ty. Both human and animal observations have provided important insight
as to possible mechanisms for chemical sensitivity. Neurotoxic pathways,
in particular, need to be examined. Analysis of use patterns in different
countries for pesticides, anesthetic agents, and other possible sensitizers
may reveal useful information.

The work-product from the latest North American meeting, described
earlier in this section, is consistent with and builds upon the recommenda-
tions from previous conferences on MCS. Regarding “environmental expo-
sures and sensitivity syndromes,” the Subcommittee on Immunotoxicity of
the National Research Council’s Committee on Biologic Markers recom-
mended that “[t]here is a need to establish a multidisciplinary team of
experts in lung physiology, immunotoxicology, clinical immunology, psy-
chiatry, toxicology, occupational medicine, and industrial hygiene to study
patients with purported syndromes. A standard comprehensive panel of
clinical procedures should be applied to aid their diagnoses. Blinded chal-
lenge tests, using well-defined cohorts with established exposures, might
need to be conducted” (NRC 1992b).

Table 104 summarizes the recommendations from the two prior U.S.
meetings. Of special importance were the following recommendations
emerging from three working groups participating in the 1991 National
Research Council Workshop on MCS (NRC 1992a):
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TABLE 10-4. Summary of Rescarch Recommendations from U.S. Mectings on
Muldple Chemical Sensitdvity (MCS)

I.  National Research Council meeting on Multiple Chemical Sensitivities,
March, 1991 (NRC 1992a).
A. Sponsors: EPA, ATSDR, NIEHS
B. Participants: Invited clinicians, immunologists, toxicologists, epidemiolo-
gists, psychiatrists, psychologists, and others involved in research or clinical
activity relevant to MCS
C. Recommendations (three groups):

1. Clinical Evaluation Group: Proposed a case definition for research (see
Table 10-2, Proposed Case Definitions). Also suggested:

a. Development of a uniform patient database.

b. Hypothesis-driven specialized evaluations.

¢. Development of an environmental control unit for study of adapta-
tion/deadaptation hypothesis, control of exposures, and challenging
subjects.

d. Prospective studies of exposure events.

2. Exposures and Mechanisms Grou
a. Double-blind controlled exposure challenges, examining the possi-

ble role of “adaptation” and “deadaptation.”

b. Evaluation of MCS patients in their usual environment, as symptoms

and exposures vary over time.
Development of animal models that mimic the human syndrome.
. Evaluation of biopsy or necropsy tissue for pathologic changes.

e. Development of database of chemicals, foods, drugs, and associated
symptoms and signs.

3. Epidemiology Working Group
a. Improvement of case definition.

b. Multi-center clinical case-comparison studies using agreed-upon set
of criteria and tests,

¢. Use of information from case-comparison study to construct a popu-
lation-based study to determine the prevalence of MCS.

d. Follow-up of 2 defined population subjected to a discrete and sudden
exposure to assess the initiation of hypersensitivity and its natural his-
tory.

4, Cons?nsus was rcached among all workshop participants that challeng-
ing subjects in a well-defined environment should have the highest pri-
ority for future research.

II.  Association of Occupational and Environmental Clinics (AOEC) Meeting on
Chemical Sensitivity, September 1991 (AOEC 1992).
A. Sponsor: ATSDR
B. Participants: Invited speakers representing divergent views on MCS; mem-
bers of the AOEC, which includes occupational medicine physicians from
academia and private practice.
C. Recommendations (four work groups):

1. Group on Characterizing Patients: Proposed a case definition for
research (see Table 10-2, Proposed Case Definitions).

2. Group on Characterizing Events
a. Assessment of incidence and prevalence of MCS.

b. Surveys of specific occupational cohoris and cross-cultural studies of
“naive” populations, such as pesticide-exposed agricultural workers
in the Third World.

-9

{ continued)
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TABLE 104. Summary of Research Recommendations from U.S. Meetings on
Multiple Chemical Sensitivity (MCS) (continued)

¢. Longitudinal studies of populations exposed in “natural” expert-
ments such as a sick building.
d. Case registries for descriptive and future serologic studies of panels
of MCS patients.
e. Double-blind, placebo-controlled challenge studies.
f. Studies to determine whether chemical exposures truly can be blind-
ed.
3. Group on Treatment Methods
a. A study of the effects of early intervention in an exposed population,
such as critical incident counseling.
b. Randomized, controlled trials of therapies that have some reasonable
theoretical basis.
4. Group on Mechanisms
a. Challenge studies, including but not limited to chamber studies (the
latter should address the issue of adaptation).
b. Studies of olfactory function and the nasal-olfactorylimbic pathway.
c. Neuro-imaging studics including the use of pharmacologic probes.
d. Prospective studies of cohorts of persons sensitive to chemicals.
¢. Studies of families of MCS patients, both mcd:cal and psychological.

A case-comparison study of patients seen in occupational and environ-
mental medicine should enroll patients who claim to respond to low lew
els of environmental chemicals. The information from this multi<enter
study should be used to study the prevalence of MCS in the general pop-
ulation,

Populations with well-defined exposures, such as victims of a toxic spill
or workers with uniform occupational exposure, could be studied longin-
dinally, for the development of chemical sensitivities. Patients with mult-
ple chemical sensitivity will be selected because of symproms or signs relat-
ed to chemical exposures at levels tolerated by the population at
large . . . . Symptoms must wax and wane with chemical exposures and may
occur in one or more organ systems. Although many patients describe the
onset of this syndrome with an acute toxic chemical exposure, such an ini-
tiating exposure is not required for inclusion, Patients with pre-existent or
concurrent diseases such as asthma, arthritis, and psychiatric illnesses are
not to be excluded from study, because many believe that chemical expo-
sures play a role in inducing or exacerbating these conditions.

Research units or environmental control units in which MCS patients
will be housed in a chemicalfree environment are needed. Challenges will
then be conducted in a double-blind fashion with attention to adaptation
and de-adaptation phenomena. Responses of patients to controlled expo-
sures should be monitored with immunologic, neurologic, endocrinolog-
ic, psychologic, and social markers and measures. Dose-response rela-
tionships should be studied.

The Association of Occupational and Environmental Clinics, made up
mostly of occupational medicine practitioners in university-based or inde-
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pendent clinics, held an invited workshop (AOEC 1992) in September
1991. Some of the important findings (Rest 1992) were:

Existing “natural experiments” might provide fertile ground for research.
For example, new apprentice pesticide applicators could be examined at
baseline and followed over tme to assess the frequency of developing
symptoms consistent with MCS. Populations in other exposure situations,
such as sick buildings, could also be followed in this way. Such longitudi-
nal studies might also provide opportunities for applying experimental
study designs [e.g., chemical challenges].

The group noted a lack of knowledge about the natural history of MCS
and identified a need for and the challenges of designing studies to elu-
cidate its natural history. The group offered several ideas about how such
studies might be done but did not necessarily endorse them,

The group identified a need for more formal diagnostic assessment of
MCS patients and recommended use of a double-blinded, placebocon-
trolled, cross-over design.

Participants in this workshop did not achieve consensus on recommend-
ing event-driven or exposure-driven studies, in contrast with the earlier
NAS panels. Unfortunately, as discussed above, we believe that unless
patients are properly stratified, it may be difficult to gain sufficient under-
standing by restricting studies to clinic populations.

As a result of a grant received from ATSDR, the Environmental Health
Investigations Branch (EHIB) of the California Department of Health
Services convened an advisory group to develop a variety of empirical
approaches for the study of MCS patients (Kreutzer and Neutra 1996). A
subset of the study panel, including Dr. Herman Staudenmayer (who along
with Dr: John Selner uses a challenge chamber to test patients in Denver),
discussed issues surrounding “isolation challenge studies” in Appendix E of
the California report. Particularly disappointing was the implied equiva-
lence of using an exposure chamber and an environmental medical unit.
Among alleged “limitations” of challenges conducted in isolation units
were:

[An a]rtificial environment removes complex interactions of the “real
world” in which exposures occur {e.g., other chemicals or psychosocial
SITESSOTS).

Exposures may not be delivered to the subject in the same fashion as
that which causes their symptoms. . . .

Some triggers must be masked, leaving open the possibility of con-
founding (sensitization} by the masker.

In contrast, the first two limitations were considered and not viewed as
insurmountable obstacles by the participants in the New Jersey working
group that outlined a protocol for an EMU (Miller et al. 1997). Similar con-
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cerns apply to many other exposure studies, yet the value of human chal-
lenge studies is enormous. Further, clinical observations support the utility
of this approach for MCS. The third limitation can be handled by challenge
with carefully chosen triggers at concentrations below the odor threshold,
or alternative routes of administration (e.g., transdermal route, oral cap-
sules containing caffeine).

In its discussion, the California report created a straw man:

The expectations that isolation challenges can either document the reali-
ty of MCS (o skeptics or reveal its non-existence to “true believers” may be
overly optimistic . ... What would be sufficient evidence that MCS does
not exist? Every time a case is placed in isolation and fails to demonstrate
the alleged sensitivity, there would be much scientific rationalization for
the apparent failure: improper case selection, incorrect delivery of the
chemical trigger to the subject, incomplete deadapiation, sensitization to
something else in the isolation environment, absence of necessary cofac-
tors for adequate triggering (both chemical or psychological).

As in the field of epidemiology, there is no perfect study. It is the accu-
mulation of evidence from good studies that finally leads to acceptance or
rejection of an association. It is not the “true believers” that need to be con-
vinced, but rather serious scientists who are looking for answers. To estab-
lish whether MCS exists, it is not necessary for every subject to demonstrate
chemical sensitivity upon challenge as long as some do. It is theoretically
possible thata stratification of chemically sensitive and somaticizing subjects
could emerge. Of course patients with and without apparent somatoform
disorder could be chosen for study. Finally, if “isolation” means using a
chamber, in distinction to properly preparing a subject in an environmen-
tal medical unit, then achieving accurate and reproducible results could
very well be a problem. Thoughtful researchers need not await equivocal
results from chamber challenge studies before they object to a chamber
design.

The tone in Appendix E differs greatly from that in the main body of the
California report, which states that “we don’t believe that pragmatic
attemnpts should be abandoned to develop a *best possible’ protocol [for
conducting challenges] that might be generally acceptable to most
researchers . .. and we would hope to see funding made available to con-
tinue this process” (Kreutzer and Neutra 1996).

In other parts of the report, the California advisory panel addressed epi-
demiologic approaches for characterizing persons with MCS. Protocols for
both retrospective population-based studies and prospective “post-chemi-
cal spill” studies were developed. Although the former may be useful in
clarifying the prevalence of self-reported chemical sensitivity, we believe
that the latter approach is more likely to enhance our understanding of the
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various pathways that lead to the class of diseases constituting chemical sen-
sitivity (see the discussion in Chapter 9).

Medical and Patient Needs

Although some progress has been made in advancing the understanding of
the origins and the nature of chemical sensitivity, many persons suffering
from sensitivity to low-level chemical exposures have pressing, unmet
needs. While we believe it premature to recommend specific medical treat-
ments at this time, several pathways might be explored to minimize suffer-
ing and prevent worsening of the condition. These include appropriate
avoidance of problem chemical exposures and foods, low- or no-cost alter-
ations of patients’ physical environments, and psychological support as
needed (see below).

Although patients often turn to federal agencies, including the EPA,
ATSDR, NIEHS, NIOSH, and various state agencies, for assistance, no clear
pathway is offered for obtaining balanced information or medical attention
from knowledgeable and caring physicians. Canada has two government-
sponsored clinics devoted to clinical research and evaluation of persons
with MCS (see Chapter 7), but no comparable government-sponsored clin-
ics are available to patients in the United States, nor are we aware of efforts
to develop any, No nation has taken steps toward establishing an environ-
mental medical unit for research purposes, despite the high priority
assigned to this approach by a number of scientific groups and meetings
{NRC 1992a, AOEC 1992, Ashford et al. 1995).

Currently, in an often frantic effort to regain their health, patients often
exhaust their financial resources, consulting dozens of specialists and
attempting a host of unproven treatments. Forty percent of MCS patients
in one study reported having consulted ten or more medical practitioners
(Miller and Mitzel 1995). Many have sought help from clinical ecologists,
who accept these patients as having a bona fide illness. Others have
remained with their family physicians, sought out specialists including
occupational medicine physicians, or gone to university-based occupation-
al and environmental medicine clinics.

It is extraordinarily difficult for caring practitioners to know how best to
treat these patients. Often, other patients who have gone through this
experience have provided help. Various patient support groups offer coun-
sel and referrals. But until research sheds more light upon MCS, what can
physicians do? Most physicians in academia whom we know are reluctant to
apply the diagnosis of MCS to their patients even when they believe it pro-
vides the most parsimonious description of what they are seeing. They may
opt instead to apply “piecemeal” but recognized and compensable diag-
noses such as asthma, toxic encephalopathy, or migraine headache to these
cases, At present, physicians who make a diagnosis of MCS can expect their
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assessment to be challenged by workers’ compensation boards, employers,
and others. They are likely to be asked what tangible evidence (clinical
signs or laboratory tests) they relied upon to make their diagnosis.
Ironically, for many psychiatric conditions, including depression and schiz-
ophrenia, no “objective” diagnostic tests are available either, but that does
not keep doctors from diagnosing them. With MCS, things are different—
the stakes are higher.

“Increasingly, in difficult circumstances, the reasonable trend in medicine
is to explain the options and allow the patient to decide™ (Vasey 1995). We
believe that health care providers should, at a minimum, discuss with
patients the possibility of MCS if symptoms and circumstances warrant it. Which
symptoms? Fatigue, memory and concentration difficulties, mood changes,
and multisystem health problems (summarized in Table 8-1) are common-
ly reported. As more organ systems are involved, MCS especially should be
considered (although only one organ system may be affected
in some cases). What circumstances? If an identifiable chemical expo-
sure, especially one involving solvents, pesticides, a sick building, remodel-
ing, or new construction, preceded onset of the symptoms; if a major change
in the patient’s health, as documented by increased health care utiliza-
tion or absenteeism, occurred; if the patient exhibited clinical signs or
abnormal laboratory tests temporally related to the exposure, such as
increased liver function tests, a depressed white blood cell count, or
decreased cholinesterase level; if anyone else who shared the same experi-
ence became ill, particularly with similar problems; and if everyday expo-
sures now reportedly provoke symptoms, then the likelihood of MCS
increases. If new-onset intolerances include not only chemical inhalants, but
also some foods (or feeling ill after meals), medications, alcohol, or caffeine,
then the probability that the practitioner is dealing with MCS increases still
further. None of these factors alone “proves” the presence of MCS. On the
other hand, the more of these features a patient manifests, the more the
practitioner should suspect that MCS could be occurring.

When such circumstances warrant their doing so, practitioners should
familiarize themselves with the illness and discuss with their patients the
divergence of opinion in the medical community concerning MCS(see
boxed text). They should talk with their patients about the wide range of
treatments other MCS patients have tried, including psychological thera-
pies and avoidance strategies, the lack of controlled scientific studies con-
firming the efficacy of these and other treatments, and the need for
research to understand mechanisms and find effective interventions.
Physicians should avoid chastising or rejecting patients who have tried or
are currently using alternative therapies. Many patients have turned to
unproven treatments in desperation and do not have the medical back-
ground physicians do. Without being dogmatic, caregivers still can convey
an earnest desire to see patients improve and can serve as their advocates
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during a difficult illness. Ample time should be allotted for visits and/or
telephone consultations, particularly if travel is a barrier, so patients can
discuss their problems and concerns adequately. As Sparks et al. aptly
observed, “The evaluation of a patient presenting with MCS may take sev-
eral hours and it is necessary to allot sufficient time, even if inadequately
reimbursed” (Sparks et al, 1994b).

(GUIDANCE FOR PHYSICIANS ON MCS

Develop an understanding of MCS. Become acquainted with the symp-
toms most commonly auributed to it and include it in your differential
diagnosis. Be aware that many MCS patients also report various food,
alcohol, caffeine, and medication intolerances, and ask about these.

Take a careful exposure history paying particular attention to the time
each symptom began and exposures that may have preceded onset of
illness, such as a chemical spill, fire, pesticide application, remodeling,
or moving tc a new home or office.

Explain to the patient the current controversy in the medical profes-
sion about MCS, in particular whether it is psychogenic, toxicogenic, or
a combination of these. Discuss the fact that more research is needed
before the mechanism(s) underlying the condition is understood and
before specific therapies targeting that mechanism(s) are tested and
shown to be effective.

Determine whether a judicious trial of avoidance and reexposure might
help clarify whether exposures at work or home could be causing symp-
toms. In a patient who has only recently become ill, consider whether
ongoing exposures may need to be interrupted to prevent possible
long-term disability.

Encourage the patient to become a careful observer by keeping a diary
of symptoms and exposures, including both inhalants and ingestants,
and noting any consistent relationships between them.

Explain that psychological support sometimes can be a useful therapeu-
tic adjunct, as for any illness. MCS can disrupt career, lifestyle, and rela-
tionships, placing enormous stress on these individuals and their fami-
lies.

Discuss the range of reatments that have been used by patients with
MCS and the lack of scientific evidence to support their use. Point out
potentially harmful aspects of therapies that are unproven or lack a sci-
entific basis.
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Describe treatment options and the potential risks and benefits of each,
empowering the patient to choose among acceptable options.

When introducing new medications, be especially watchfu! for new
symptoms that may signal an adverse drug reaction.

Telling a patient to avoid exposures that trigger symptoms may not be
enough. On a trial basis, have the patient minimize nonessential expo-
sures to fragrances, cleaners, and other products that release volatile
organic chemicals.

Understand that a patient who smokes or uses alcohol or caffeine on a
regular basis or who has ongoing chemical exposures may have difficul-
ty discerning the relationships between exposures and symptoms.

The importance of taking a careful exposure history, though it is time-
consuming, cannot be overemphasized. Having patients construct a time-
line with their symptoms and medical problems stratified across the top
half, and lifetime events (such as job changes, changes in residence, mili-
tary service, surgeries, pregnancies, remodeling, and/or pesticide applica-
tions) along the bottom half of the line, may help both patient and physi-
cian elucidate temporal relationships between exposures and the onset of
symptoms where such relationships exist.

The use of a standardized questionnaire that addresses symptoms, intol-
erances, and exposures will facilitate history-taking. A questionnaire that
permits patients to rate their symptoms and intolerances, both before and
since an identified exposure event, if one is implicated, will provide the
practitioner with a more quantitative, albeit subjective, sense of how severe
the patients’ symptoms are in their own eyes. Such a questionnaire can be
readministered at intervals to gauge improvement or deterioration in
patient health and to assess the impact of any interventions. See Appendix
C for one such questionnaire, the Environmental Exposure and Sensitivity
Inventory (EESI), which was developed from a study of MCS patients by
Miller and Mitzel (1995) and has been used to assess changes pre- and post-
exposure (Gammage et al. 1996}. Symptom items on the EESI were derived
via factor analysis applied to a large number of specific symptoms reported
by MCS patients who had experienced a well-defined, initial exposure toa
pesticide or low levels of mixed solvents associated with remodeling.

Material safety data sheets (MSDSs) may be useful for identifying exactly
what the padents’ exposures were or are. Assistance in gathering and inter-
preting exposure information can be provided by occupational medicine
physicians, toxicologists, or industrial hygienists. Insofar as possible, past
medical records, which may be voluminous and difficult to obtain, should
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be examined. Although a comprehensive physical examination emphasiz-
ing organ systems relevant to a patient’s symptoms is essential, frequently
the findings are unremarkable. Baseline laboratory tests such as a complete
blood count and chemistry profile are helpful, as well as tests indicated by
specific symptoms or findings such as thyroid function tests, pulmonary
function tests, peak flow monitoring over time, tests for collagen-vascular
disease, and neuropsychological testing in some patients (Weaver 1996).
Blood tests for environmental chemicals should be used only if specific
exposures are suspected and the substances can reasonably be expected to
persist (e.g., chlorinated pesticide, recent organophosphate pesticide, but
not most solvent exposures).

Referrals to specialists frequently are necessary, given the complexity of
the patients’ symptoms, and informed specialists who understand MCS can
provide reassurance to both the patient and the referring physician. How-
ever, care must be taken to avoid excessive invasive testing and polyphar-
macy (see below).

Treatment

With regard to treating MCS patients, we are currently at such an early,
observational stage in our understanding of this illness {or class of illness-
es) that making therapeutic recommendations seems premature. However,
it is clear from the history of medicine that preventive interventions based
upon well-reasoned guesses as to the causes of diseases have had decisively
positive impacts on public health in the past—for example, John Snow's
breaking of the handle on the Broad Street pump in London, thus inter-
rupting the cholera epidemic some 30 years before Koch identified the
bacterium that causes cholera; the use of gloves and handwashing to pre-
vent iatrogenic spread of organisms causing infection prior to their specif-
ic identification; and allergen avoidance and allergy shots to mitigate aller-
gic reactions long before the discovery of IgE antibodies. In the case of
MCS, mounting evidence suggests that MCS can be caused, and be exacer-
bated by, chemical exposures, and that intervening by having patients
avoid chemical and other incitants may prevent initiation or worsening
of the condition. Such measures might include prohibiting the use of
certain pesticides indoors or requiring that new buildings outgas before
OCCUpanCy.

Earlier we used the term “toxicant-induced loss of tolerance” to describe
MCS as representing a possible emerging theory of disease (see earlier sec-
tion in this chapter entitled “Current Reflections on MCS"). Converging
lines of evidence support this theory: (1) the fact that similar reports of
multisystem symptoms and new-onset intolerances have been reported by
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different investigators in different regions among different demographic
groups following exposure to many different types of chemicals; (2) the
internal consistency of these patients’ complaints of intolerances for not
only tiny doses of inhaled chemicals but also various foods, caffeine, alco-
hol, and medications; (3} the degree to which the illness mimics addiction;
(4) the identification of plausible anatomical substrates (the olfactory-lim-
bic system, the cholinergic nervous system), whose malfunction might
explain many MCS symptoms; and (5) recent animal models that replicate
key features of chemical sensitivity.

Given this evidence and the clear consensus among MCS patients that
chemical and food avoidance strategies are helpful (see below), increasing
numbers of physicians have begun to recommend avoidance strategies for
these patients.

Avoidance

There have been a few, anecdotal reports (mostly unpublished) of individ-
uals with MCS in whom the condition apparently was recognized early in
its course, who were advised to avoid further exposure, and who recovered
(Hileman 1991). Such reports suggest that early intervention (avoidance)
could prevent long-term disability for some patients. Qur current difficulty
in treating MCS once it has become entrenched underscores the impor-
tance of early intervention. Physicians, especially primary care doctors,
should be alert to cases with MCSHike presentations where there could be
ongoing exposure to pesticides, remodeling, solvents, workplace chemi-
cals, or other substances, and the patient could be in the initiation stage of
MCS. Such patients might benefit from removal from the exposures on a
trial basis, to determine whether improvement occurs, and judicious reex-
posure, to determine whether symptoms recur. For the vast majority of
patients, immediate recovery from initiating exposures is not known to
occur, but few persons in sick buildings or whose homes have been exter-
minated have been recognized by physicians as experiencing possible
evolving MCS early in the course of their illness. Supportive treatment as
for any chronic illness is required, parallel to that used for chronic fatigue,
fibromyalgia, and pain syndromes. Indeed, a multidisciplinary approach
similar to that employed for treating patients with chronic pain has been
suggested (Weaver 1996). Weaver advises: “Regardless of the treatment
chosen, it is important to emphasize that functional improvement and
increased patient control, not cure, are the goals. Complete resolution of
odor sensitivity may not be possible, given the chronic history of this illness
thus far and the common prevalence of such complaints.” One of us
(CSM) has seen a few Gulf War veterans whose onset of “Guif War
Syndrome” in fact occurred years after the war, and temporally coincided
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more closely with postwar exposures to pesticides, building remodeling
activities, or a toxic waste disposal site than with their wartime exposures.
Such ongoing exposures can be interrupted (on a trial basis) only if they
are identified during careful historytaking as discussed above.

Avoidance of problem chemicals is consistently the single most helpful
intervention reported by MCS patients. In a survey of 206 MCS patients
with an average educational level of nearly four years of college, 71 percent
rated avoidance of problem chemicals and 54 percent avoidance of prob-
lem foods as “very helpful.” in contrast, although 52 percent had tried psy-
chological or psychiatric therapies, only 17 percent of those who had tried
them rated them as “very helpful” {Miller 1995).

A survey of 305 MCS patients conducted by researchers at DePaul
University revealed that at least three-quarters fele that the following inter-
ventions had been of “enormous” or “major”™ help to those who had tried
them: avoiding chemicals that cause reactions (93 percent), creating an
environmentally safe living space (86 percent}, moving to a less polluted
area (76 percent}, and avoiding foods that provoke reactions (75 percent)
(LeRoy et al. 1996).

Similar results were found in a grassroots patient survey of 243 MCS
patients, 47 percent of whom were on disability and 5 percent on workers’
compensation: 95 percent reporting avoidance of chemical exposures, 79
percent reporting relocation to avoid pollution, and 76 percent reporting
avoidance of problem foods to be of “enormous help” or “major help”
(Johnson 1996).

Lax and Henneberger (1995) found that MCS patients seen in their
occupational medicine clinic who reported avoiding at least half of their
self-reported incitants were more likely than nonavoiders to report feeling
better at a follow-up interview conducted six months to two and a half years
after their initial clinic visit. Notably, in this sample, other potential
explanatory variables did not predict cither health improvement or wors-
ening, including age, gender, number of doctors censulted, having visited
an environmental medicine physician, having applied for workers’ com-
pensation or Social Security benefits, or the number of symptoms reported
at the initial evaluation.

One form of avoidance that has helped some MCS patients—who say
that they are able to work fairly trouble-free, but only if they avoid chemi-
cal exposures—is workplace accommodation. Many examples of successful
workplace accommeodation for these patients exist although relatively few
find their way into print. Examples of specific accommodations have
included: providing access to fresh air and better ventilation, removal of
business machines from the immediate work environment, use of a differ-
ent work space, removal of carpeting, changes in cleaning agents used by
maintenance staff, adoption of integrated pest management, and arrang-
ing for telecommuting (home-based work).
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After the outbreak of illness precipitated by remodeling and new carpet
installation in the EPA headquarters building, some employees were
accommodated in a specially designed work space free of common chemi-
cal exposures (see Chapters 3 and 7), or were allowed to work from a com-
puter terminal at home (Keplinger 1994). Another example of successful
accommodation occurred at Oak Ridge National Laboratory in Oak Ridge,
Tennessee, where three of four women with preexisting chemical sensitivi-
ties reported exacerbation of their illness after they were relocated to a
newly constructed office building. One was moved to another building,
and the others controlled their symptoms by modifying their time of occu-
pancy or by using a room air cleaner (Gammage et al. 1996).

Physicians can facilitate such accommodation by making reasonable writ-
ten requests to employers or schools on their patients’ behalf. Although
increasing numbers of MCS patients are consulting physicians in universi-
ty-based occupational and environmental health clinics, who are increas-
ingly identifying the condition, in our experience few such centers offer
guidance as to how patients might undertake a trial of avoiding potential
chemical, food, and drug incitants and attempt subsequent, judicious reex-
posure. In contrast, many of these same clinics recommend trials of avoid-
ance for patients suspected of having occupational asthma and the use of
serial peak flow readings to document changes in airway resistance related
to workplace exposures. A parallel approach could be used for chemical
sensitivity, having patients keep a diary and rate individual symptoms on a
0 to 10 scale several times daily.

Over the past five years, one of us (CSM) has been asked to see some 80
sick Gulf War veterans for the Department of Veterans Affairs at its Regional
Referral Center in Houston, Texas. In contrast with patients in most studies
of MCS, 90 percent of these veterans were males with an average educational
level of about a year of college. As discussed earlier in this volume (Chapter
8), the majority reported multisystem symptoms and new-onset intolerances
to chemicals, foods, and/or drugs since the war. Many of these veterans
would be considered relatively “masked”—that is, they were consuming
large amounts of caffeine (up to 30 cups of coffee or tea per day in some
cases to ward off fatigue); taking various medications; exhibiting food crav-
ings; living in homes with gas heat/stoves, new carpet, and other exposures;
engaging in work or hobbies that exposed them to chemicals; and using fra-
grances, disinfectants, and fabric softeners. Other than recommending judi-
cious trials of avoidance and having patients keep a diary of symptoms and
exposures it is difficult to know what to do to help patients like these. The
VA currently does not accept a diagnosis of chemical sensitivity; yet, for some
of the veterans, chemical intolerances are their predominant complaint and
MCS is the most parsimonious unifying diagnosis that fits their symptoms.
There was (and still is) no research environmental medical unit available in
which patients could be tested for their chemical intolerances and receive
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a more definitive diagnosis. Thus, many ill Gulf veterans, like MCS patients,
remain in limbo—required to show objective evidence of their chemical
intolerances (before a diagnosis of MCS will be recognized by the VA or
other official agencies) yet having no means of doing so. As discussed earli-
er, 21991 conference of the Association of Occupational and Environmental
Clinics, sponsored by ATSDR, concluded that an environmental medical
unit was important and that adaptation [masking] was a key issue: “Studies
that do not address adaptation will be criticized and will not lead to con-
sensus” (AQEC 1992}, In the current absence of a research environmental
medical unit to evaluate such patients, what can physicians do to facilitate
avoidance and testing for sensitivities?

Although avoidance of potential incitants is a simple concept, it is not a
simple task, especially for persons whose ability to concentrate and orga-
nize is impaired. Reportedly, avoidance of alcoholic beverages, nicotine,
caffeine, medications, and problem foods can precipitate painful with-
drawal symptoms in sensitive individuals during the first few days, includ-
ing severe headaches, disorientation, depression, and malaise. Thus, we
cannot emphasize enough the importance of patients not attempting avoidance regi-
mens on an outpatien! basis without the close supervision of a knowledgeable med-
ical practitioner. Patients with a history of severe problems with asthma,
headaches, depression, or other medical conditions, particularly those who
ever have required emergency management, preferably should be housed
in an environmentally controlled hospital setting during the initial stages
of caffeine, alcohol, or food avoidance.

Surveys of individuals with MCS consistently indicate that the majority
find avoidance of problem foods to be of major help in controlling their
symptoms {Johnson 1996; LeRoy et al. 1996; Miller and Mitzel 1995), The
survey by Miller and Mitzel, which focused on persons who had become ill
following a well-defined exposure to a pesticide or to mixed, low levels of
solvents associated with remodeling, found that 60 percent of those sur-
veyed thought that their diets had been affected “a great deal” by their ill-
ness, and only 3 out of 112 respondents reported that food or other inges-
tants {e.g., chlorinated water, monosodium glutamate} did not make them
ill. Whereas occupational medicine doctors may be reluctant to work on
dietary issues with patients because it is not part of their medical training,
allergists—who are trained to work through food intolerances and allergies
with their patients—are unaccustomed to dealing with chemical exposures.
Thus, MCS patients “fall in the crack” between the two types of specialists
who would seem to be the most likely candidates to address their needs.

Avariety of elimination diets have been used by patients, most notably the
four-day rotary elimination diet in which no food (or food group) is repeat-
ed more than once every four days (Rinkel 1944; Rinkel et al. 1951). Other
popularized versions of this diet, following the same general approach have
appeared {(Mandell and Scanlon 1979). As scientists, we obviously cannot
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endorse such therapeutic measures without adequate scientific studies to
demonstrate their efficacy. However, modifying the timing of food intake so
as to uncover possible non-IgE-mediated food intolerances could prove to
be a useful intervention, as long as adequate nutrition is maintained in the
process. For patients found to have multiple food intolerances, however,
achieving adequate nutrition may prove difficult. Here again, research inan
environmental medical unit, using blinded food challenges, will be essen-
tial for sorting out both food and chemical intolerances and documenting
them in a scientifically acceptable manner. Long-standing problems with
digestion and/or use of restrictive diets may lead to vitamin, or mineral defi-
ciencies that need to be identified and corrected.

Medications

Adverse reactions to many drugs, whether prescribed or over-the-counter,
are reported frequently by MCS patients. Physicians who attempt to treat
these individuals with standard doses of drugs often report that usual
dosages are not tolerated or that over dme the patients develop side effects
or idiosyncratic reactions, further complicating their clinical pictures
(McLellan 1987). In such situations, the question frequently arises of
whether new symptoms in an MCS patient are due to a medication (or ane
of its constituents, e.g., a food dye, excipient, or diluent), or whether the
symptoms should be intensively worked up as a possible new medical prob-
lem. The latter approach—exhaustive evaluation of all new symptoms—
can become costly and expose the patient to still more possible incitants,
such as anesthetic agents used during biopsies, X-ray contrast dye, and
methacholine challenges, adding yet another layer of “unexplained” symp-
toms. Frequently, MCS patients report that their symptoms resolve when
drugs are removed, rather than when they are added. Thus practitioners,
while needing to be alert to new symptoms that could signal life-threaten-
ing problems (e.g., cancer or coronary artery disease), also need to be on
the lookout for unexpected and unusual reactions to drugs and other envi-
ronmental triggers. Some MCS patients report benefiting from much
smaller than normal doses of certain medications (e.g., analgesics and
sometimes antidepressants, but not antibiotics), a pattern that may be con-
sistent with their amplified responses to other substances.

Optimally, the practitioner should offer options and openly discuss the
fact that any drug may cause idiosyncratic reactions, watch carefully for such
symptoms, and begin with a low dose where feasible. Many patients say they
have learned from experience that certain drugs cause problems for them,
for example, dental anesthetics with epinephrine, and alternatives can eas-
ily be adopted, for example, using the same drug without epinephrine.
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Environmental Evaluation

In asmall percentage of cases, air or other environmental sampling may con-
tribute to an understanding of patients’ health problems. According to MGS
patients, professional industrial hygienists or other indoor air specialists
who are familiar with, and sensitive to, their concerns can sometimes pro-
vide helpful guidance on the basis of an initial walk-through survey.
Preferably they should be nonsmokers with a good sense of smell who are
able to identify potential sources of low-level VOCs or moisture for mold
growth. The levels of indoor air contaminants of potential concern for
chemically sensitive persons are orders of magnitude below those prescribed
by law for occupational environments. Unless they are exceeded, which is
rare in these circumstances, legally adequate occupational exposure levels
have no relevance for susceptible individuals and should not be invoked.

Psychological Therapies

Given the competing hypotheses that MCS is psychogenic versus physio-
logical/organic in origin, it is incumbent upon physicians to explain the
current rift in the medical community over these alternative explanations
to patients and their families. An unbiased approach to treatment would
involve offering both avoidance and appropriate psychological interven-
tons. Psychological support is a reasonable and recognized therapeutic
adjunct, whether the illness is psychogenic or organic in origin (e.g., can-
cer, heart disease). This support can be provided by psychologists, psychia-
trists, social workers, or primary care doctors. Many MCS patients experi-
ence enormous disruption of their work, family, and social lives. Divorces
occur, for example, from spouses who smoke and refuse to quit. Families
pull away. Suicides have been reported. Psychological support has been
viewed as “very helpful” by some MCS patients although the majority have
said it did not alter their underlying sensitivities (Miller 1995).

Of course, patients who are actively psychotic or suicidal, or who in any
way constitute a threat to themselves or others, need to be identified, treat-
ed, and protected accordingly. A grassroots survey of 243 MCS patients
found that of those who had tried taking particular antidepressants, rough-
ly 10 to 20 percent found them a “major” or “enormous” help; however, 50
to 65 percent of those who said they had tried the same drugs reported
harmful effects, and 10 to 30 percent reported that the drugs did not help,
or that their effect was unclear (Johnson 1996). It is uncertain what per-
centage of patients who participated in this survey found benefit from at
least one of the various antidepressants they tried, as it is widely recognized
by psychiatrists that different people respond differently to different anti-
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depressants; nor do we know what percentage continued the medication
long enough for improvement to occur, or what percentage stopped the
drugs because of intolerable side effects. Controlled studies are needed to
clarify which patients might benefit from these and other drugs. However,
MCS patients, many of whom say they have reacted adversely to several
drugs, become increasingly reluctant to try new ones. Recruiting patients
into therapeutic drug trials thus may prove difficult. “Placebo effects” and
spontaneous remission could also account for the small percentage of
patients who improve with various drugs, therefore, future drug studies
should be double-blinded and placebo-controlled.

A number of investigators have claimed success in using various psycho-
logical or psychiatric interventions, but none with more than anecdotal
data to support their claims (Amundsen et al. 1996; Bolla-Wilson et al.
1988; Guglielmi et al. 1994; Schottenfeld and Cullen 1985; Spyker 1995).
The efficacy of psychological interventions, beyond psychological support,
has not been adequately demonstrated. Several authors suggest that their
patients improved following psychotherapeutic interventions, but essential
follow-up is not provided; for example, “[flor unknown reasons, [Mr. A.]
did not continue with therapy” (Bolla-Wilson et al. 1988). In another exam-
ple, Spyker (1995) states, “Results with three patients [using behavioral
desensitization] were encouraging ... ,” yet no follow-up information is
provided on two of the three patients described. The one patient who
appears to have improved was a 4)-year-old electronics assembly technician
who was also evaluated for Xanax habituation/withdrawal and ethanol
abuse—hardly a classical MCS patient.

Amundsen et al. (1996), at Mayo Clinic, published a paper with the
promising title of “Odor Aversion or Multiple Chemical Sensitivities:
Recommendation for a Name Change and Description of Successful
Behavioral Medicine Treatment.” The entire description of the two cases
reported by these authors appears in one sentence in the abstract of their
paper: “Two subjects [out of 34 patients] with typical odor-triggered symp-
toms have been treated, using behavioral medicine techniques, with
marked improvement in both cases.” Unfortunately, no further description
of the treatment or outcome in these cases is offered, and the reader is left
to wonder what happened to the other 32 cases.

A paper entitted “Occupation-Induced Posttraumatic Stress Disorders”
{Schottenfeld and Cullen 1985) describes a 34-year-old man who had acute
respiratory distress following an occupational exposure in which he was ini-
tially blinded by a solvent. He was treated with desipramine and psy
chotherapy and “was able gradually to expose himself to potentially dan-
gerous situations and to desensitize himself . . . .” No long-term follow-up is
provided, nor is it clear from the paper whether the patient was eventually
able to return to work.

In an article entitled “Behavioral Treatment of Phobic Avoidance in
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Muiltiple Chemical Sensitivity,” Guglielmi et al. (1994) present three MCS
cases—two women exposed to a “bug bomb” at work and a 40-yearold
woman exposed to chlorine gas [evidently the same 40-year old electronics
assembly technician evaluated for Xanax habituation/withdrawal and
ethanol abuse described by Spyker (see above)]. Following treatment, only
the latter patient responded to these authors’ follow-up contacts. The two
exposed to the bug bomb were lost to follow-up. In this paper, Guglielmi et
al. lament clinical ecology’s failure to use elementary forms of experimen-
tal control, stating, “Subjective impression, anecdotal evidence, and testi-
monials from ‘satisfied customers’ cannot be accepted as substitutes for
sound scientific methodology.” They accuse clinical ecologists of wishing to
be exempted from the requirements of the scientific method. Yet,
Guglielmi et al.’s own work suffers from precisely the same subjective
impressions, anecdotal evidence, and testimonials: They discuss the fact
that two of their three patients failed to respond to their letters and “are
assumed to have relapsed.” Yet, in the very next paragraph, the authors
proclaim, “Our experience with these three patients suggests that MCS can
be effectively treated with an intensive and relatively brief course of
biofeedback-assisted in vivo exposure and cognitive reframing.”

Staudenmeyer et al. (1993b) similarly attest, without providing follow-up
data or an adequate scientific study design, that among their MCS patients
who agreed to undergo psychotherapy, 75 percent had a success-
ful outcome (for further analysis of this paper, see Chapter 8, under
“Mechanisms”).

A major logic error in each of these papers when they proclaim treat-
ment efficacy is: post hoc, erge propler hoc [after it, therefore, because of it]—
that is, attributing improvement or resolution of illness to their treaument
Jjust because improvement happened to occur after that treatment. The use
of blinding, placebos, treatment control groups, and application of the sci-
entific method should apply no less to psychiatrists and psychologists than
to clinical ecologists. In summary, data supporting the efficacy of psy-
chotherapeutic interventions in treating the chemical, food, and other
intolerances reported by MCS patients are meager.

Help from Governmental Agencies and Other Organizations

In addition to seeking guidance form physicians and other health care pro-
fessionals, many affected individuals consult various organizations and pub-
lications designed to help laypersons. Listed below are the names of gov-
ernment agencies and other organizations that patients and physicians may
be able to contact for further information on MCS. This information is pro-
vided in an effort to be helpful. The listing of an organization does not con-
stitute endorsement of its views.
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Governmental Agencies

For Problems Related to Occupational and Environmental Exposures

Environmental Protection Agency

Indoor Air Quality Information Clearinghouse
P.O. Box 37133

Washington, DC 20013-7133

Phone: (800) 438-4318; (202) 484-1307

Fax: (202} 484-1510

E-mail: IAQINFO®@aol.com

National Institute of Environmental Health Sciences
2605 Meridian Parkway, Suite 115

Durham, NC 27713

Phone: (B00) 643-4794

Fax: 919-361.9408

National Institute for Occupational Safety and Health
4676 Columbia Parkway

Cincinnati, OH 45226

Phone: (800) 356-4674; (513) 841-4382

Fax: (513) 841-4488

Occupational Safety and Health Administration
Office of Health Compliance

U.S. Department of Labor

200 Constitution Ave., NW

Washington, DC 20210

Phone: (202) 219-8036

Fax: (202) 2199187

For Problems Related to Consumer Products

Consumer Product Safety Commission
Washington, DC 20207

Phone: (800) 6382772

(for carpet information, press 1, and then 129)

For Problems Related to Pesticides

Environmental Protection Agency
Mail Code 7506C

Office of Pesticide Programs
Public Information Center

401 M St., SW

Washington, DC 20460

Phone: (2027 260-2080
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For Publications on the Safe Use of Pesticides

National Center for Environmental Publications and Information
P.O. Box 42419

Cinncinati, OH 45242-2419

Phone: (513) 4898190

Fax: (513) 489-8695

National Pesticide Telecommunications Network
Agricultural Chemistry Extension

Oregon State University

333 Weniger

Corvallis, OR 973316502

Phone: (800) 858-7378

For Problems Related to Sanitizers, Disinfectants, and Sterilants

National Pesticide Telecommunications Network
Agricultural Chemistry Extension

Oregon State University

333 Weniger

Corvallis, OR 973316502

Phone: (800) 4476349

For Problems Related to Community-Based Contamination

Agency for Toxic Substances and Disease Registry
Office of Policy and External Affairs

1600 Clifton Road

Mail Stop E28

Atlanta, GA 30333

Phone: (404) 6390501

Fax: (404) 639-0715

337

Environmental Protection Agency Superfund and Right-to-Know Hotline

Phone: (800) 4249346

For Problems Related to the Need for Workplace Accommodation

Office of the Americans with Disability Act
Office of Legal Counsel

Equal Employment Opportunity Commission
1801 L St., NW

Washington, DC 20507

Phone: (202) 663-4503

Fax: (202) 665-4639
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For Problems Related to the Need for Accommodation in Housing

Office of Fair Housing and Equal Opportunity
Department of Housing and Urban Development
451 7th St., SW

Washington, DC 20410

Phone: (202) 619-8041

Fax: (202) 708-1425

For Problems Related to Disability

Social Security Administration

Phone: (800) 772-1218

Or call your state’s disability determination service.

Office of the Americans with Disabilities Act
Civil Rights Division, U.S. Department of Justice
P.O. Box 66118

Washington, DG 200356118

Phone: (800) 514-0301; (202) 514-0301

Other Organizations

National Coalition against the Misuse of Pesticides
701 E St., SE

Washingtan, DC 20003

Phone: (202)543-5450

Fax: (202)543-4791

E-mail: NCAMP®@igc.atc.org

Contact: Jay Feldman

National Organization for Social Security Claimants’ Representatives
Phone: (800) 431-2804

Useful References

The following have been mentioned frequently by patients and others as
useful references relevant to MCS. As with the above listing of organizations,
the listing of the following references does not constitute endorsement.

Building Air Quality: A Guide for Building Ouners and Facility Managers, EPA/NIOSH,
December 1991, Available from the U.S. Government Printing Office, (202) 512-
1803 (phone}; (202) 512-2168 (fax).

The Clean Air Guide, Canadian Morigage and Housing Corporation, Ottawa,
Ontario, Canada. 1993, May be ordered from the CMHC at (618) 7482003 for
$3.99,
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This Clean House (videotape), Canadian Mortgage and Housing Corporation,
Ottawa, Oniario, Canada, 1995. May be ordered from the CMHC at (613) 748-
2003 for $12.99.

The Healthy School Handbook, Norma Miller, ed., Washington, DC: National Edu-
cation Association, 1995. To order, call (800) 229-4200.

Indoor Asr Pollution—A Guide for Health Professionals by the American Lung Asso-
ciation, American Medical Association, U.S. Consumer Product Safety Com-
mission, and the U.S. EPA (phone: B00-4384318 or 202-484-1307; fax: 202484
1510).

The Inside Story: A Guide to Indoor Air Quality, EPA 402-K-93-007, EPA/CPSC,
September 1993. Available from the Indoor Air Quality Information Clearing-
house, Environmental Protection Agency (phone for Indoor Air Division; 800-638-
2772 or 202-233-9030).

Multiple Chemical Sensitivities at Work (MCS workbook and videotape to help workers
and train trainers recognize, cope with, and seek medical and legal assistance for
problems related to multiple chemical sensitivity). Available from The Labor
Institute, 853 Broadway, Room 2014, New York, NY 10003, (phone: 212-674-3322.

Multiple Chemical Sensitivity: A Scientific Overview, edited by Frank Mitchell, U.S.
Department of Health and Human Services, Agency for Toxic Substances and
Disease Registry, 1995. Published by Princeton Scientific Publishing Co., Inc. A
compendium of the papers and proceedings from the first three conferences on
MCS sponsored by U.S. government agencies.

Pest Control for Home and Garden: The Safest and Most Effective Methods for You and the
Environment, by Michael Hansen and the editors of Consumer Reports Books,
Yonkers, NY: Consumers Union, 1993 (phone: 914-378-2000).

Pest Control in the School Environment: Adopting Integrated Pest Management, EPA 735-F-
93012, August 1993. Published by the Office of Pesticide Programs, Environ-
mentat Protection Agency (phone: 202-260-2080 or 513-489-8150; fax: 513489
8695 or 800-858-7378).






Eprlogue

There have been many conferences, numerous publications, and increased
dialogue on chemical sensitivity in the past five years, but from the per-
spective of those affected, not enough progress has occurred. Mechanisms
for the condition remain unknown, treatments remain empirical, there still
is no environmental medical unit for research, and doctors, insurance
companies, employers, and patients’ own friends and family members con-
tinue to impugn their credibility.

Understanding MCS is pivotal to establishing sound environmental poli-
cy. If there is a subset of the population that is especially sensitive to low-level
chemical exposures, a strategy for protecting this subset must be found. If
itwere to be determined that certain chemical exposures could lead to MCS,
then perhaps these exposures could be better controlled or avoided.
Possibly by preventing chemical accidents, forbidding occupancy of build-
ings prior to finish-out or completion, avoiding the use of cholinesterase-
inhibiting pesticides indoors, and other measures, society could protect
more vulnerable individuals from becoming sensitized in the first place.
Certainly, it would make little sense to regulate chemicals at the parts per
billion level or lower if what was required was to keep people from becom-
ing sensitized in the first place. Indeed, by understanding the true nature of
MCS and who is at risk, we may prevent unnecessary and costly regulation
of environmental exposures in the years to come.

We have dedicated considerable effort to describing the state of the sci-
ence regarding low-level chemical sensitivity. Although the precise nature
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of this condition (or conditions) and the underlying mechanisms remain
somewhat uncertain, chemical sensitivity seems sufficiently well-recognized
to require attention from government, industry, and the medical profes-
sion. Their actions are needed for the establishment of regulations to min-
imize exposures to those chemicals that are suspected of initiating or seri-
ously exacerbating illness, for the notification of sensitive or potentially
sensitive populations of past or possible future exposures, for making
accommodations in housing and employment, and for compensation for
damage to health. The strength of the evidence (the “burden of proof” in
legal terms) sufficient to trigger a particular regulatory, legal, or political
response will vary according to the area of action, that is, control of expo-
sures, notification, accommodation, or compensation.

Public policy needs to be focused on two distinct groups: (1) those indi-
viduals who could become sensitized as a result of an initiating exposure,
and (2) those individuals who have already become sensitized and now
report sensitivities to chemicals at extremely low levels. Regulations and poli-
cies need to be developed to prevent sensitization of individuals in the first
place. Some sensitizing events may occur in domestic indoor or white-collar
work environments {e.g., exposure 1o certain pesticides or chemicals used
in remodeling) . Other sensitizing events may occur in industrial workplaces
(e.g., exposure to classical sensitizers such as toluene diisocyanate or to sol-
vents), in contaminated communities, or as a result of exposure to consumer
products, pharmaceuticals, or possibly anaesthetic agents, To prevent sensi-
tization we would need to identify possible sensitizers and establish regula-
tory standards within the appropriate regulatory regime. If, in fact, chemi-
cal sensitivity proceeds through a neurotoxic mechanism, attention should
be focused on the neurotoxicity of chemicals and the development of appro-
priate standards. To the extent that immunotoxic mechanisms are involved,
attention should be directed toward immunotoxicity. The indoor air
environment presents a particularly difficult regulatory challenge because
it is not the sole domain of any regulatory agency, even though the
Environmental Protection Agency has established an Office of Indoor
Environments in its Office of Air and Radiation. Consumer products, build-
ing materials, and construction practices, as well as pesticide applications,
are but a few of the areas that would need to be considered for regulation.

In addition to establishing regulations minimizing exposures to sensitiz-
ing and triggering chemicals, advance notification of possible sensitizing or
triggering exposures should be considered. In Massachusetts, for example,
advance notice of pesticide applications in both public buildings and apart-
ment buildings is required.

For individuals who are already affected, public policy must focus on
ways to accommodate them by minimizing chemical exposures in work
environments, schools, and housing. Indeed the recently passed Americans
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with Disabilities Act requires “reasonable accommodation” for those indi-
viduals who are in fact or who are considered disabled. This means that
although “proof” that a particular person has chemical sensitivity is absent,
discrimination by employers, landlords, and others may be illegal if the
person is regarded as disabled by the discriminator. This feature of the law
may circumvent the need for persons who are the target of such discrimi-
nation to prove that they have chemical sensitivity, or that it, in fact, exists
as a medical condition.

For a particular case, the accommodation may need to be either tempo-
rary or permanent in nature, depending on the person. Accommadation
can take the form of providing a workplace with adequate ventilation,
removal of offending substances, locating an employee in a temporary
office, allowing the person to work at home, the cessation of pesticide appli-
cation at certain times, changes in cleaning materials, and other approach-
es. Regulatory and corporate policies are needed to accommodate these
individuals in an immediate, humane, and understanding manner.

At first blush, addressing the needs of people who are exquisitely sensi-
tive to chemicals—at levels possibly several orders of magnitude lower than
conventional toxic limits—might seem to present an impractical and insur-
mountable challenge. However, if an aggressive set of initiatives to prevent
future sensitization were instituted, then we might be able to eliminate hav-
ing a succeeding generation of sensitive individuals, and the need to
accommodate (or compensate) such individuals would become much less
burdensome in practice.

For persons whose health is already damaged, compensation can come
from the workers’ compensation, tort (court-awarded damages), Social
Security, or private insurance disability systems. Under workers’ compensa-
tion, the worker must prove that the injury was job-related by a prepon.
derance of the evidence, that is, that his or her condition was more likely
than not caused by (or exacerbated by) a workplace exposure. The same
burden is required in a tort suit for damages in the courts against a prod-
uct manufacturer, a pesticide applicator, or an owner of a building. The
recent Daubert decision in the U.S. Supreme Court is having mixed impacts
regarding the admissibility of scientific evidence related to chemical sensi-
tivity in the courts in damage suits. The evidentiary burden in Social
Security disability awards is less than it is in workers’ compensation or the
tort system, and the burden for private insurance coverage varies with the
insurance company and policy.

In sum, chemical sensitivity is debilitating condition and a serious public
health concern, but one that can be addressed by aggressive, coordinated
public and private sector efforts. Making serious attempts to improve our
understanding of the nature of this difficult and perplexing condition is
the first step.






Appendix A: Health Effects
Associated with Chemicals
or Foods

Many, but by no means all, of the articles summarized here were written
by clinical ecologists. Indeed, studies by nonecologists link rhinitis to laser
printers and diesel exhaust; headaches, panic attacks, and kidney prob-
lems to solvents; heart arrhythmias to aerosol propellants; balance and
memory difficulties to formaldehyde exposure; asthma to carbonless
copy paper, perfume, and tobacco smoke; and connective tissue diseases
to rocket fuel, vinyl chloride, and hair dye. By presenting this material,
we are not affirming an environmental cause for these diseases but
hoping to alert the reader to that possibility and the need for evaluating
such patients in an environmental unit when more traditional ap-
proaches have failed. These references illustrate the range and diversity
of health effects that some have associated with chemicals or foods. In
some cases, mechanisms may be those of classical allergic sensitivity or
toxicity, but for the most part the mechanisms have not yet been eluci-
dated.

Alcoholism. Termed the “ultimate food addiction” by Randolph in the
late 1940s (Randolph 1956, 1976c, 1980, pp. 109-116). According to
him, people who drink heavily may be sensitive to the food from which
the alcoholic beverage is derived. For example, bourbon drinkers may
be sensitive to corn and may need to avoid all sources of corn in order
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to control their cravings (Randolph 1987, pp. 40-47). Individuals may
first become aware of a food intolerance when they react adversely to a
particular alcoholic beverage, for example, vodka (potatoes), wine
(grapes), or bourbon (corn). Alcohol is quickly absorbed so that the
individual is more aware of symptoms being associated with a particular
alcoholic beverage than with the corresponding food. For example, a
person who develops a headache only 3 minutes after drinking bourbon
might have a headache 10 to 12 minutes after eating corn sugar or 20
to 25 minutes after cornstarch, and only a scratchy throat 2 to 3 hours
after corn oil. The time for symptoms to become manifest thus depends
upon the rate of absorption. According to Randolph (1987, p. 184), the
majority of alcoholics in this country are addicted to corn; if they man-
age to abstain from alcohol, they often substitute corn sugar in the form
of candy, ice cream, or some other corn-containing food.

Obesity. According to Philpott (1976), it “characteristically involves ad-
diction to several foods.” Insatiable hunger or food cravings may emerge
as a withdrawal symptom from certain foods or chemical exposures,
making adherence to a weight-reduction diet exceedingly difficult (Ran-
dolph 1956). Diets structured around calorie restriction most often fail
because foods that the dieter is addicted to and thus craves have not
been eliminated. “Suffice it to say, briefly, that obesity and alcoholism
are basically similar illnesses, one dealing with addicting foods in their
edible form and the other in their potable form” (Randolph 1980, p.
100).

Tobacco Use. Philpott and associates {1980) reported that 75 percent of
schizophrenics he saw in his practice exhibited psychiatric symptoms
when smoking cigarettes. Following a 2- to 3-week period of abstinence
(deadaptation), 10 percent became psychotic upon reexposure to to-
bacco smoke. Many physicians recall with displeasure how smoky psy-
chiatric ward lounges were when they rotated through psychiatry as
students and recall being taught to allow a patient who seemed to be
decompensating the opportunity to smoke a cigarette.

Tobacco belongs to the nightshade food family along with potato,
tomato, eggplant, and green pepper. Smokers, who are addicted to to-
bacco, may have sensitivities to these foods as well; paradoxically, sensi-
tivity may result in either a strong dislike for these foods or a craving
for them, that is, addiction (Randolph 1987, p. 253).
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Cardiac and Vascular Disease

Rea (1975, 1977, 1981, 1987¢), a thoracic surgeon prior to his involve-
ment with clinical ecology, reviews cardiovascular disease from the clin-
ical ecologists’ perspective.

Arrhythmias. See the Rea references for cardiac and vascular disease
and also Boxer (1976} and Seyal (1986b, 1986d).

Vasculitis. See Cardiac and Vascular Disease.
Thrombophlebitis. See Cardiac and Vascular Disease.

Hypertension. Increased blood pressure, heart rate, and arrhythmias
are attributed to the wearing of synthetic clothing versus cotton clothing
by Seyal (1986b, 1986¢).

Angina and Myocardial Infarctions. Numerous studies outside clinical
ecology support the idea that environmental agents may trigger cardiac
symptoms. Kalsner and Richards (1984) reported in Science that hista-
mine levels are increased in coronary arteries of cardiac patients, sug-
gesting that “an ‘allergic’ response as occurs in an antigen-antibody type
reaction could induce a powerful contraction or spasm of a coronary
vessel segment and precipitate a cardiac crisis such as angina or rhythm
disruption.” Nitroglycerin is widely recognized to be able to provoke
angina as well as mitigate it (see Chapter 2). Fluorocarbons in aerosol
propellants may precipitate arrhythmias (Speizer et al. 1975; Taylor and
Harris 1970). See also the Rea references for cardiac and vascular dis-
ease and Seyal (1987/88).

Edema and Fluid-Retention Syndromes. See Cardiac and Vascular Dis-
ease.

Eye, Ear, Nose, and Throat Disorders

Ear, nose, and throat (ENT) symptoms secondary to environmental trig-
gers may be a common early warning sign of environmental hyperreac-
tivity, with heightened awareness and intolerance of odors being one of
the most common symptoms. Roughly 20 percent of ENT physicians
practice allergy themselves and perhaps about one third of these physi-
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cians are interested in chemical sensitivity. Some refer their patients with
multisystem complaints to clinical ecologists. See Rea (1979a, 1979b).

Eye Disorders. For conjunctivitis, eczema of the eyelids, blurring of vi-
sion, tearing, light sensitivity (photophobia), and other eye problems,
see Rapp and Bamberg (1986); Rapp (1978b); Sandberg (1987b); also
indices of Randolph and Moss (1980) for individual cases.

Laryngeal Edema. Using videoendoscopy of the larynx, LaMarte and
co-workers (1988) documented laryngeal edema in a patient exposed to
the alkylphenol novolac resin used in making carbonless carbon paper.
Concomitantly, plasma histamine levels rose sixfold from prechallenge
levels. Similarly Selner and Staudenmayer (1985b) showed spasm of the
pharyngeal constrictor muscles in a woman exposed to copy machine
emissions when challenged in a blinded fashion with sham challenges as
controls.

Meniere's Disease. See Eye, Ear, Nose, and Throat Disorders.

Otitis Media. Bernstein (1988) reported 2 to 3 times more serum IgE
directed against milk, eggs, and wheat among a group of 10 otitis-prone
children (six or more episodes in first 2 years of life) compared to 18
controls (less than four episodes in the first 2 years). See also Rea
(1979a, 1979b), Pelikan (1987), Shambaugh (1983), and Boris
et al. (1985b),

Rhinitis, Frequent Colds, Chronic Nasal Obstruction. Skoner and associ-
ates (1990) describe “laser printer rhinitis” in a 51-year-old man who
experienced nasal congestion, skin irritation, headache, and chest and
stomach discomfort when a new computer and laser printer were in-
stalled at his work station. Blinded challenge confirmed that laser
printed paper, which emits various volatile organic compounds, in-
cluding combustion products from styrene-butadiene toners, caused a
three- to four-fold increase in nasal airway resistance as measured by
computerized posterior rhinomanometry. See also Rea (1979a, 1979b)
and Pelikan (1987).

Salivary Gland Disorders. See Eye, Ear, Nose, and Throat Disorders.
Sinusitus. See Eye, Ear, Nose, and Throat Disorders.

Vertigo, Hearing Loss, Tinnitus, Pressure in Ear. See Rea (1979a, 1979b),
Odkvist et al. (1985), and Powers (1976).
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Endocrine Disorders
See generally Saifer and Becker (1987).

Thyroid Dysfunction. Gaitan and associates (1985) hypothesize that or-
ganic and microbial water pollutants may be responsible for an increased
incidence of goiter and autoimmune thyroiditis in certain regions. Poly-
chlorinated biphenyls (PCBs) and polybrominated biphenyls (PBBs)
may interfere with thyroid hormone secretion (Bastomsky 1985). Of
workers at a plant manufacturing PBBs, 11 percent were hypothyroid
and showed increased titers of thyreid antimicrosomal antibodies, per-
haps from a PBB-induced autoimmune response (Bahn et al. 1980).

Premenstrual Syndrome. See Rea (1988b), Mabray et al. (1982}, and Ma-
bray (1982/1983).

Fatigue

Randolph’s (1945, 1947, 1980, pp. 138-146) writings on this subject
extending back to the 19405 suggest that fatigue syndrome, an illness
currently the subject of great discussion among physicians, might be
investigated on this basis (environmental unit, fasting). Indeed, Ran-
dolph reported seeing many atypical lymphocytes in the peripheral
blood smears of chronic allergic patients, resembling mononucleosis,
which has been linked by some to chronic fatigue syndrome (Randolph
1945). Fatigue is reportedly one of the most common manifestations of
food and chemical sensitivity and resolves with avoidance of incrimi-
nated foods and chemicals. Drowsiness following a meal is said to be a
common sign of food sensitivity. Features of chronic fatigue syndrome
(Jessop 1990), such as its age of onset; female predominance; polysymp-
tomatic complaints, especially neurological ones; normal examinations
and routine lab findings; carbohydrate cravings; recurrent yeast infec-
tions; and immunologic abnormalities, such as frequent low titers of
autoantibodies and altered cellular immunity, are strikingly similar to
the features of multiple chemical sensitivity.

Gastrointestinal Disorders

Certain digestive tract disorders are clearly linked to foods; for example,
gluten sensitive enteropathy is associated with wheat consumption.
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However, traditional gastroenterologists doubt or remain uncertain
about the role of foods in many conditions.

The following papers concern food as triggers of gastrointestinal dis-
orders; however, chemical exposures are also reported (see Randolph’s
books) to result in increased food intolerance, bloating, heartburn, and
other gastrointestinal manifestations.

Oral Manifestations Including Aphthous Ulcers. See Challacombe and
Walker-Smith (1987), Ford (1987), and Hindle and Franklin (1986).

Celiac Disease (Gluten-Sensitive Enleropathy). See Mike and Asquith
(1987).

Enterocolitis in Infants. See Van Sickle et al. (1985). Lymphocytes from
infants with milk or soy intolerance (demonstrated by oral food chal-
lenge) had an augmented response to mitogen stimulation when cul-
tured with soy protein or milk protein.

Gastroenteritis. See Trounce and Tanner (1985). Gross and co-workers
(1989) describe a physician who was hospitalized four times and under-
went biopsies of his esophagus, stomach, small bowel (three times), liver,
bone marrow, gums, and skin in an effort to find the cause of his severe
abdominal cramps. An elimination diet helped to identify yellow dye #6
as the offending agent. It was confirmed with double-blind challenge.

Inflammatory Bowel Disease. See Shorter (1987).

Chronic Ulcerative Colitis. Food sensitivity was proposed as the principal
cause of ulcerative colitis by Rowe in 1942. See Rowe (1949) and Mc-
Ewen (1987).

Irritable Bowel Syndrome. Jones and Hunter {1987) found that specific
foods induced symptoms of irritable bowel syndrome in 14 of 21 pa-
tients; double-blind food challenges with six patients confirmed food
intolerance. See also Jones (1982).

Gynecological Disorders
See Mabray et al. (1982) and Mabray (1982/1983, 1983).

Dysmenorrhea (Painful Menses). See Gynecological Disorders.
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Premenstrual Syndrome (PMS). See the Mabray references and also Rea
(1988b).

Infertility. See Gynecological Disorders.

Fibrocystic Breast Disease (Breast Tenderness). Russell (1989) demon-
strated that breast pain can be mitigated by eliminating caffeine from
the diet. A study published in the Journal of Allergy and Clinical Immunol-
ogy found that the total methyl xanthine content in the diet (including
tea, coffee, chocolate, colas, and theophylline, which is used to treat
asthma) was predictive of fibrocystic breast disease severity (Hindi-Alex-
ander et al. 1985). Other papers confirm this relationship (Boyle et al.
1984) or dispute it (Levinson and Dunn 1986; Lubin et al. 1985). Jacob-
son and Liebman (1986) discussed the limitation of case-controlled stud-
ies of fibrocystic breast disease; such studies can easily miss an
association if not all cases have the same disease or if all individuals are
not equally sensitive to methyl xanthines. Interestingly, Jacobson and
Liebman felt further case-controlled studies would be futile and sug-
gested instead double-blind controlled challenges to resolve the debate
once and for all.

More recently, Russell (1989) counseled 138 women with documented
fibrocystic breast disease to reduce their caffeine intake. Of 113 women
(81.9 percent) who decreased their caffeine consumption significantly,
69 (61 percent) experienced lessening of breast paitf versus 21 percent
of women who did not decrease their caffeine intake. See also the Ma-
bray references.

Hematological Abnormalities

Anemia. See Heiner et al. (1962). IgE is clearly involved in Heiner's
syndrome, in which milk consumption results in anemia, poor weight
gain, gastrointestinal symptoms, severe recurrent lung discase, and
upper respiratory tract symptoms; other concomitant mechanisms play
a role in this syndrome.

Thrombocytopenia. See Caffrey and others (1981).

Neurobehavioral and Psychiatric
Manifestations

Randolph (1980) describes the stimulatory and withdrawal effects of
environmental incitants (see Chapter 2) and their psychiatric correlates,
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ranging from hyperactivity (+ +), autism, anxiety, mania, panic atiacks,
and seizures (+ + + +) at the furthest extreme, to withdrawal levels,
including “brain fag,” that is, impaired thinking ability (- - -), and
severe depression (— ——, — — — —). King (1981} performed double-
blind sublingual testing on 30 patients who complained of at least one
psychological symptom by using conventional allergy food extracts as
well as tobacco smoke extract and was able to provoke cognitive-
emotional symptoms more frequently using these incitants than placebo
(¢ = 0.001). See also Pearson and Rix (1987), Bell and King (1982), and
Bell (1982, 1987a, 1987b).

Affective Disorders (Depression, Mania). See Bell (1987a) and Randolph
(1980, pp. 147—155).

Anxiety and Somatoform Disorder. Bell (1987a) cautions: “Psychological
diagnoses such as somatization disorder are always diagnoses of exclu-
sion of organic factors. If a double-blind study is inadequately designed,
researchers might miss a true biological effect and mistakenly conclude
a psychogenic basis for the presenting complaints. In addition, the find-
ing of psychological factors does not rule out biological components to
a phenomenon.” (See also Chapter 4.)

Sexual Dysfunction. See Randolph {1976f).
Eating Disorders. See Bell (1987a).

Hyperactivity. Using a blinded study design, Kaplan and associates
(1989) provided a replacement diet free of food additives and stimulants
and low in simple sugars to 24 hyperactive preschool boys. In addition,
any foods implicated by parents were avoided, and an attempt was made
to reduce exposure to common environmental inhalants. Forty-two per-
cent of the children showed approximately 50 percent improvement in
behavior on the diet as well as having less halitosis, night awakenings,
and difficulty getting to sleep. The authors stress that had they elimi-
nated and tested only a single type of substance, such as sugar or dyes,
as in others’ studies, 10 percent or fewer of the children would have
shown improvement.
See also Egger (1987b) and Rapp and Bamberg (1986).

Schizophrenia. See “Tobacco Use” in this section. Philpott (1976, p. 16)
wrote that the schizophrenic patient usually is sensitive to a wide assort-
ment of substances. Foods most likely to provoke reactions included
wheat (64 percent), corn (51 percent), and milk (50 percent). Tobacco
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and coffee also produced symptoms frequently. Avoidance of smoking
improved psychosis in some schizophrenic patients, and rechallenge ex-
acerbated their psychotic symptoms. King (1985} reviewed studies of
wheat gluten as a factor in schizophrenia and reported that the studies
with more adequate statistical power were positive and suggest that
wheat gluten may provoke schizophrenic symptoms. See also Bell
(1987a).

Panic Disorder. Panic disorder has been associated with organic solvent
exposure (Dager 1987) and caffeine consumption (Boulenger 1984). In
one study, 20 patients with panic disorder were exposed to 5.5 percent
carbon dioxide—enriched air, a mixture that provokes attacks in most
patients with panic disorder (Sanderson 1989). All patients were told
that illumination of a light in front of them would signal that they could
dial downward the amount of CO, they were receiving. In fact, the dials
were nonfunctional. For ten of the patients, the light was illuminated
the entire time CQO, was administered; for the other ten, it was not
illuminated at all. Patients who believed they had control of the CO,
experienced fewer and less intense panic disorder symptoms, suggesting
that psychological factors (the illusion of control) can influence the bio-
logical response to a physical stressor,

Neurological Disorders

The occupational health literature is replete with reports of neurological
impairment attributed to various chemicals, many of which were not
previously recognized for these effects. Whether certain of these neu-
rological sequelae represent 2 facet of the multiple chemical sensitivity
syndrome or are subtle toxic effects not previously recognized remains
to be determined. For example, formaldehyde, which for decades was
considered an irritant, has now been linked with protracted impairment
of memory, equilibrium, and dexterity in histology technicians (Kilburn
1987). Knowing if those technicians most affected by formaldehyde also
experience central nervous system or multisystern effects from other
chemical exposures such as perfume and diesel exhaust would be useful,

Headaches of almost any description (tension, migraine, “sinus”) are
considered by ecologists to be common manifestations of food and
chemical intolerance (Randolph 1979). Randolph cautions that “head-
ache diets” most often do not relieve the patient’s symptoms either be-
cause they fail to exclude certain key foods or because important
chemical exposures are not avoided. No single diet works for all pa-
tients; foods must be tested for each individual. Frequently patients note
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that a particular food relieves their headache yet are unaware that the
same food may also be the cause (Randolph 1980, pp. 123-128).

Migraine. See Monro (1987), Egger (1987a), Egger and co-workers
(1983, 1989), and Mansfield and associates (1985). See also “Seizure
Disorders.”

Seizure Disorders. Egger (1989) found improvement in 40 of 45 chil-
dren with epilepsy and migraine placed on an oligo-antigenic elimina-
tion diet; complete control of seizures was achieved with 25 patients;
double-blind, placebo-controlled challenges conducted in eight patients
provoked seizures. None of 18 patients with epilepsy alone improved.
Alternation between seizures (+ + + +) and headache (— —) (see Table
2-2) in some individuals is recognized by neurologists, but the mecha-
nism is not known. Randolph's (1980) description of the levels of addic-
tion provides a possible context for understanding this phenomenon.
See also Bell (1987a).

A Swedish study found that 7.7 percent of 104 subjects with focal
epilepsy had significant exposure to organic solvents in their jobs, for
example, painters (Littorin 1988).

Sleep Disorders. Sleep apnea, hypersomnia, narcolepsy, and restless legs
syndrome are discussed in Bell (1987a).

Pulmonary Disorders

Asthma. Bronchospasm in certain workers exposed to toluene di-iso-
cyanate and certain other industrial chemicals is undisputed among
medical practitioners; however, such responses to tobacco smoke or per-
fume are often questioned or dismissed as irritant reactions. Shim and
Williams (1986), pulmonary specialists, challenged four asthmatics with
cologne for 10 minutes; their pulmonary function tests (FEV,) dropped
18 to 58 percent below baseline, Of 60 asthmatics they surveyed, 57
complained of respiratory symptoms with exposure to common “odors™:
insecticide (85 percent), household cleaners (78 percent), perfume or
cologne (72 percent), cigarette smoke (75 percent), fresh paint (73 per-
cent), auto exhaust fumes (60 percent), and cooking smells (37 percent).

Gerdes and Selner (1980) studied a 35-year-old steroid-dependent
asthmatic who complained of worsening bronchospasm after eating
corn. Double-blind challenges with DyNS (intravenous normal saline
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with 5 percent dextrose, 2 corn-derived sugar) and plain normal saline
showed a reproducible decrement in pulmonary function after dextrose
only.

Stankus and associates {1988) studied 21 asthmatics (19 atopic) who
complained of cough, shortness of breath, and chest tightness with ex-
posure to cigarette smoke. Seven of 21 experienced significant, repro-
ducible reductions in their ability to perform pulmonary function tests
(more than 20 percent decrease in FEV,) when exposed to cigarette
smoke for 2 hours, The gradual declines in FEV, that occurred were
unlike the usual early or late responses induced by classic allergen in-
halation testing, and there was rio association with serum IgE antibodies
or skin tests to tobacco leaf extract. Accordingly, the authors comment
that the mechanism of bronchospasm from cigarette smoke is unclear.
Of interest is their finding that the other 14 asthmatics who claimed they
were sensitive to cigarette smoke did not experience bronchospasm with
challenge testing. These individuals might have shown positive chal-
lenges if the testing had been done while they were in the deadapted
state, that is, after an appropniate interval (such as 4 to 7 days) away
from cigarette smoke. Some of these individuals may have avoided
smoke for weeks or longer and thus have lost their sensitivity.

Rodriguez de la Vega et al. related asthma in Cuba to exposures to
kerosene fuel (Rodriguez de la Vega 1990). Of 286 asthmatic women
followed for five years, only 15.5 percent of those who improved clini-
cally had contact with kerosene, while 43.9 pereent of those who failed
to improve used kerosene as a cooking fuel. In 16 of the women, asthma
began soon after they began using kerosene.

A variety of food additives, including sulfites (Bush 1986) and mono-
sodium glutamate (Allen 1987), have been shown in blinded, placebo-
controlled challenges to provoke asthma in certain individuals. See also
Wraith (1987) and Hoj and co-workers (1981).

Prieumonitis, See Heiner and associates (1962) and also “Anemia.”

Renal and Urological Disorders

See Sandberg (1987) and Dickey (1976).

Enuresis (Bedwetting). See Gerrard and Zaleski (1976).

Glomerulopathy. Finn et al. (1980) report increased occupational expo-

sure to hydrocarbons among patients whose renal failure resulted from
glomerular nephritis. See also McCrory and associates {1986).
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Nephrotic Syndrome. Sandberg et al. (1977) discuss six cases of severe
idiopathic nephrotic syndrome that were related to milk ingestion. See

also Sandberg (1987a) and Dickey (1976).

Rheumatological Disorders
See Wojtulewski (1987).

Lupus Erythematosus. Reidenberg and co-workers (1983) report the case
of a laboratory worker exposed to hydrazine who developed a lupuslike
syndrome with arthralgias, fatigue, malar (cheek) rash, photosensitivity,
antinuclear antibody, and antibodies to native DNA. Symptoms cleared
away from work and returned when an in-hospital challenge test with
hydrazine was performed. Her lymphocytes, but not those of three nor-
mal controls, showed inhibition of mitogen-stimulated IgG synthesis
following five daily exposures to hydrazine. Two major drugs, procain-
amide and hydralazine, which contain hydrazine moieties in their chem-
ical structures, are widely recognized as causing lupuslike diseases,
Hydrazine also occurs in a wide variety of natural and synthetic sub-
stances (over 30 million pounds of hydrazine are used by industry in the
United States each year) such as mushrooms, tobacco smoke, plastics,
rubber products, herbicides, pesticides, photographic supplies, textiles,
dyes, and drugs. Tartrazine (FD&C yellow #5), which is found in thou-
sands of foods and drugs, can be metabolized to hydrazine compounds
and has been linked to one case of a lupuslike syndrome.

Scleroderma. Scleroderma-like syndromes (scleroderma is a connective
tissue disorder that can affect the skin, lung, esophagus, and other tis-
sues) have been linked to a variety of environmental exposures includ-
ing vinyl chloride, silica dust, organic solvents, epoxy resins, and
ingestion of toxic cooking oil in Spain (Black 1988). Specific features of
the illnesses resulting from each type of exposure vary somewhat, but
overlap is significant. Other exposures that have been related to scler-
oderma-like illnesses include various drugs, breast augmentation (par-
affin and silicone), and use of hair dyes (Fremi-Titulaer 1989). Hair dyes
contain aromatic amines that are absorbed through the scalp and metab-
olized by acetylation in the liver, Individuals who are slow acetylators,
that is, those whose enzymes do not break down these amines as readily,
may be at greater risk for the disease,

Myalgia and Arthralgia. According to Randolph (1976d), myalgias, ar-
thralgias, and pain associated with both osteoarthritis and rheumatoid
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arthritis improve when incriminated food and chemical incitants are
avoided.

Rheumatoid Arthritis. In 1976 the American Arthritis Foundation con-
cluded, “No food has anything to-do with causing arthritis, and no food
is effective in treating or curing it” (Skoldstam 1989). However, some
rheumatologists have identified a few patients who seem to benefit from
special diets. (See also Randolph 1976d.)

Kroker and associates (1984) and Marshall and associates (1984) de-
scribe a multicenter study conducted by clinical ecologists in which 43
patients with rheumatoid arthritis entered an environmental unit and
underwent fasting followed by food challenge. Seven parameters of ar-
thritis activity were measured, and all significantly improved during the
fast (p = 0.001). Following challenge with provoking foods in 27 pa-
tients, joint pain and circumference increased, while grip strength de-
creased (p = 0.001).

Panush (1986a, 1986b), a rheumatologist, showed that rheumatoid
arthritis improved significantly in 2 of 11 patients on a restricted diet
(foods were not individually tested, nor were patients in an environmen-
tal unit). In the two patients who improved, symptoms recurred when
they deviated from their diet, and double-blind food challenges dem-
onstrated that specific foods exacerbated their symptoms. One wonders
if more patients might have improved had foods been tested on an
individual basis in a chemically controlled environment, as was done in
the clinical ecology study. The clinical ecologists followed a more strict
elimination diet (fasting) than did Panush. In addition, chemical expo-
sures were controlled because ecologists’ patients were in an environ-
mental unit.

In an interesting animal study, Coombs and Oldham (1981) placed
rabbits on cow’s milk instead of water for 12 weeks and induced knee
joint synovitis, in some cases quite severe, See also Randolph (1976d).

Other Arthritides. Randolph (1980, p. 130) is of the opinion that Reiter’s
syndrome, ankylosing spondylitis, psoriatic arthritis, and other types of
arthritis may also have environmental bases.

Skin Diseases

Atopic Dermatitis (Eczema). That IgE-mediated food sensitivities have a
role in some cases of atopic dermatitis is gaining wider acceptance by
allergists and dermatologists. Studies have shown that at least one third
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of patients presenting to allergists or dermatologists with this condition
have underlying food allergies (Burks et al. 1988). In addition to pro-
voking skin symptoms, 30 percent of positive food challenges also re-
sulted in gastrointestinal symptoms (nausea, vomiting, abdominal pain,
or diarrhea) and 52 percent in respiratory symptoms (wheezing, nasal
congestion, or sneezing). In select (referred) patients with eczema,
Sampson (1985) found that foods provoked symptoms in about 56 per-
cent of those who underwent double-blind, placebo-controlled food
challenges. See also Pike and Atherton (1987).

Dermatitis Herpetiformis. See Leonard and Fry (1987). That dermatitis
herpetiformis is associated with gluten-sensitive enteropathy {(celiac dis-
ease) and that gluten (for example, from wheat) plays a causal role in
both this rash and the enteropathy are widely accepted.

Urticaria. See Winkelmann (1987). Allergists recognize that a wide va-
riety of foods and additives, including caffeine (Pola et al. 1988), can be
potential triggers for urticaria and exercise-induced anaphylaxis. Con-
tact urticaria and airway obstruction in response to carbonless copy
paper have been reported (Marks et al. 1984). Delayed pressure urt-
caria has also been observed to clear during fasting and to recur with
food challenge (Davis et al. 1986).



Appendix B: Laboratory
Diagnostic Tests Used in
MCS Studies

(Adapted from Kreutzer and Neutra 1996)

Immunologic Testing
IMMUNOGLOBINS (1gG, IgA. IgM, IgE)

* Results generally normal except for study by McGovern, who
found low IgA in patients with food allergies (ACOP 1989).

¢ Positive antibody titers to formaldehyde-HSA in six chemically sen-
sitive, formaldehyde-exposed cases {IgE in 2/6, IgG in 5/6, and
IgM in 3/4 tested) (Thrasher et al. 1988).

¢ Autoantibody titers did not differentiate physician-diagnosed MCS
cases (41) from controls (34) (Simon et al. 1993).

¢ Scattered out-of-range values for IgG, IgA, IgM, IgE among 11
MCS cases meeting Cullen case definition (Fiedler et al. 1992).

COMPLEMENT COMPONENTS (C3, C4, total hemolytic complement, cir-
culating immune complexes)

* Various reports of low C3 (<80 mg/dL), high C4 (>40mg/dL), low
and high hemolytic complement, and circulating immune com-
plexes detected in some patients (ACOP 1989).
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* (3, C4, CH50 testing of 11 cases revealed no significant abnor-
malities (Fiedler et al. 1992),

LYMPHOCYTES (T<ells, Bcells, CD4 helper cells, CD8 suppressor
cells, CD14, CD25, CD26, CD45, CD45R, CD56, HLA markers, interleu-
kin)

* Various reports of high, normal, and low Tcell counts; low and
normal B-cell counts; normal CD4s; normal and low CD8 counts
{ACOP 1989).

*Increased T4/T8 ratio (Johnson and Rea 1989) and decreased
T4/T8 ratio (Levin and Byers 1987).

¢ Interleukin-1 lower among cases (41) than controls (34}, but dif
ference appeared attributable to laboratory methods. CD26 signif-
icantly higher among controls; otherwise testing did not differen-
tiate between patients and controls (Simon et al. 1993).

*Increased frequency of CD26 in chemically sensitive cases
(Madison etal. 1991).

» Circulating lymphocyte, B-cell, Tcell, and T-cell subset counts not
significantly abnormal in a group of 50 patients diagnosed with
MCS by clinical ecologists (Terr 1986).

* Elevated Tal cells (antigen memory cells} in six of six chemically

sensitive individuals with a history of chronic formaldehyde expo-
sure (Thrasher et al. 1988).

INFLAMMATORY MEDIATORS (serotonin, histamine, prostaglandin F2
alpha, epinephrine, norepinephrine, dopamine)

* Greater changes in serotonin, histamine, prostaglandin, epineph-
rine, norepinephrine, and dopamine levels among six patients
challenged with foods, phenol, or petroleum distillate compared
to controls (McGovern 1983).

OTHER BLOOD-BORNE MEDIATORS—TOXICANTS, ANTIBODIES, PRO-
TEINS (immunoelectrophoresis, isoantibody titers, immunofluorescent
monoclonal antibodies, protein electrophoresis, antimyelin antibodies,
blood levels of pesticides, organic compounds, heavy metais)

SKIN PRICK TESTING (Type 1 hypersensitivity)

s Three of ten subjects meeting Cullen criteria for MCS reacted to
at least one antigen (Fiedler et al. 1992).
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DELAYED-TYPE HYPERSENSITIVITY TESTING

¢ Anergy to four recall antigens in two of eleven subjects with MCS
{Fiedler et al. 1992).
+ No significant findings (Fiedler et al. 1992).

Respiratory Tests

PULMONARY FUNCTION TESTS

¢ 62 percent of 78 MCS patients had abnormal findings, typically a
decrease of FEF 25-75% to below 70 percent of predicted value,
indicating small airway disease (Heuser et al. 1992),

*Seven of eight chlorine dioxide-exposed workers with MCS who
were tested showed evidence of airway obstruction (Meggs et al.
1996a).

¢ Seven of seven patients tested, who met the Cullen case definition
for MCS, had normal pulmonary function tests (Meggs and
Cleveland 1993).

METHACHOLINE CHALLENGE TEST (assesses airway hyperactivity in
response to increasing concentrations of methacholine)

* Negative in two out of two patients who were tested and who met
the Cullen case definition for MCS (Meggs and Cleveland 1993).
» Positive in seven of eight chlorine dioxide—exposed workers with

MCSHike symptoms who were tested (Meggs et al. 1996a).

ANTERIOR RHINOMANOMETRY

* Cases had significantly higher nasal resistance on both inhalation
and exhalation than controls both before and after odor threshold
testing for phenyl ethyl alcohol (rose oil) and methyl ethyl ketone
(Doty et al. 1988).

FIBEROFPTIC RHINOLARYNGOSCOPY

* General pattern of edema, accompanied by abnormal amount of
mucus, found in each of ten patients meeting Cullen case defini-
tion, including one patient without nasal symptoms. Marked cob-
blestoning found in the mucosa of the proximal pharynx in six
patients; focal areas of blanched mucosa surrounding a large
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prominent vessel found in eight patients (Meggs and Cleveland
1993).

NASAL BIOFSY

¢ Greater inflammation and increased number of nerve fibers in
nasal biopsies in 13 chlorine dioxide-exposed workers with MCS
symptoms than in 3 normal controls; staining for Substance P and
VIP nonspecific and inconclusive (Meggs et al. 1996a).

CHEST X RAYS

* Abnormalities noted in 16 percent of 32 patients tested (Heuser et
al. 1992).

SINUS X RAYS

» Abnormalities found in one-half of the patients tested (Heuser et
al. 1992),

Cardiovascular Tests
HEART RATE CHANGE UNDER STRESS

*24 persons with selfreported food and chemical intolerances
showed greater heart rate acceleration during a timed mental
arithmetic task (serial 7 subtraction from 1,000) than during iso-
metric exercise. Controls (15) showed the opposite pattern (Bell
et al. 1993c).

Neurological Tests
ELECTROENCEPHALOGRAPHY (EEG)

*The distribution of subjects across eight EEG spectral categories
not significantly different for physician-referred MCS cases (58)
compared to outpatient psychologic controls (83), but both MCS
cases and psychologic controls showed significantly different dis-
tributions from nonpsychologic controls. Similar results found for
EEG beta activity (Staudenmayer and Selner 1990).

*EEGs (including spontaneous sleep, hyperventilation, and photic
stimulation) showed mild abnormalities in 45 percent of MCS
patients. Computerized analysis (BEAM) of EEG activity per-
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formed on seven patients showed abnormal findings for three of
them (Heuser et al. 1992).

SCALP ELECTROMYOGRAPHY (EMG)

e Significantly higher levels of EMG scalp activity observed in a
greater number of “universal reactors” (58) compared to psycho-
logic (89) and nonpsychologic controls (55) {Staudenmayer and
Selner 19903,

PERIPHERAL TEMPERATURE
* No significant difference between “universal reactors™ and outpa-

tient psychologic and nonpsychologic controls (Staudenmayer and
Selner 1990).

SKIN RESISTANCE LEVEL (SRL)
* No significant difference between “universal reactors” and outpa-

tient psychologic and nonpsychologic controls {Staudenmayer and
Selner 1990).

MAGNETIC RESONANCE IMAGING (MRI)
* 28 percent of 54 MCS patients showed abnormalities, including a

definite impression of atrophy (13 percent) or demyelinating dis-
ease (7 percent) (Heuser et al. 1992).

VISUAL EVOKED RESPONSE (VER)

*8 of 32 MCS patients tested had abnormal findings {Heuser et al.
1992).

BRAIN STEM AUDITORY EVOKED RESPONSES (BAER)

+6 of 18 MCS patients tested had abnormal findings (Heuser et al.
1992).

SINGLE PHOTON EMISSION COMPUTED TOMOGRAPHY (SPECT)

* Findings for three of four MCS patients abnormal (Heuser et al.
1992).

363
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»Six of six Gulf War veterans with MCS who were scanned had
abnormal scans (Simon et al. 1994).

*Decreased cerebral blood flow (right side worse than left) with
scattered areas of hypoperfusion especially in the dorsal frontal
and parietal lobes in 41 MCS patients (15 exposed to pesticides, 29
to solvents) (Heuser et al. 1994).

NERVE CONDUCTION STUDIES

* Over half of 13 MCS patients tested showed abnormal responses
{Heuser et al. 1992).

PERCEPTION THRESHOLDS

* Three of seven MCS patients tested with a neurometer had abnor-
mal results (Heuser et al. 1992).

LANTHONY D-15 COLOR VISION TEST

* Of 19 workers who became ill with MCS following exposure to pes-
ticides, 11 had blue-yellow color vision loss and 3 had complex
color vision loss {Cone and Sult 1992).

Psychological and Behavioral Tests Used in MCS Studies
Neuropsychological Tests

DIGIT SPAN (test of concentration requiring subjects to repeat digits for-
ward and backward after examiner presentation)

*» No significant findings (Fiedler et al. 1992).
* No significant findings (Fiedler et al. 1996b).

DIGIT SYMBOL (test of concentration requiring coding of abstract symbols
according to a key)

¢ No significant findings (Fiedler et al. 1992).
* No significant findings (Fiedler et al. 1996b).

CVLT (CALIFORNIA VERBAL LEARNING TEST) (assesses immediate and
delayed verbal memory)

* MCS cases had relatively more difficulty with learning new infor-
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mation compared to recalling information or concentration tasks
(Fiedler et al. 1992).
* No significant findings (Fiedler et al. 1996b).

CONTINUOUS VISUAL MEMORY TEST (CVMT) (assesses ability to discrim-
inate between target and nontarget designs)

* MCS subjects (23) whose illness began following a defined expo-
sure less able to discriminate target from nontarget designs
{increased False Alarm rate); however, chemically sensitive sub-
jects without a clear date of onset performed normally on CVMT
(Fiedler et al. 1996b).

VISUAL REPRODUCTION (assesses immediate and delayed visual memory)

* No significant findings (Fiedler et al. 1992).

GROOVED PEGBOARD (assesses visuomotor coordination)

¢ No significant findings (Fiedler et al. 1996b).

STROOP COLOR WORD TEST

¢ No significant findings (Fiedler et al. 1996b).
SIMPLE REACTION TIME

* No significant findings (Fiedler et al. 1996b).
CONTINUQUS PERFORMANCE~MEDIAN REACTION TIME

* No significant findings (Fiedler et al. 1996b).
HAND-EYE COORDINATION (computerized task)

* No significant findings (Fiedler et al. 1996b).

SERIAL SUBTRACTION

* Higher prevalence of subjective difficulty concentrating and trend
toward poorer objective performance in patients with food and
chemical sensitivities than in normal controls (Bell et al. 1993c).
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DIVIDED ATTENTION TASK (DAT) (computeradministered measure of
vigilance)

* 15 older adults with high chemical intolerance scores (versus 15
controls with low chemical intolerance scores) showed slower reac-
tion times in registering both centrally and peripherally placed
stimuli. No difference in target tracking errors observed (Bell et al.
1996b).

*8 middle-aged adults with chemical intolerance but no life-style
changes performed progressively worse with repeated testing on
the DAT than did B chemically tolerant adults with life-style
changes or 10 normals (Bell et al. 1997a).

Psychological Tests

SCID-III'R (STRUCTURED CLINICAL INTERVIEW FOR THE DSM-NIIR)
(assesses current and previous psychiatric symptomatology and diagnoses)

*None of 11 subjects tested fulfilled criteria for premorbid psychi-
atric disorders, although premorbidly, subjects had an average of
seven unexplained somatic symptoms and three somatic symptoms
for which a medical diagnosis could be given. Four were diagnosed
as currently depressed (Fiedler et al. 1992),

* 74 percent of MCS patients (23) with a history of a defined initiat-
ing exposure, and 61 percent of CFS patients (18) did not meet
criteria for any current psychiatric disorder; 69 percent of chemi-
cally sensitive patients without a clear date of onset did meet crite-
ria. Most common symptoms were depression and some symptoms
associated with somatization disorder (Fiedler et al. 1996b).

MMPI (MINNESOTA MULTIPHASIC PERSONALITY INVENTORY)

o Before/after testing on 42 subjects showed improved scores on
depression and “energy” scales following treatment in clinical ecol-
ogy facility (Bertschler 1985).

* 7 of 11 subjects had test score profiles associated with somatoform
disorder (Fiedler et al. 1992).

* 44 percent of MCS patients (23) with a history of a defined initiat-
ing exposure and 42 percent of MCS patients (13) without a clear
date of onset, compared with 53 percent of chronic fatigue syn-
drome patients (18) and 0 percent of matched controls (18), had
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significant elevations on scales associated with somatoform disor-
ders (Fiedler et al. 1596b).

CAQ (CLINICAL ANALYSIS QUESTIONNAIRE) (personality inventory)

* Before/after testing on 42 subjects showed improved scores fol-
lowing treatment in a clinical ecology facility (Bertschler 1985).

WAIS (WESCHLER ADULT INTELLIGENCE SCALE) (standard intelligence
test)

* Before/after testing on 42 subjects showed improved scores after
treatment in clinical ecology facility (Bertschler 1985).

DIS (DIAGNOSTIC INTERVIEW SCHEDULE) (measures current/past major
mental disorders using DSM-III criteria)

* 15 of 23 recruited, clinical ecologist-diagnosed MCS patients (65
percent) had current or past mood, anxiety, or somatoform disor-
der compared to 13 {28 percent) of controls {Black et al. 1990).

¢ Only major depression and panic disorder occurred frequendy
enough for analysis among 37 aerospace workers, but neither sig-
nificantly associated with development of MCS. No subjects
endorsed symptoms of post-traumatic stress disorder. However, the
reported number of prior medically unexplained symptoms was
the strongest predictor of MCS (Simon et al. 1990}).

ILLNESS BEHAVIOR QUESTIONNAIRE (assesses somatic concerns/hypo-
chondriacal symptoms)

¢ Used, but results not reported (Black et al. 1990).

SCL 90-R (SYMPTOMS CHECKLIST 90) (assesses presence and severity of
somatic and psychological symptoms)

+ Significant difference between subjects (13) and controls (23) on
somatization scale (Simon et al. 1990),

» Increased scores on all subscales of SCL-90-R in college students
with cacosmia (Bell et al. 1996a).

WHITELY INDEX (abridged version of Pilowsky's Illness Behavior
Questionnaire, a yes/no scale that assesses hypochondriacal beliefs and
behaviors)
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¢ Difference between subjects (13) and controls (23) approached
significance, Subject scores typical of hypochondriasis (Simon et
al. 1990).

BARSKY SOMATIC SYMPTOM AMPLIFICATION SCALE (self-reported mea-
sure of tendency to amplify bodily sensations and to report physical symp-
toms)

* Increased score in subjects (13) versus controls (23) (Simon et al.
1990).

= Increased score in subjects (28) versus controls (20) (Bell et al.
1995a).

MCLEAN LIMBIC SYMPTOM CHECKLIST (self-reported measure of limbic
system symptomatology related to temporal lobe epilepsy)

s Increased limbic system checklist score in college students with
cacosmia (self-reported illness from chemical odors) (Bell et al.
1995b).

WEINBERGER ADJUSTMENT INVENTORY (a 37-item scale that generates
subscale scores on depression, anxiety, and defensiveness)

*No significant difference on depression and defensiveness
between older adult group with high versus low chemical and/or
food sensitivity (Bell et al. 1993a).

*Weak correlation bewween high cacosmia (self-reported illness
from chemical odors) and depression and anxiety among college
students (Bell et al. 1993b),

PEARLIN-SCHOOLER MASTERY SCALE (a seven-item scale measuring
sense of control over one’s own fate)

* No significant difference between older adult group with high ver-
sus low chemical and/or food sensitivity (Bell et al. 1993a).

MARLOW-CROWNE SOCIAL DESIRABILITY SCALE (true/false questions
on repression and defensiveness as a personality trait)

* No significant difference between groups of college students clas-
sified according to degree of self-reported cacosmia (self-reported
illness from chemical odors) (Bell et al. 1995a).
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CHEEK-BUSS SHYNESS SCALE

¢ Increased shyness found among cacosomics in a young adult pop-
ulation (Bell et al. 1994a) and in an older population (Bell et al.
1994b).

* Shyness accounted for a very limited portion (5.8 percent) of vari-
ance in cacosmia (self-reported illness from chemical odors)
among college students (Bell et al. 1993b).

¢ Persons from the community with cacosmia (self-reported iliness
from chemical odors) but without health problems were more shy
than newsletter-recruited MCS patients (Bell et al. 1995a).

Social Functioning Tests
PAIS-SR (PSYCHOSOCIAL ADJUSTMENT TO ILLNESS SURVEY-—SELF.
REPORT) (assesses health care orientation, vocational, social, and domes-

tic environment, sexual relationships, extended family relationships, and
psychological distress)

*MCS cases exhibited significandy greater concern about health
care and psychosocial disruption than diabetic control group
(Fiedler et al. 1992).

AS-SR (SOCIAL ADJUSTMENT SCALE—SELF.REPORT) (assesses social
functioning compared to psychiatric subjects)

*Cases had psychosocial disruption scores equivalent to scores
reported by depressed or alcoholic subjects (Fiedler et al. 1992).






Appendix C: Environmental
Exposure and
Sensitivity Inventory

The Environmental Exposure and Sensitivity Inventory (EESI) is a clinical
instrument originally developed for research on chemically sensitive popu-
lations in whom MCS began after a well-defined exposure, for example, to a
pesticide or air in a sick building (Miller and Mitzel 1995). This instrument
has subsequently been used to evaluate Gulf War veterans (Miller 1994b;
1996b; 1996¢) and implant patients and others (Gammage et al. 1996).

The EESI provides physicians with a rapid, broad-based overview of their
patients’ chemical, food, and drug sensitivities and helps them gauge how
severe patients feel their symptoms are, both before and since an exposure
event. If there is no history of an initiating event, the physician may opt to
have the patient fill out only the “before” section for each question.
Physicians also may find it useful to have patients record their particular
symptoms in the margins next to questons 18-27 and 33-57. This will
expedite history-taking. The EESI can be readministered at intervals in
order to help assess any changes in symptom severity over time or follow-
ing a particular intervention.

Embedded in the questionnaire* are five scales:

1. The EESI Symptom Scale (Q18-Q27). Respondents rate on a 0 to 10
scale the severity of their symptoms in ten categories: Musculoskeletal; air-

*UTHSCSA © 1996
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way/mucous membrane; heart-related; gastrointestinal; cognitive; affec-
tive; neuromuscular; head-related; skin; and genitourinary. Maximum pos-
sible score = 100.

2. A Chemical Inhalant Sensitivity Scale (Q33-Q42). Respondents rate (0
to 10) the severity of their symptoms in response to ten common chemical
inhalants; Diesel/gas engine exhaust; tobacco smoke; insecticide; gasoline
vapors; paint or paint thinner; cleaning products; fragrances; fresh tar;
nailpolish/remover or hairspray, and odors (outgassing) from new fur-
nishings. Maximum possible score = 100.

3. An “Other” Sensitivity Scale (Q44-Q53). Respondents rate (0 to 10)
the severity of their symptoms when exposed to foods, drugs, alcohol, caf-
feine, skin contactants, and classical allergens, as well as the severity of any
withdrawal symptoms associated with caffeine or a small amount of alcohol.
Maximurn possible score = 100,

4. A Masking Scale (Q58-Q67). Respondents indicate whether they rou-
tinely are exposed to tobacco smoke, caffeine, fragrances, or other sub-
stances that may reduce their awareness of possible relationships between
their symptoms and particular exposures. Maximum possible score =10.

5. A Life Impact Scale (Q68-Q77). Respondents rate (0 to 10) the
degree to which their sensitivities have impacted ten aspects of daily living:
Diet; ability to work or go to school; home furnishings; clothing; travel /dri-
ving; choice of personal care products; social activities; hobbies/recre-
ational; family relationships; and ability to clean/maintain home.
Maximum possible score = 109.

NAME:

DATE:

ENVIRONMENTAL EXPOSURE AND SENSITIVITY
INVENTORY (EEST)
(PREPOST EXPOSURE EVENT)

Q1 Birthdate: —_ — —
m m dd Yy
Q2  Sex(circlke one) 1. Male
2. Female
Q3  Ethnicity {circle one) 1. Hispanic
2. Non-Hispanic white
3. Black
4, Other
Q4  Education {circle highest 12345678 81011 12
educational level achieved): Grade School High School

13141516
College Post-graduate
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About Your Exposure

Q5 You have indicated that you became ill after a pariicular exposure or time-
limited series of exposures.

When did your exposure(s) occur or begin?

mm Yy
Q6 Did you experience any sympioms 1. Yes 3 Describe below
at the time you were exposed or within 2. No
the first 24 hours after your exposure(s)? 3. Don't know

Q7 Describe where and how the exposure(s) occurred. Include the names of any
chemicals or products to which you were exposed, Be as specific as you can.

Q8 Are you siill exposed to any of these 1. Yes
chemicals or products? 2. No
3. Don't know
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About Your Health/Ability to Work

Q9 Rats each of the following on a 0—10 scale (circle one):

Q9a Your health status before the 012345678910
axposure(s): very poor excelient

Your health status since the 012345678910
exposure(s): very poor excellent

Q9 Your average energy level 012345678910
before the exposure(s): very poor axcellent

Your average energy level 012345678810
since the exposure(s): vety poor excellent

Q8c Your average lsvel of body pain 012345678810

befare the exposura(s): no pain severe pain
Your average level of body pain 012345678810
since the exposure(s): no pain severe pain
Q8d Your quality of life befors the 012345678910
expasure(s): very poor excellent
Your quality of life since the 0123458678910

exposure(s): very poor axcellent
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Q10

Qi

Q12

Q13

4

Q15

Q16

a7

Just prior to the exposure(s),
were you employed? {circie one)

Were you physically able to work
at least 40 hours a week before
the exposure(s)?

Are you currently employed?
{circle one)

Are you physically able to work
al least 40 hours per week now?

Has your iliness affected
your ability to work? (circle one)

How has your iliness atfected
your ability to work? (circle
all that apply)

Since the exposure(s), how many
doclors have you seen for
conditions you feel may be

related to your exposure(s)?

Since the exposura(s), how many

times have you gone to an emergency

room or been hospitalized for
conditions you feel may be related
to your exposure(s)?

—

Yes

2. No

N -

@

& s

E o )

Yes
No
Don't Know

Yes
No

Yes

No

Yes, but | ¢an no longer do work
that is physically demanding.
Don't know

Yes
No - skip to Q16
Don't know - skip to Q16

| cannot work at all,

| cannot work as many hours

as before.

| changed jobs or occupations
because of my health.

| quit or was asked to leave a job
because my health was affecling
my ability to work.

My scheduls or duties at work
have baen changed to
accommodate my health
problems.

(number of doctors
seen)

{total number of
emergency rocm visits
and hospitalizations)

375
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Symptoms

The following questions ask about symptoms you may have experienced
commonly before or since the exposure(s). Rate the severity of your symp-
toms on a 0 to 10 scale: 0 = not at all a problem; 5 = moderate symptoms;

10 = disabling symptoms.

0 = not at all a problem
5 = moderate symptoms
10 = disabling symptoms

Q18

Q19

Q20

Q21

Problems with your muscles or joints,
such as pain, aching, cramping,
stiffness, or weakness?

Before the exposure(s): (circle one)

Since the sxpoaure(s): (circle one)

Problems with burning or irritation of
your eyes or problems with your
alrway or breathing, such as feeling
short of breath, coughing, or having
a lot of mucus, post-nasal drainage,
or fespiratory infections?

Before the exposura(a): (circle one)
Since the exposura(s): (circle one)
Problems with your heart or chest,
such as a fast or imegular heart rate,
skipped beats, your heart pounding,
or chest discomfort?

Before the exposura(s): (circle one)

Since the exposure(s): (circle one)

Problems with your stomach or
digestive fract, such as abdominal
pain or cramping, abdominal swelling
or bloating, nausea, diarrhea, or
constipation?

Before the exposure(s): (circle one}

Since the exposure(s): (circle onhe)

-]

10
10

10
10

10
10

10
10
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Q22

Q23

Q24

Q25

Q28

Q27

Q28

Problems with your ability to think,
such as difficulty concentrating or
remembering things, feeling spacey,
or having trouble making decisions?

Before the exposure(s): (circle one)
Since the exposure(s): (circle one)
Problems with your mood, such as
feeling tense or nervous, irfitable,
depressed, having spells of crying or
rage, or loss of motivation to do
things that used to interest you?
Before the exposure(s): (circle one)
Since the exposure(s): (circle one}
Problems with your balance ar
coordination, with numbness of
tingling in your extremities, or with
focusing your eyes?

Before the exposure(s): (circle one)
Since the exposure(s): (circle one)

Problems with your head, such as

headaches, or a {eeling of pressure or

luliness in your lace or head?
Before the expoasure(s): (circle one}
Since the exposure(s): (circle one)

Problems with your skin, such as a
rash, hives, or dry skin?

Before the exposure(s): (Circle one)
Since the exposure(s): (citcle one}

Problems with your urinasy tract o
genitals, such as pelvic pain or
frequent of urgent urination? (for
women: or discomfort or other
problems with your menstrual
periods?)

Before the exposure(s): (circle ong)
Since the exposure(s): {(circle one)

Do you consider yourself sensitive to
everyday chemicals like those in
househeld cleaning supplies, paints,
perfumes, soaps, garden sprays, of
things like that? (circle one}

Lo T = |

o o

N ==

1234587
1234567

Yes

. No - Go to 30
3. Don't know — Go to Q30

69
89

8¢

88

10
10

10
10

10
10

10
10

10
10

10
10
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Q29

Q30

Q31

Q32

When you are exposed
to chemicals, what kinds
of symptoms do you
commonly experlence?
{circle all that apply)

Prigr to the exposura(s),
did you consider yourself
especially sansitive to
everyday chemicals like
those in household
cleaning supplies, paints,
perfumes, soaps, garden
sprays, or things like
that? (circle one}

How old were you when
you first noticed your
sensitivity to everyday
chemicals? {(circle one)

Was there something
that happened when you
were that age that you
feel caused this
sensitivity? (circle one)

DND D BN~

- Headaches or head/sinus pressure

. Dizzinass or lightheadness

. Breathing problems

Buming of your eyes, nose, and/or airway
Upset stomach, hausea, or vomiting

. Fatigue or general weakness

. Concentration difficulties or confusion

. Problams with your vision

such as focusing your eyes

9. Muscle or joint pain
10. Heart pounding or beating irregularly

1. Fesling irritable, jittery, or nervous

12. Feeling depressed
13. Problems with coordination
14, Speach problems

5. Skin rash or hives

16. Sudden need to urinate or

defacate

17. Other

1
2
3

WK =

1
2

8. Other

. Yes
. No ~+ skip to Q33
. Dot know — skip to Q33

. Age____ (approximate)
. Entire life — skip to Q33
. Don't know — skip to Q33

. Yes — What?
. No

3. Don't recall any specific event
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Exposures
The following items ask about various odors or chemical exposures. Please
indicate whether or not these substances would make you feel sick. By sick
we mean you would get a headache, have difficulty thinking, feel weak,
have trouble breathing, get an upset stomach, feel dizzy, or something like
that, For any substance that makes you feel sick, on a 0 to 10 scale rate the
severity of your symptoms with that substance both before and since the
exposure(s) you feel caused your chemical sensitivities.

0 = not at all 2 problem
5 = moderate symptoms
10 = disabling symptoms

Q33

Q34

Q35

Q36

Q37

Q38

diesel or gas engine exhaust
Before the exposure(s): (circle one)
Since the exposure(s): (circle one)
tobacca srmoke

Before the exposure(s): (circle one)
Since the exposure(s): (circle one)
insecticide

Belore the exposure(s): (circle one)
Since the exposure(s): (circle one)

gasoline, for axample, at a service
station while filling the gas tank

Before the exposure(s): (circle one)
Since the exposure(s): (circle one)
paint or paint thinner

Before the sxposure(s): (circle one)
Since the exposure{s): (circle one)
cleaning products, such as
disinfectants, bleach, bathroom
cleansers, or floor cleaners

Belore the exposura(s): {circle one)

Since the exposure(s): (circle one)

0123456788910
012345678910

012345678910
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Q3g

Q40

Q4

Q42

Q43

Q44

Q45

Q46

certain perfumes, air fresheners, or other
fragrances

Before the sxposure(s): (circle ong)
Since the exposure(s): (circle ona)
fresh tar or asphalt

Belore the exposure(s): (circle one)
Since the exposure(s): (circle one}

nalipolish, nallpalish remover, or
hairspray

Before the exposure(s): {circle one}
Since the exposure(s): (circle one)
new furnishings, such as new carpeting,
a new soft plastic showsr curtain, or the
interior of a new car

Before the exposura(s): {circle one)}
Since the exposure(s): (circle one}

forgetting whete you are or becoming
confused while driving

Before the sxposure(s): (circle one)
Since the exposure(s): (circle one)
chlorinated tap water

Before the sxposura(s): (circle one}
Since the exposure(s): (circle one)
particular foods, such as candy, pizza,
milk, fatty foods, meats, barbecus,
onlons, garlic, spicy focds, or food
additives such as MSG

Before the axposure(s): (circle one)
Since the exposure(s): (circle one)
unusual cravings or eating any foods as
though you were addicted to them; or
feeling 1l if you miss a meal

Before the exposure{s): (circle one)

Since the sxposure(s): (circle one)

23458
23458

23456
23456

23456
23458

234586
234586

23456
23458

234586
234586

23456
23456

234586
23456

78
78

78
78

78
78

78
78

78
78

78
78

78
78

78
78

10
10

10
10

10
10

10
10

10
10

10
10

10
10

10
10
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Q47

Q48

Q49

Q50

Qs1

Q52

Qs3

teeling Ill after meals

Before the exposure(s): (circle one)
Since the exposure(s): (circle one)
caffeine, such as coffee, tea, cola drinks,
caffeine-containing sodas (such as Big
Red, Dr. Pepper, Mountain Dew,
Snapple) or chocolate

Betfare the exposure(s): (circle one)
Since the exposure(s): (circle one)
feeling ill if you drink or eat less than your
usual amount of coffee, tea, cafleinated
soda, or chocolate, or miss it altogether
Befare the exposure(s): (circle one)

Since the exposura(s): (circle one)

alcoholic beverages In small amounis
such as one beer or a glass of wine

Before the exposure(s): (circle one)
Since the exposure(s): (circle one)

fabrics, metal jewelry, creams, cosmetics,
or other items that touch your skin

Before the exposure{s): (circie one)
Since the exposure(s): {circle one)

being unable to tolerate or having
adverse or allergic reactlions 1o

any drugs or medications {such as
antibiotics, anesthetics, pain relievers,
x-ray contrast dye, vaccines, or

birth control pills}), or to an implant,
prosthesis, dental material, contraceptive
chemical or device, or other medical,
surgical, or dental material or procedure

Betfore the exposure(s): (circle one)
Since the exposure(s): (circle one)
problems with any classical allergic
reactions (asthmea, nasal symptoms,
hives, anaphylaxis, or eczema) when
exposed 1o allergens such as: tree, grass
or weed polien, dust, mold, animal
dander, insecl stings, particular foods
Before the exposure(s): (circle one)

Since the exposure(s): (circle one)

o

23
23

23
23

-

o

10
10

10
10

10

10
10

10
10

10
10

10
10
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Q54

Q56

Q56

Qs7

Sensitivity 1o bright light

Before the exposure(s): (circle one)
Since the exposure(s): (circle one)
Sensitivity to nolse

Before the exposure(s): (circle one)
Since the exposure(s): (circle one)

TOBACCO USERS ONLY:

feeling i when you smoke or dip more
tobacco than usual or if you use
stronger brand of tobacco

Before the exposure(s):

Since the exposure(s):

feeling ill if you miss a cigarette or try to
quit smoking (or dipping)

Before the exposura(a):
Since the sxposure(s):

01
01

01
01

01
01

01
01

23456789
23456789

23456789
234567868

23456789
23456785

234567889
23456789

10
10

10
10

10
10

10
10
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g

Q58

Qs9

Q60

Q61

Q62

Qe63

Q65

Q&6

Qas?

On the average, how much of the following do you use in a typical day or week?

Tobacco: (circle all that apply) cigarettes,
cigar, pipe, or dips of tobacco

Alcohal: (circle all that apply) alcoholic
drinks, cans of beer, glasses of wine, or
shots of liquor (total)

Caffeine: (circle all that apply} total
number of cups or cans of caffeine-
containing beverages (including regular
coffee, regular tea, or sodas containing
caffeine such as cola drinks, Dr. Papper,
Big Red, Mountain Dew, or flavored teas
such as Snapple:

Do you routinely {once a week or more) use
pertume, aftershave, hairspray, ot other
scented parsonal care products?

Has sither your home or your workplace
been sprayed for insects or fumigated in
the past year?

In your current job or hobby, ara you
routinely {once a week or more) exposed to
any chemicals, smoke, or fumes?

Other than yourself, does anyone routinely
smoke inside your home?

Is sither a gas or propane stove used for
cooking in your home?

Is a scented fabric softener (liquid or dryer
sheets) routinely used in laundering your
clothes or bedding?

Do you routinely {once a week of more
often) take any of the following: stetoid
pifls, such as prednisone; pain medications
requiring a prescription; medications for
depression, anxiety, or mood disorders;
medications for sleep; or recreational or
street drugs?

_ldayor___/wk

. fdayor____/wk

__fdayor___/wk

1. Yes
2. No
3. Don't know

1. Yes
2. No
3. Don't know

1. Yes — Describe below
2. No
3. Don't know

1. Yes
2. No
3. Don't know

1. Yes
2. No
3. Don't know

1. Yes
2. No
3. Don't know

1. Yes
2. No
3. Don't know
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Impact of Sensitivities

If you are sensitive to certain chemicals or foods, on a 0-10 scale rate the
degree to which your sensitivities have affected various aspects of your life:

0 =not at all
5 = moderately
How much have your sensitivities affected: 10 = severely

Q68  Your diet 012345678810

Q69  Your ability to work or go to school 012345678910

Q70 How you furnish your home 012345678910

Q71 Your chalce of clothing 012345678910

Q72 your ability to travel to other ciies or 0 1 234 56 7 8 9 10
drive a car

Q73 Your choice of personal care 0123456788910

products, such &s soaps,
deodorants, or makeup

Q74 Your ability to be around cthers and
enjoy social activities, for example, 012345678910
gaing to meetings, church,
restaurants, efc.

Q75 Your choice of hobbies or recreation 012345678810

Q7e Your relationship with your spouse 0123456788910
or family

Q77 Your ability to clean your home,
iron, mow the [awn, or perform other 012345678810
routine chores

Please write any comments or additions below:
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and health effects, 345-358
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information about, 153-154
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regulation of, 167
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CNS {central nervous system), 27, 49, 208
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Commentaries, 271-287
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Computer manufacturing operations,
269-270
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Connolly, Dennis, 157
Consumers
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theories of, 201-292
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Developments, recent, 171-205 eye, 347-348
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ences, 202-204 gynecological, 350-351
European perspectives, 196-201 neurological, 353-354
chemical sensitivities definied, 197- panic, 353
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196-197 rheumatological, 356-357
little information available about out- salivary gland, 348
comes, 198-199 seizure, 354
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substances triggers symptoms, 201 DOD (Department of Defense), 176
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government recognition and accommoda- lenges, 317
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low-level chemical sensitivity, 202-204 307
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approaches to, 125-128 Drugs and consumer products 72-74; Ser
and etiology, confusing, 79 also Medications
miscellaneous, 127-128 DVA (Department of Veterans Affairs),
Diagnostic tests, 225-226 176
Diesel exhaust, 63 Dynamie toxicology, 51
Dietary intolerances, 51-52 Dysfunction, sexual, 352
Diets, elimination, 331-332 Dysmenorrhea, 350
Discases; See also Disorders; llinesses
cardiac, 347 Ear, pressure in, 348
celiac, 350 Eating disorders, 352
chemical exposures, 79 Ecologiss, 56
chemical sensitivity, is a class of, 226 Ecology, clinical, 19
and chemicals, 82 Ecology House, 183-185
darkroom, 237 design features and materials used in,
and foods, 82 184

more tolerable for MCS patients, 184-185
people had few resources, 184
people were extremely disabled, 184
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EEOC (Equal Employment Opportunity
Commission), 181
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vascular, 347 EHRU (Environmental Hypersensitivity
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affective, 352 222-223
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atopic, 117-118
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placing patients in, 307
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Fndocrine disorders, 349
Endosulfan, 258
ENT (ear, nose, and throat) disorders,
347
Enterocolitis in infants, 350
Enuresis, 355
Environment, challenges in a controlled,
316
Environmental agents, susceptibility to,
119
Environmental causes of illnesses, 141
Environmental evaluation, 333
Environmental exposures, range of, 202
Environmental Health Center (Canada), 195
Environmenta) hypersensitivities, 180
Environmental illness, 157
Environmental pollutants, reaction to, 17
Environmental Sensitivities Research
Foundation, 285
Environmental Sensitivities Research
Institute, 283-284
Environmental unit, 54-58
and adaptation, 54
for diagnosing patients, 5960
diagnostic approaches and screening tech-
nique measurements, 30
employing comprehensive environmental
control, 29-30
essentials, 56
and fasting, 127
properly constructed, 149-152
Enzymes
detoxification systems, defective, 107-110
and nutrients, 114
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carpeting installed at headquarters of, 70
menitoring levels of toxic chemicals, 135
Epidemiologic approaches, 322-523
Epidemiological studies, 211-218
Epidemiology, 25, 57
Ethanol abuse, 335
European exploratory study, 317-318
Evaluations, community based, 227
Everus
associations berween, 57
exposure, 211
Excitotoxicity defined, 93
Exhilaration symptoms, 43
Experts, multidisciplinary team of, 318
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Exposures
challenge studies, 218-223
chambers, 306
controlling, 220, 307
events, 211
history, 126
onset of, 299-300
other than chemicals, 290-291
patient profile of people, 149
removal from, 55-56
spreading of sensitivities to array of, 203
study of populations with well-defined, 320
symptoms in response to, 116
tools that detects symproms of, 57
Eye disorders, 347-348

False negatives, 308-309
False positives, 308
Family histories of odor-intolerant individu-
als, 217
Fasting, and environmental unit, 127
Fasts, patient, 78
Fatigue 228-229, 349; See also Chronic
fatigue syndrome
Federal agencies
construct patient profiles, 164
0.5, 181-187
Federal government
provide funding for questionnaire surveys,
164
undertaking controlled studies, 164
Fever, processing room, 237
Fibrocystic breast disease, 351
Film developing, X-ray, 237-238
Financial interests, vested, 287
Financial resources, patients exhausting, 323
First aid treatments, 139140
Fluid-retention syndromes, 347
Foods
addiction, ultimate, 345-346
aggregates of chemicals, 111
and diseases, 82
food additives, and contaminants, 70-71
and health effects, 345-358
intolerances, 52-53
may contain bioactive constituents, 303
problem, 331
problems digesting, 212
sensitives, 19
testing flaws, 152-133
Foreign invaders, 98
Fermaldehyde, 104
foam insulation, 67
levels of, 259-260
Free radicals, creating, 110
Furnishings, choices of, 204

Gas chromarographic analysis, 65
Gas chromatography, 68
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Gastroenteritis, 350
Gastrointestinal disordery, 349-350
Germ theory of diseases, 202-293, 303
Gland disorders, salivary, 348
Glomerulopathy, 3556
Glutaraldehyde, exposure to, 238
Gots, Ronald, 279-285
Government; See also Federal government
Gavernment recognition and accommoda-
tion
developments in Canada, 193-196
local governments, 190
U.S. court cases, 191-193
tort and other lawsuics, 190-193
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U.S. federal agencies, 181-187
Department of Education, 195
Department of Justice, 181-182
Environmental Protection Agency
(EPA), 186
Equal Employment Opportunity
Commission (EEQC), 185-186
Housing and Urban Development
(HUD), 182-185
miscellaneous, 186-187
Social Security Administration, 185
L).8. state agencies and courns, 187-190
Governmental agencies, help from, 335-338
Groundwater, chemical contamination of,
71-72
Guinea pigs, 65-64
Gulf war exposures, 246-249
acute symptoms, 247
chemical warfare agents, 247
new-onset chemical intolerances, 248
symptoms similar to indoor pollutants,
247-248
Gulf War veterans, 330-331
Gynecological disorders, 350-851

Habiration, 300-301
Health care, 154155, 165
access 10 appropriate care, 154-155
avoidance, 155
Health effects, 7484
associated with chemicals or foods,
345-358
on MCS, 59-84
Health, occupational, 35-38, 42-50
Health problems, compared in two office
buildings, 69-70
Hearing loss, 348
Hedge, Alan, 239
Help -
from governmental agencies, 335-338
from miscellaneous organizations,
335-338
Helpersuppressor rato, reduced, 102
Hematological abnormalities, 3561

Hippecampus, 93
Histories, occupational or environmental,
208
History, taking a careful exposure, 326
Homes
mobile, 67
troublesome exposures, 65
Housing
aleernative, 155
and alternative employment, 166
HUD (Housing and Urban Development)
advance warnings of pesticide application,
183
and Chicago realty company, 185
technical guidance memorandum,
182-183
Hydrocarbens, halogenated aromatic, 269
Hyperactivity, 352
Hypothalamus
appears 1o influence anaphylaxis, 95
complexity and delicacy of, 95
dynamic involvement of, 96
most vital component of limbic system,
93-96
and nervous systems, 94-95
neural input to the, 95-96

1EI (idiopathic environmental intolerance),
284

IgA (immunoglobulin), 102
IgE-related disease, 32-33
Ilinesses; Ser also Diseases; Disorders
chemical related, 179-180
childhood, 122-123
development of chronic, 82-84
dimensions of, 208-210
environmental, 157
following a defined exposure, 230
patients adributed to exposures, 61
practitioners familiarizing themselves with,
324-325
Imaging, brain, 227-228
Immune derangement, 103-104
Immune system, 90
chemicals affecting, 98-99
stress impacts, 119-120
Immune theory of diseases, 208
Immunologic mechanisms, 98-107
Immunologic esting, 359-360
Immunological abnormalities, 224
Immunological marker, abnormal, 225
Immunological mechanisms, 269-270
Immunological tests, 270
Immunotherapy, 129-130
Implants, breast, 249-251
rupture preceded systemic disease, 250
silicone, 250-251
symptoms, 250
Incidents, 211



Incitants
avoidance of suspected, 41-42
potential, 331
Individuals
cacosmic, 217
difficulty finding reliable information, 31
family histories of odor-intolerang, 217
manifesting allergies, 92
odor-intolerant, 216-217
responses, systematic approach to study-
ing, 38-3%
Indoor air pollutants, 237-238
domestic and workplace, 64-70
VOCs occurring, 69
Indoor air pollution, 16-17, 64
Indoor air quality, 178
Industrial solvents, wells contaminated wich,
99-100
Infants, enterocolitis in, 350
Infarctions, angina and myocardial, 347
Infertilicy, 351 -
Inflammation, neurogenic, 263264
Inflammatory bowel disease, 350
Information
difficuity of patients finding unbiased, 31
gathering, 165
Inhaled chemicals, 115-116
Initiation, 296
Initiatives, miscellaneous preventive,
158-159
Initiators
putative, 511
and wiggers, 233-235
Insecticides
organochlorine, 263
organophosphate, 236-237
[nsulati;?n. urea formaldehyde foam,

Insurance, medical, 156, 166
Interagency Work Group on Chemical
Sensitivity, 177
Interiors, automobile, 67
Interventions
psychiatric, 334
psychological, 334
Interviews, telephone, 215-216
Intolerance, household substances and prod-
ucts, 73
IPCS (International Programme on
Chemical Safety), 283
Iragi bunkers, 176
{rritable bowel syndrome, 350
Irritants, chemical, 264
Isolation challenge swdies, 321

Jasanoff, Sheila, 157

Journals, of traditional medicine, 152-153
Judgmental shortcut, 208-209

Junk science, 282, 287
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Kessler, David, 249

Key terms and concepts, 27-58
adaptation, 34-54
environmental unit, 54-58
terminology, 27-33

Kilburne, Kaye, 119

King, David, 131-133

Kipen, Howard, 284

Kuhn, Thomas, 286-287

Laboratory diagnostic tests, 359-369
Laryngeal edema, 348
Legal services, 158, 167
Leukemia patients, 99-100
Liability, 286
Limbic dysfunction, 96
Limbic region, delicate interplay occurring
in, 98
Limbic system
and chemical and cortical stimuli, 97-98
dynamic involvement of, 96
hypothalamus most vital component of,
93-96
mechanisms involving, 91-98
Limbus defined, 92
Lindane, 263
doses of, 257-258
used topically to treat lice, 257
Lupus erythematosus, 356

Mania, 852
Manifestations
neurcbehavioral, 351-352
oral, 350
psychiatric, 351-352
Manufacturing operations, computer,
269-270
Masking 211, 299, 312-313; Ser also
Unmasking
components of, 300-302
addiction, 302
apposition, 301-302
habitation, 300-301
and people traveling to large cities, 299
peppermint, 221
Mass spectrophotometry, 68
MCS {multple chemical sensitivities)
behavioral and psychogenic explanations
for symptoms, 280
case definition, 313-316
causes and symptoms of, 209
concemns
for liability and regulation, 286
and litigation over, 174-175
constitutes a syndrome ?, 283
critics of 2 physiologic basis for, 287
defined, 27-28
encompasses broad spectrum of people,
149
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experimental considerations and
approaches o, 206-310
first controlled psychiatric study on,
213-214
guidance for physicians on, 325-326
hallmark symptoms of, 266-267
how prevalent is, 232-233
increased governmental interest in,
173-181
key to understanding, 3540
laboratory tests used in studies, 359-365
tack of a symptom-based case definition
for, 173
mechanisms, 87-124
biochemical mechanisms, 107-110
discerning mechanisms for hyperaciivi-
ty, 89-90
human body is an integrated system, 89
immunologic mechanisms, 98-107
immunological, 269-270
mechanisms involving limbic system,
91-98
metabolic, 264-265
olfactory-limbic sensitizations, 257261
physiological mechanisms, 87-91
preventing development of MCS, 90
psychogenic, 113-124
psychogenic mechanisms, 113-124
vas¢ular mechanisms, 110-112
mechanistic hypotheses for, 254-270
name used for multiple tolerances,
171-172
National Research Council Workshop on,
318-520
only a mencat disorder?, 283-284
onset of, 60-61
operational definition of, 29
origins, 59-84
patients
alterations in parameters in, 224
and childhood physical and sexual
abuse, 253
empirical approaches for study of, 225
engaged in hitigation, 216
exposures triggering symptoms, 233
few exposure siudies involving, 222
having history of medical problems, 215
housed in chemicalree environments,
320
in masked state, 272
neuropsychological testing of, 225
psychiatric fearures of, 214
skepticism rowards, 278
understanding, 273
physiological mechanisms to explain,
256-257
physiological origin for, 349-310
practitioners familiarizing themselves with
illness, 324-525

predominance of women in group, 218
psychogenic hypothesis, 255
psychogenic theories for, 278
reflections on, 289-310
renamed idiopathic environmental intol
erance {IEl)?, 284
science of toxicology and relevance to,
272
shares features in common with asthma,
231-232
and state health departments, 179
testable theories for, 256
three-tiered definition for, 316
and U.S. agencies, 177
viclating principles of toxicology, 273-276
Medical conditions, dismissiveness of many,
281
Medical insurance, 156, 166
Medical needs, 289-339, 323-339
Medical practitioners, role for, 159-163
Medical specialty societies, role of, 162
Medical unit, environmental, 306
Medications 72--74, 332; See also Drugs and
consumer products
Meniere's disease, 348
Menses, painful, 350
Metabolic mechanisms, 264—-265
Migraine, 354
Miller, Claudia, 284
MMPI (Minnesota Multiphasic Personality
Inventory), 117-118
Mobile homes, 67
Models, animal, 56-57
MSDSs (material safety data sheeis), 326-327
Myalgia, 356~357
Myocardial infarctions, 347

Nasal biopsies, 264
Nasal obstructions, chronic, 348
National Council on Disability, 187
Needs

medical, 323-336

patients, 323-339

research, 147-153, 310-323
Nephrotic syndrome, 356
Nerve agents, exposure to chemical, 176
Nervous system, 90, 126

human, 119

hypothalamus and, 94-95
Neural sensitization by cocaine, 259
Neurasthenia, 117
Neurobehavioral dysfunction, shared, 217
Neurobehavioral manifestations, 851-352
Neurogenic inflammation, 263-264
Neurological disorders, 353-354
Neurological tests, 362-364
Neuropsychological symptoms, chronic, 231
Neutralizing dose defined, 129
New age approaches, 30-31



NIOQSH (National nstitute for Occupational
Safety and Health), 178
Nitroglycerin, susceptibility to, 44
North American workshops, 173181
Nose disorders, 347
NRC (National Research Council)
and sick building syndrome (SBS), 281
workshop, 313
Nutrients and enzymes, 114
Nutritional, abnormalities, 139
Nurridonal approaches, 138-140

Obesiry, 346
Observatons, recording of, 207
Occupational health, 35-38, 42-50
Odors, 91-92, 280-281
Odors; See also Smells
conditioning, 115
intolerant individuals, 216-217
wriggered symptoms, 334
Oflfactory septum, miscellaneous hypotheses
involving, 261
Olfactory-limbic sensitizations, 257-261
Olfactory-limbictemporal pathways, 96
Oral manifestations, 350
Organic solvents categories, 199
Organizations, help from miscellaneous,
335-338
Organochlorine insecticides, 263
Organophosphate insecticides, 236-237
OTA (Office of Technology Assessment},
178-179
Onitis media, 348
Qutdoor air pollutancs, 62-64
Ozone, 44-46

Painting, 4648
Panic disorders, 353
Paradigms
blind adherence to old, 287
shift stages, 287
Patient and community concemns, 153-159
alternative employment and housing, 155
compensation, 156158
health care, 154-155
information, 153-154
medical insurance, 156
regulation of chemical exposures, 158-159
social and legal services, 158
Patients
acute symproms experienced by, 75-78
arriving at condition, 312
chemically sensitive, 89
differ greatly, 148
exhausting financial resources, 323
fasts, 78
groups of, 148
homogenous group of, 130
leukemia, 99-100
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measuring changes in, 127
needs of, 323-339
populations, 211-223
practitioners difficult wo treat, 232-324
practitioners discussing symptoms with,
324
rheumatoid arthritics, 101
strategies of dealing with, 162
with vascular dysfunction, 100
vitamin and mineral levels of, 138-139
PBBs (polybrominated biphenyls), 50, 160
PCBs {polychlorinated biphenyls), 119, 136
People
exposure-patient profile of, 149
MCS encompasses broad spectrum of,
149
Peppermint masking, 221
Pesticides, 235-237
air sampling for, 67
categories, 199
exposed casino workers, 235
refrain from using, 183
Petrochemical problem, 19, 40
Phenolic derivatives, 52
Phenomenons, observing, 51
Phenylethyl alcohol, 249
Physical abuse, 251-254
Physical exams, 126
Physicians
applying techniques of clinicat ecalogy,
32-33

MCS guidance for, 325-326
primary care, 159-161
idemify clinical ecologists and allergists,
163
involvement with federal and state agen-
cies, 161

Physiological mechanisms, 87-91
PMS {premenstrual syndrome), 349, 351
Pneumonitis, 355
Poison, dose plus host makes, 290
Polemics, 271-287
Pollutants, outdoor air, 62-64
Pollution

adverse effects of air, 63

indoor air, 64
Populations, sensitive, 3-26
Porphyrias, 265-268

defined, 265

diagnosis of, 268

inherited, 266
Porphyrinopathies, secondary, 266
Porphyrins

abnormalities, 267-268

analyses, 268

elevations in, 267

enzymes, decreases in, 267
Post-chemical spill studies, 322
Postulates, 304-306
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Practitioners
difficult 1o treat patients, 232-324
discussing symptoms with patients, 324
Problem, magnitude of, 232-233
Processing room fever, 237
Protocol for conducting challenges, 322
Provocation-neutralization, 128-135
background level of pollutants, 134
clinical utility cf, 133
definitive study of, 131
efficacy of, 149
evidence in favor of, 134-135
evolving technique, 129
review of studies, 131-132
sublingual, 151
Psychiatric interventions, 334
Psychiatric manifestations, 351-352
Psychiatric referrals and allergists, 143
Psychogenic condition, 277
Psychogenic mechanisms, 113-124
Psychogenic origins, 279
Psychological interventions, 140-142, 334
Psychological symptoms, miscellaneous,
141-142
Psychological tests, 364-369
Psychological therapies, 333-335
Psychological trauma, 122
Psychophysiologic, description of, 278-279
Psychotherapy, 251-252
Publications, 231-282
Pulmonary disorders, 354-355
Putative initiators, 311

Quality, indoor air, 178
Questionnaires, 252, 326

RADS (reactive airway dysfunction syn-
drome}, 9, 264
Randolph, Theron, 17-21, 29, 32-34, 41, 63,
67-68, 72, 82, 110, 126, 136, 140
Rapp, Doris, 33, 134, 162
Rats
bred for sensitivity, 262
exhibited decreased appetite and activity,
262-263
Rea, William, 21, 44, 54, 56, 71, 82, 89, 107,
110-111, 138, 138, 156, 164
Reactions, via various immunological path-
ways, 106
Recommendations, 163-167
alternative employment and housing, 166
compensation, 166
health care, 165
information, 165
medical insurance, 166
regulation of chemicals, 167
rescarch, 164
resolution of conflicts, 167
social and legal services, 167

References, useful, 338-539
Regulation, 286
Remodeling in buildings, 212
Renal disorders, 355-856
Reports, isolated case, 208
Representativeness heuristic, 208-209
Research
by government and university scientists,
152
key findings, 207-270
biomarkers, 223228
characterizing patient population,
211-22%
introduction, 207-211
magnitude of problem, 232-233
MCS mechanisms, 254-270
origins of chemical sensiuivity, 233-254
overlaps with miscellancous illnesses,
223232
and medical needs, 289-339
needs, 147-153, 310-323
initiation and triggering, 511
putative initiators, 311
recommendations, 316-323
Residences, safe habitats, 127-128
Resistance, 8-9
Respiratory tests, 361-362
Responses
l“trg’f, 272-273
false negative, 308-309
false positive, 308
systematic approach to studying individ-
ual, 38-39

Reviews, 271-287

Rheumatoid arthritis, 101, 357

Rheumarological disorders, 356-357

Rhinitis, 348

Rose oil, 249

RUDS (reactive upperairways dysfunction
syndrome), 264

Rugs; See Carpets

Rule of thumb, 208-209

Salivary gland disorders, 348

Salvaggic, John, 129, 131, 140

Sauna treatments, 281

58 (styrene-butadiene) Larex Council,
244

SBS (Sick Building Syndrome), 203-204,
231, 281

Schizophrenia, 352-353

Science, junk, 282, 287

Scientific journals, published work in,
272-284

Scleroderma, 356

Seizures, 96-97, 354

Selner, John, 33, 54, 59-60, 120, 122, 162,
172,178

Selye, Hans, 88, 89



Sensitivities
defined, 5-10
food, 19
types of, 5-10
Serum organochlorine levels, 230-231
Services
legal, 158, 167
social, 158, 167
Sexual abuse, 2561-254
Sexual dysfunction, 352
Sexual and physical abuse, rate of, 252
Sham challenge, double-blind, 221
Shyness, 217
Sick building syndrome, 203-204, 231, 281
Silicone, 250-251
Sinusids, 348
Skin
diseases, 357-358
yellowish discoloration, 127
Sleep disorders, 354
Smells, sensitivity to 116; Se also Odors
Smoking, cigarette, 101
Snow, John, 51
Socizl functioning tests, 369
Social services, 158, 167
Societies, role of medical practitioners and
their, 159-163
Solvents, 46-50, 99-100
Somatoform disorders, 212, 352
Specrrophotometry, mass, 68
State-sponsored reports, 173-174
States
creating interagency working groups, 164
health departmenis and MCS, 179
undertaking field studies, 164
Staudenmayer, Herman, 121, 122, 162, 172,
321
Stimulatory symptoms, 43, 299
Stress impacus the immune system, 119-120
Stressors, response of organisms 10, 88
Studies
clinicopathological, 57
employing matched controls, 101-102
EMU and double-blind, placebo-con-
trolled, 318
European exploratory, 317-518
isolation challenge, 321
no perfect, 322
not performed on patients under expo-
sure conditions, 312
postchemical spill, 322
using a conrolled environment, 313
Substances, offending, 59-74
Drugs and consumer products, 72-74
foods, food additives, and contaminants,
70-71
indoor air pollution, 64
outdoor air pollutants, 62-64
water contaminants and additives, 71-72
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Sudden death, 44
Symptoms
catalogue of chemicals and doses, 280
central nervous system, 49
and chemical exposures, 299
exhilaration, 43
of expaosures, 57
frequent emergence of new, 75
indicative of severe disease, 123
of individuals, 30
low levels of exposure do not trigger, 9
of low-level chemical exposure, 113-114
odortriggered, 334
in organ systems, 214-215
recurrence of, 60-61
in response to exposures, 116
stimulatory, 43, 299
triggers of, 207
troublesome aspect of, 7475
withdrawal, 43, 297, 299
Syndromes
edema and fuid-retention, 347
irritable bowe), 350
nephrotic, 356
premensirual, 349, 351
reactive airway dysfunction, 9, 264
reactive upper-airways dysfunction, 264
System
immune, 90, 98-99, 119-120, 124
nervous, 90, 94-95, 119, 126
organ, 214-215

Tlymphocyte activation, 103
TD} (roluene diisocyanate), 7, 104, 198
TDS (time-dependent sensitization),
257259
TEAM (Total Exposure Assessment
Methodology), 12, 68, 178
Techniques, avoidance, 281
Telephone interview, standardized, 215-216
Terminology, 27-33, 171173
Terr, Abba, 48, 61, 72, 74-75, 79, 102, 120, 156
Testing
chalienge, 308
immunologic, 359-360
Tests
agents, tailored, 219
behavioral, 364-366
cardiovascular, 362
diagnostic, 225-226
immunclogical, 270
MCS laboratory diagnostie, 359-369
neurclogical, 362-364
psychological, 364-369
respiratory, 361-362
social functioning, 369
Therapies 128-129; Ser also Treatments
clarifying unproven, 145
psychological, 333-835
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Thoughts, 95
Throat disorders, 347
Thrombocytopenia, 351
Thrombophlebitis, 347
Thyroid disorders, 349
TILT (toxicant-induced loss of rolerance),
172-173, 291, 295, 327
appears to involve a two-step process, 309
characterizing the initiation stage of, 309
first stage of, 296
has features of toxicity, 207
theory of disease, 294-295
Tinnitus, 348
Tissues, smooth muscle, 111
Tobacco use, 346
Tolerances
discovering limits of, 74
loss of, 205
Toluene, inhaled, 260
Topographic¢ electroencephalography,
222-223%
Total body load, 60
Toxicant-induced chemical sensitivity,
289-290
Toxicology
dynamic, 51
MCS violating principles of, 273-276
TOXNET data base, 78
Trauma, psychological, 122
Treatments 125-143, 527-328; See also
Therapies
first aid, 139-140
sauna, 281
Triggers
and initiarors, 233-235
of symptoms, 207
Troops, U.S,, 176

Ulcers, aphthous, 350

Ultimate food addiction, 345-346
United States; See U.S.

Universal reactors, 251, 254

Unmasking, 299
patients, 249
period, 19
Urine, dark brown or red, 267
Urological disorders, 355-356
Urticaria, 358
us.
cour cases, 191-193
developments in, 173-181
federal agencies, 181-187
state agencies and courts, 187-190
troops, 176

Vascular disease, 347

Vascular mechanisms, 110-112

Vasculitis, 347

Ventilation practices, 204

Vertigo, 348

Veterans, Gulf War, 330-331

VOCs {violative organic compounds}, 46,
220

WAIS-R (Weschler Adult Intelligence Scale-
Revised), 118
Washington (state) Department of Labor
and Industries, 179-180
Waste disposal sites, chemical, 64
Water
conmaminants and additives, 71-72
drinking, 99-100
ingestion exposure to contaminants in, 72
Weiss, Bernard, 317
Wells, contaminated, 99-100
Withdrawal symptoms, 43, 297, 299
Wood preservative syndrome, 226
Worker's Compensation, 190
Workshops, North American, 173181
Writings, 281-282

X-ray film developing, 237-238
Xanax habituation/withdrawal, 335
Xanthines, 297
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