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Istarted writing this book four years ago because of many peo-
ple, just like you, who came to me and asked, “Why do I feel so

awful?” or “What can be done to help me feel better?” or “I know
there is something wrong with me, but my doctors tell me that
there isn’t.” I wrote this book to try to answer those questions. I
can’t promise that reading this book will absolutely relieve all of
your concerns and symptoms at once. But I can promise you that
if you read this book and try to employ the strategies I suggest,
you will feel better than you do at this moment, quite possibly very
much better. This book will help you to better understand why
you feel the way you do, and it will help you to get your doctor to
help you, as well as help you to help yourself. 

Do you have bone-crushing fatigue, pain that is so severe you
can hardly move, or difficulty thinking and concentrating? If so,
has your doctor helped you? The answer is probably not. Doctors
have procedures for getting to the bottom of all kinds of symp-
toms. But when the doctor can’t find a reason for the symptoms,
then the patient may find that she is on her own with no doctor to
help her or guide her. Even if her doctor knows the textbook defi-
nitions that have come to describe such illnesses as chronic fatigue
syndrome, fibromyalgia, and others, he or she often does not
know what to do to help relieve these problems. 

Introduction
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When this happens, a serious disconnect between you and your
doctor is seldom far behind. Your doctor becomes frustrated
because he or she can’t come up with an explanation for your
complaints, and you become frustrated because you leave the doc-
tor’s office with no answers except perhaps a hearty, “Don’t worry
about it, there’s nothing wrong,” or, much worse and all too com-
mon, the dreaded words “It’s all in your head.” If you do get an
answer, you may find it to be contradictory, complicated, or based
on out-of-date information. People aren’t stupid, and the Internet
has allowed access to a great deal of medical information that was
once very hard to come by. Beyond all that, if you face crushing
fatigue or stabbing pain each and every day, you don’t need to
know much more to be sure that something is truly wrong with
your body. 

Unfortunately, this story is not unusual. Up to 20 percent of all
patients who seek medical care, primarily women, have no easily
diagnosed cause for their problems. That means literally millions
of patients. I know, because more than two thousand of them have
come to me when their doctors, and any number of specialists,
haven’t been able to come up with a diagnosis and treatment plan
to reduce symptoms and improve wellness. 

This problem is a major women’s health issue. You may be striv-
ing to live a successful life in spite of your symptoms but are hav-
ing difficulty doing so. You may be teeter-tottering at the point of
leaving work on short-term or long-term disability. You may be a
disabled person isolated by your illness. Although I am dedicated
to trying to teach doctors how to deal with you, that process could
take decades. In the meantime, I have written this book for you. 

I’ve organized this book into three parts designed to reconcep-
tualize your experience and the experiences of people who seek
help for fatigue, pain, or trouble concentrating. Like many others
with your problem, you have probably gone to the doctor and
received the diagnosis of “nothing wrong.” If you are sick enough
and if your doctor is aware enough, you may have gotten the diag-
nosis of chronic fatigue syndrome or fibromyalgia. But chances
are, despite the diagnosis, your doctor told you, “There really isn’t
any treatment for these problems; just try harder.” If anything,
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that kind of “treatment” may make you feel worse, not better. So
your next step is to seek advice or treatment from another doctor.
This doctor shopping is very unsatisfying and leads to your having
problems with the medical profession and a sense that you’re on
your own, which may make you feel out of control and turn you
to alternative therapies. While these could prove useful in putting
you onto the road back to wellness, you have to be cautious in tak-
ing this step. We live in a time when late-night television is filled
with hours of commercials for potions and tablets whose value is
dubious at best, if not completely worthless. Telling the good from
the bad is important. The purpose of this book is to fill in these
blanks in both traditional and nontraditional medicine for you, so
you can start getting well.

This book offers a comprehensive, practical, and new approach
to getting well: the same time-tested approach I use in my own
practice. In part one I discuss you, your feelings, and your symp-
toms. There I give you a road map of what your doctor is think-
ing while evaluating you and considering about your complaints.
Then I lay out the ABC’s of how the medical profession thinks
about your sort of problem and how the doctor adds up the facts
to come to a diagnosis in some cases. The section finishes with the
tools needed to navigate your way through the medical options
available to you despite your diagnosis of “nothing wrong” syn-
drome. Specifically, I’ll tell you how to interact with your doctor
so that your communication can, indeed, improve. Barring that,
I’ll show you what you’ll need to know and do to get a second
opinion. 

Part two is the heart of the book. I start with the issue of depres-
sion, an illness that makes all symptoms worse and can produce
fatigue and pain by itself. Then I discuss what we know about
stress—another factor that makes symptoms worse—and what
you can do to cope with it. Next, I talk about sleep so you can
understand what your sleep issues are in order to attack them.
Allowing your body the rest it needs to work toward wellness is
critical. Then, in the next two chapters, I offer an approach to
wellness that starts with medicines and then goes on to ways you
can participate in the wellness process through gentle exercise.
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Finally, in part three, I lay out some more complementary
approaches to becoming well. Then I explain how alternative med-
icine can slide down into quackery. The book ends with a careful
look at cutting-edge research aimed to better understand debilitat-
ing symptoms and some promising treatments that are already on
the horizon. 

My approach to illness has been shaped by my interaction with
patients. So I often use patient stories to make points in the book.
Rest assured that I have changed all patient names to ensure con-
fidentiality.
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P A R T  O N E  

SYMPTOMS, SIGNS,

SYNDROMES, 

AND ILLNESS

The Path to Understanding 

Why You Feel Sick





Sarah Jones, a thirty-four-year-old married lawyer with no chil-
dren and a busy professional and social life, visited my office

complaining of progressive fatigue. Her lack of energy had become
so severe that she was forced to cut way back on her activities. Yet,
because she’d always seemed so full of nervous energy, Mrs.
Jones’s doctor dismissed her complaints, telling her she was just a
worrier who focused too much on how she felt. Simply put, there
was “nothing wrong” with her.

Symptoms, Illness, and Disease

When you don’t feel well, it’s normal to worry about what might
be wrong. When the connection is clear and the problem not so
bad, you may cope with the problem by yourself. For example, if
your ankle becomes swollen and painful after you take a misstep
and twist it, you might try to treat it yourself by putting on an elas-
tic bandage and taking some ibuprofen. But if it hurts to stand on
the ankle and you fear that the problem is worse than a minor
twist, you may decide that you need medical care and go to see a
doctor. The moment you seek medical care, you become a patient. 

Some of the things that make people seek medical attention 
are fairly typical, while others are unique to specific personal 
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characteristics. Seeking medical help if you’re well one moment
and in obvious trouble the next—for instance, if a bloody nose
fails to stop bleeding or abdominal cramps go from trivial to awful
in the course of a few hours—is a no-brainer. But when problems
develop gradually, all bets are off. When I was a medical intern, I
was called to the emergency room to admit a sixty-year-old
woman with a seventy-five-inch waist. Why, I asked, did the fam-
ily wait until that day to bring her in for medical attention. The
answer was simple: “She got so big she could not get out of bed by
herself.” The medical evaluation was completed in a day or two
and revealed an enormous ovarian tumor.

You’ll probably find the family’s answer to my question jarring.
I know I did. How, you will ask, could the patient and her family
not have known that something was wrong? The answer is that ill-
ness recognition and the decision to seek medical help are very per-
sonal issues. Medical sociologists have made this a point for study.
Low socioeconomic status and poverty are two factors preventing
many people from seeking medical attention until they can no
longer get to their feet. Gender is another factor. The popular med-
ical press is full of stories of men attributing their crushing chest
pain to indigestion, often with fatal consequences. Women, statis-
tics show, are more health conscious, more attuned to their bodies,
and more willing to ask professional opinions about why they feel
the way they do. 

The question of who seeks medical attention, and when, gets
murkier when an individual just feels lousy. Symptoms are the sen-
sations that make a person feel unwell; they may bother, annoy, or
hurt you. Neither the person with the bloody nose nor the woman
with the enormous girth had any symptoms; instead, they had
obvious abnormalities. When a person goes to the doctor feeling
unwell, she reports how she feels to the doctor. The doctor then
examines the patient and tries to find abnormalities that would
indicate some underlying disease process. These are signs. So
bleeding from the nose or having an enormous waist circumfer-
ence are signs of a medical problem. For example, the patient with
the twisted ankle will complain of the symptom of pain and the
doctor will detect signs of the traumatic event, in the form of
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swelling and an area of black-and-blue skin reflecting a hemor-
rhage beneath the skin. 

With the nose bleed, there really are no symptoms, just the evi-
dence of blood coming from the nose. If the hemorrhage were in
the stomach and not in the nose, the patient might eventually
develop the symptom of lightheadedness when he or she stood up.
This would occur because the gradual loss of blood into the stom-
ach would reduce the volume of blood in the circulation, leaving
insufficient blood for the brain at the moment the person stood up.
Here the doctor would have to find the sign of underlying dis-
ease—either pressure-induced tenderness in the stomach sugges-
tive of an ulcer or a positive test for blood in the stool. 

When the doctor can connect the symptom with some sign, he
or she is on the way to the diagnosis of a disease. If an otherwise
well, middle-aged woman complains to her doctor of dizziness
when she stands and a feeling of gnawing pain in her abdomen
after eating, the doctor may think of the possibility of a bleeding
ulcer. Finding blood in the stool makes the doctor quite sure of the
diagnosis. But in order to clinch the diagnosis, the doctor will have
to order a test to visualize the gut, either by X-ray or by direct
observation using a flexible tool called an endoscope. When the
ulcer is seen, the logic chain ends with a diagnosis: a bleeding
ulcer.

One way of understanding what is meant by the term disease is
to think of it as an all-or-nothing idea: either you have a disease or
you don’t. A healthy person would not have a touch of cancer;
instead, the person goes from being healthy to having cancer.
Although this is a bit of a simplification—precancerous conditions
do indeed exist and are common—this all-or-nothing idea still
helps us to understand the difference between disease and illness.
In the greater scheme of things, disease is uncommon, while illness
is extremely common. When a person has symptoms, she feels ill;
that is, she has an illness. So while you probably have no idea what
it is like to experience cancer, you have certainly experienced
symptoms like pain that was there one day and not another. A
temporary headache or a bellyache is a symptom, and so is severe,
exhausting fatigue. 
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Sometimes, symptoms can be explained easily; maybe you par-
tied too much the night before you experienced feelings of achiness
or of exhaustion. Going to bed very late while still waking up at 7
a.m. is a common cause of fatigue. A day of vigorous physical
activity without months of preparation at the gym is another com-
mon cause of achiness and fatigue. That’s what bed rest and
aspirin are for. But when your symptoms go on and on for days
and the doctor finds no signs, the health-care system often begins
to fail the patient. And two of the symptoms that often appear in
the total absence of clear signs of disease are fatigue and pain.
These are symptoms that everyone has experienced at one time or
another, usually with an appropriate cause. But when a person
develops fatigue or pain nearly everywhere in her body, and the
doctor can find no obvious medical cause—even if the fatigue is
bone-crushing or the pain is widespread—the doctor may be
inclined to dismiss the patient’s symptoms as “all in her head.”

Sad to say, this problem is extremely common. One study eval-
uated the records of 1,000 patients in an internal medicine clinic
over a three-year period. Complaints of pain and fatigue produc-
ing real problems for the patient were incredibly common.
Although expensive diagnostic testing was usually done, a diag-
nosable cause or disease was identified in only 16 percent of cases.
These medically unexplained symptoms and their most serious
manifestation as medically unexplained illnesses are to a large
degree a problem in women’s health. And medical school usually
does nothing to prepare doctors to help you with this problem. If
you’re going to get well, you’ll need to take your health into your
own hands. 

The Doctor-Patient Relationship

All too often during an office visit, both patient and doctor think
they’re on the same page when in reality they’re reading different
books. For simple health problems, like a broken finger or a sore
throat with a fever and swollen glands, communication between
doctor and patient is usually fine. But when the patient simply
does not feel “right” or is unsure of just what’s bothering him or
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her, the doctor visit can prove unsatisfying. The reason is
twofold: the way the doctor is taught to think, and changes in
American society that influence how patients talk to doctors.
Neither of these, of course, has anything to do with the way the
patient is really feeling.

Doctor-patient relationships may be in a state of flux for a num-
ber of reasons, but the way physicians are trained hasn’t changed
much in recent years. So let’s start with the way patients and doc-
tors talk and listen to each other. People go to the doctor when
they’re unable to answer their health concerns by themselves.
Since patients see doctors as experts, their relationship assumes a
certain traditional, hierarchical quality: the doctor is in charge; the
patient is there to listen. We can see this in the way that visits to
the doctor usually proceed. The doctor controls the patient inter-
view and rarely leaves time for the patient to voice all of his or her
concerns. 

While this scenario is often followed even today, education and
the Internet have begun changing the doctor-patient relationship.
A few years ago, a fifty-two-year-old pilot went for his annual
physical exam and had his blood checked for prostate-specific
antigen (PSA) levels. Although standard medical texts (and insur-
ance companies) do not endorse using PSA as a screen for prostate
cancer, it is well known that patients with prostate cancer often
have elevated levels of PSA. So when the pilot’s PSA rose from nor-
mal levels of 1.1 and 1.6 in prior years to 3.9, he became con-
cerned. His doctor told him not to worry since the levels still were
within normal limits, but the pilot said he wanted his prostate
gland biopsied. This was done, and a tiny area of malignancy was
found. When it came time to determine what to do about this can-
cer, the pilot was better informed than the doctor. And perhaps not
surprisingly, more recent information indicates that prostate can-
cer is not a rare occurrence even with low levels of PSA; the pilot
was right to be concerned about the change in his levels. As we all
know, medical knowledge is always evolving, for doctors as well
as for patients. What is fact today might not be correct tomorrow. 

Such stories are not unusual in this era of easy access to medical
knowledge. Even though I consider myself an expert in my field,
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it’s not unusual for one of my patients to tell me about a new study
on medically unexplained fatigue or pain about which I was
unaware. Access to information and knowledge empowers the
patient and often makes her more demanding of the doctor, who
is bound to notice. The well-informed patient wants to be treated
more as an equal rather than in the usual role of someone who
asks for advice and then is expected to take it. But despite the
American public’s growing interest in medicine, most elements of
the traditional doctor-patient relationship remain unchanged. For
example, I always address my patients as Mr. or Ms. and never use
their first names. Very often, a patient will ask me to use his or her
first name. Many doctors will do so, but I prefer not to. I explain
to my patients that I can’t use their first names because I wouldn’t
want them to use mine. Strange as it may seem, being Dr. Natelson
carries magic with it that may lead to better outcomes for my
patients than we’d see if I were Benjamin to them. Later in this
book, I’ll explain how positive beliefs can be health enhancing
while negative beliefs can make a sick person sicker.

But even when a physician makes major efforts to understand
the patient’s concerns, beliefs, and opinions about his or her
health—and strives to communicate clearly back to the patient—
it is amazing just how often doctor and patient really are not on
the same page. During my own office visits, the last thing I do is
to go over the plan of treatment with my patient, listening to any
questions or concerns he or she may have and doing everything
possible to make sure that he or she understands how we’ll be
proceeding. I carefully note my recommendations on the
patient’s chart so I can check on his or her progress at the next
office visit. 

But things don’t always go as planned. Although people often
agree to try a medicine or to see a recommended consultant, when
they return to see me I’m often surprised by what they did (or did
not do). Some tell me they either did not try the medicine or took
it only once with horrible side effects, or decided that the consult-
ant I suggested was just too far away for convenience. Of course,
if the patient had called me, I might have been able to intervene
more quickly, perhaps adjusting the dosage of the medication 
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or explaining why a visit to the specialist was so important. 
But regardless, it becomes clear that a disconnect has developed
despite our best attempts to communicate, and the goal at a 
follow-up visit is to fix this. Very often, this means less prescribing
(I leave that for when we’re communicating better), and a greater
effort to understand how the patient copes with his or her illness. 

If a patient decides not to follow my advice, I assume that he or
she wasn’t completely satisfied with the visit. I tell myself I must
work harder to understand how the patient is feeling in order to
get into agreement about how to proceed. So I encourage the
patient to feel empowered and tell me at the end of our time
together if we haven’t covered everything that’s still troubling him
or her. Although this doesn’t always solve the problem, it does
acknowledge that there’s still work to be done, that I’m trying to
understand what my patient is saying, and that the patient, too,
may be trying to reach a clearer understanding of my recommen-
dations and the reasons I reached them. Doctors and patients have
a lot to tell each other, especially when the patient has a clear sense
of his or her symptoms but the doctor hasn’t been able to identify
the signs of a clearly defined disease. It’s important for me to learn
what the patient thinks is causing the problem. Sometimes there is
a huge difference between what I think the patient is thinking and
what’s actually going on in his or her mind. 

None of this may seem revolutionary, but it’s a departure from
the usual relationship between physicians and patients, where the
doctor is in charge and the patient follows “doctor’s orders.” And,
in fact, all of this flies in the face of our medical training, which
teaches us to figure out the patient’s chief complaint as quickly as
possible, so that a diagnosis can reached. How quickly? Amaz-
ingly, one study reported that, on average, doctors listen to their
patients for only eighteen seconds before jumping in and taking
over the direction of the conversation. This means that patients
had better know just what is bothering them, and they had better
communicate it to their doctor very quickly. That’s a lot to ask of
the patient under any circumstance; when the patient is having a
hard time describing the symptoms, it sets up an almost impossi-
ble situation for doctor and patient alike. 
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A number of my patients are veterans of the first Persian Gulf
war, and many of them experience severe, medically unexplained
fatigue. Many of these vets believe they got sick due to some expo-
sure they experienced while on military duty, or perhaps to a vac-
cination they had to have for their military service. Although there
is little evidence to support their beliefs, I don’t tell them they are
wrong, because we may never really know what triggered their ill-
ness. Being dismissive of a vet’s deeply held conviction before our
discussion has really gotten under way is less important than lis-
tening and setting up the groundwork for real two-way communi-
cation. So I don’t worry about cause but instead focus on the
symptoms themselves, remembering that the symptoms are cer-
tainly very real. 

If I took the other tack and simply told the Gulf war veteran
that his or her assumptions were wrong, that first visit would
probably be the last. If the doctor is insensitive to the discrepancy
between his or her take and that of the patient, the doctor will find
the patient uncooperative and perhaps angry, and the patient will
feel as if the doctor does not care or understand why he or she 
is there. Obviously with such a negative experience, the patient
will never return. That’s not what a good doctor wants to have
happen. 

Doctors have begun studying just how well they communicate
with their patients. One study was done on 565 patients who had
general medical examinations, or GMEs, at the famous Mayo
Clinic in Rochester, Minnesota. Although doctors are under a
great deal of pressure to reduce the amount of time they spend
with patients, they usually devote up to an hour to GMEs, since
they are often done on new patients or on patients who haven’t
visited for an extended period. The researchers studied how often
the doctor and the patient agreed on the reason for the office visit.
They found that agreement was high in 80 percent of the visits,
but low in the remaining 20 percent. Three factors were predictive
of poor agreement between patient and doctor: when the patient
was a woman; when the patient had more than one reason for see-
ing the doctor; and when the doctor knew the patient from a pre-
vious visit. If you’re reading this book, chances are you fit into one
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or more of these categories. You can see why finding yourself on
the same page as your doctor and reaching a coherent diagnosis
and treatment plan may have eluded you for so long. 

The Doctor-Patient Disconnect
During a visit, the doctor is looking for simple and straightfor-
ward explanations, but you and your problem may not fall into
that category, and your physician’s training may not help when the
cause is unclear or you’re experiencing more than one problem—
for example, fatigue and pain at the same time. The kinds of prob-
lems that perplex doctors are not uncommon. Complaints like
lower back pain, fatigue, dizziness, and abdominal pain are all
among the top twenty-five reasons that patients set up an appoint-
ment for either an initial physician consultation or an annual
checkup. How does the average doctor deal with patients whose
symptoms are hard to explain?

Unfortunately not too well, and the problem is worse when the
doctor is a man rather than a woman. The doctor will be aware of
an extensive psychiatric literature labeling patients with unex-
plained symptoms as “somatizers” or “hypochondriacs.” We’ll
discuss these labels in more detail later, but they’ve been around
long enough to cause many generalists, family doctors, and
internists to apply them in all too many cases. You see your symp-
toms as real; your doctor looks skeptical and makes a mental note
that you’re a “crock” or a complainer. Your doctor becomes dis-
missive, saying that he can’t find anything wrong with you, that
there is nothing he can do for you, or that your problem is “all in
your head.” He might tell you just to grin and bear it or even refer
you to a psychiatrist. Certainly, he thinks there’s “nothing wrong.”

By dismissing you and, in essence, telling you to take care of
yourself, the doctor is abrogating his job. If you’re like most
patients facing unexplained illness, you’ll respond by becoming
even more anxious to get an answer, so you’ll make another
appointment or decide to find another doctor. This vicious cycle
often continues until you find a doctor who will listen and attend
to your complaints. And what if you can’t? In my experience, it is
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not uncommon to learn that the patient turned toward some form
of alternative medicine—chiropractic, naturopathy, homeopathy,
or the like—to find someone who would listen and try to help. I
will share my thoughts concerning some of these alternatives with
you in chapter 10.

Your original doctor not only hasn’t done his job, he’s risked let-
ting things get worse by leaving you to fend for yourself. That
physician either has no appreciation for how medicine progresses
or for what a doctor’s responsibility really is. And sadly, I see the
roots of this phenomenon all the time when I try to teach these
important lessons to new medical students.

Have you ever heard of dropsy? Don’t be too hard on yourself
if you haven’t. When I make clinical rounds with fourth-year 
medical students—a few short months before they attain their
M.D.’s—I ask them if they’ve ever heard this word. Only the rare
student replies yes. Dropsy, in fact, is a diagnosis never made in the
twenty-first century. But in the eighteenth century, dropsy was a
household word. Whenever a physician saw a patient who had
swelling in the feet and lower legs and whose breath gave out after
minimal exertion, he would make the diagnosis of dropsy. Then,
in the middle of the eighteenth century, British physicians started
doing autopsies and learned that diseases in many organs could
produce the same set of signs and symptoms. Although the name
“dropsy” didn’t disappear from medical textbooks overnight,
eventually laboratory tests were developed to pinpoint the actual
causes of disease in different organs. Blood tests identified kidney
and liver disease, and X-rays heart disease. Patients with sick
hearts that could not pump adequately often had swelling of the
legs and complained of shortness of breath when they walked.
What had once been labeled “dropsy” could now be attributed 
to congestive heart failure or some other specific disease. 
So dropsy became a quaint term from yesteryear. Today we know
the myriad things that can lead to a failing heart: infection, coro-
nary artery disease, toxins, and so on. The challenge for tomor-
row’s researchers is to understand the causative factors in order
to identify an “etiologic disease entity”: a definite disease with a
definite cause.
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Sometimes when we don’t yet understand the direct cause of a
certain set of symptoms, we nonetheless realize that the same
symptoms repeat themselves over and over in thousands of
patients. We call these identifiable sets of symptoms “syndromes.”
Fibromyalgia, one of the conditions we’ll look at in this book, is a
syndrome. Giving a name to a set of symptoms is a major step for-
ward for two reasons: it stops the patient’s search for a diagnosis
while providing a framework for research, even though we don’t
yet know enough about its causes to make a definitive judgment
(although, as we’ll see later in this book, we’re beginning to know
a lot more). It’s safe to say, though, that when no biomedical
marker exists for a syndrome, doctors are sometimes too willing to
attribute it to psychological factors.

A splendid example of this phenomenon is a syndrome called
torsion dystonia. This illness, which occurs predominantly in
Ashkenazic Jews, causes certain muscle groups to twist into weird-
appearing shapes, causing odd, disabling movements. In the 
heyday of psychoanalysis, patients with torsion dystonia received
hundreds of sessions of intensive psychoanalysis with no positive
results. Their symptoms failed to lessen. With more intensive
scrutiny, researchers learned that torsion dystonia occurred in
population groups besides Ashkenazic Jews. Although no bio-
medical marker was ever discovered to diagnose this disorder,
medical progress was finally able to identify an irregular genetic
mechanism for this abnormality that was passed from parents to
children. 

Similarly, when I was a medical student, schizophrenia was
thought to be a psychological disorder. Slowly the pendulum of
medical opinion has swung to the other extreme: although there is
no specific diagnostic test for schizophrenia, the illness is thought
to be due to a disease of the brain, and patients with schizophre-
nia of long duration are known to develop evidence of chronic
brain disease in the form of loss of brain tissue, or atrophy. Using
advanced computer techniques, researchers at the University of
Pennsylvania are developing methods to add up these defects to an
actual diagnosis. Even migraine headaches are a syndrome. We
don’t know what causes them, although we’ve begun to identify
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more of their characteristics. But at least we’ve learned enough to
develop drugs that can nip a migraine attack in the bud. 

When medicines that don’t affect psychiatric status achieve pos-
itive results in an illness, physicians can see that the symptoms are
not “all in your head.” Instead, physical abnormalities must be mak-
ing the patient ill, without necessarily providing the concrete signs
that would enable a doctor to diagnose a specific disease. So the
“crock” patient is not a crock. The illness isn’t made up, but really
exists—just not in a form with which doctors are comfortable.

In time, the medical profession should come to understand more
of these hard-to-diagnose syndromes, providing a template for
medically unexplained illness: chronic fatigue syndrome (CFS),
fibromyalgia (FM), irritable bowel syndrome (IBS), and others.
For some people the cause may be psychological, but not for oth-
ers. And regardless of what is causing these ailments, people with
these symptoms will still be suffering and in need of treatment. As
I will make clear throughout this book, helping patients deal with
suffering is the job of the doctor.

How Medicine Is Organized

So let’s return to the doctor-patient disconnect: the idea that your
physician’s preconceived notions may be getting in the way of his
or her ability to treat you. Unlike surgeons—who are trained to
carry out specific procedures that cure people (or, at least, dramat-
ically reverse a disease)—most physicians aren’t procedure-driven
but patient-driven. Their job is to identify and understand the
problems affecting the health of their patients and then help both
the patient and the patient’s family cope with the problem. The
number of diseases that a physician can cure remains terribly
small, limited for the most part to infections, vitamin deficiencies,
and the rare cancer. Thus instead of curing, the physician must be
satisfied with caring, and with reducing the suffering and loss of
quality of life produced by a patient’s symptoms. Your job as a
patient is to find a physician who understands that this is his or her
job. Such a physician will not reject you because you are “diffi-
cult” or because he or she does not understand your problem.
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Finding such a doctor is not simple, however. The doctor with
a new MD degree may be initially idealistic and understand the
nature of the job. But life intervenes. The doctor finds the demands
on time to be so great that he or she can’t “afford” the time to lis-
ten to patients. And those demands are only getting worse, since
the medical practice is now managed by businesspeople who
require delivery of more services in less time. In today’s environ-
ment, even many idealistic young doctors begin to prefer “easy”
patients to “difficult” ones. I’ve seen this unfortunate transforma-
tion in some of my younger colleagues. 

Part of my practice has to do with clinical immunology, and I
have tried repeatedly over the years to enlist a colleague—a tal-
ented allergist and clinical immunologist—to join me in my prac-
tice. He says, “Why would I want to do that? Your patients are
really hard!” In contrast, his are easy. A twenty-eight-year-old
woman with horrible hay fever comes into his office with her nose
stuffed and her eyes teary. In ten minutes my friend can arrive at a
diagnosis and recommend treatment. In two days, the patient is
completely free of symptoms. Contrast that clinical anecdote with
the forty-four-year-old woman who comes to her doctor com-
plaining of horrible fatigue. When all the lab tests come back nor-
mal, her doctor is stuck. Yes, he can continue to do tests, but these
could all turn out to be normal. Instead, he tries to send her on her
way, even though he knows he’s failed to deliver for his patient.
Failure is always uncomfortable, and so it is easy to understand
why this doctor might not want to see this patient again. 

Remember the Mayo Clinic study we discussed earlier? What it
really tells us is that “complicated” patients aren’t all that unusual.
Yes, 80 percent of the patients evaluated reported that they and
their doctors agreed on the reasons for the office visit. But what
about the remaining 20 percent? One recent medical paper con-
cluded that a critically important task for twenty-first-century
internists is to actively take on the health concerns of such patients
and to be aware that in some clinics—especially those dealing with
neurological and gynecological problems—caring for these com-
plicated patients “constitutes the majority of the work.” It is about
them that I lecture my students. Doctors have not gone to medical

You,  Your Symptoms,  and Your Doctor 19



school to diagnose and treat only sore throats or mild hyperten-
sion. Their own physicians’ assistants can easily do this, with far
less training. We doctors have learned all the material we have
been taught so that we can take on difficult problems: operate on
the brain tumor that looks like a killer and help the patient who
has illness but not disease.

So what happens to you when you are in the doctor’s office? If
you find yourself speaking to a physician who either doesn’t listen
or cuts you off after listening for only a few seconds, you too have
seen a symptom: your doctor is exhibiting what I call the three
Bs—brash, boorish, and overbearing. This doctor will not be of
much help to you. 

Finding the appropriate doctor is often difficult, but you have the
right to a physician who listens, takes you seriously, and tries to
help. For whom should you look? For starters, try to find a doctor
trained in family practice. These doctors are the closest to the gen-
eral practitioners of yesterday. In contrast to specialists who have to
be expert in a tiny part of the body, the family practitioner is a gen-
eralist and has extensive training in marrying the principles of psy-
chiatry to those of medicine. The broad training of such doctors
makes it less likely that you’ll find yourself cut off in midsentence
as you describe your symptoms. 

Another way to reduce the chances of getting a doctor with the
three Bs is to turn to a female physician. It’s actually been shown
that male doctors tend to be more dismissive of unexplained symp-
toms than female doctors. We did an early study in which patients
with CFS reported feeling stigmatized by male doctors more so than
by female doctors. In addition, female physicians are usually better
listeners than their male colleagues. Moreover, female doctors are
much less dismissive of complaints when test results come back neg-
ative. So a female family practitioner could be the best bet for some-
one who has symptoms for which the doctor can find no cause.

Finding a sympathetic and caring female physician, however, is
partly a matter of geography. California has the highest percentage
of female physicians—12 percent of the country’s total. After Cal-
ifornia, there are seven states with high numbers of female physi-
cians—New York, Texas, Illinois, Pennsylvania, Massachusetts,
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Florida, and New Jersey. Female physicians in those states make
up an additional 39 percent of the total for the entire country. So
if you live in one of these eight states, you may have an easier time
finding a female physician than you’d have in one of the other
forty-two states. But with more and more women entering medical
school, these numbers will improve in the near future.

I’ve laid out some of the reasons for doctors’ inability or unwill-
ingness to communicate not to scare you, but to show you why
you need to be careful not to fall through the cracks of orthodox
medicine. If you already find yourself in this situation, I hope
you’ll see that your frustrations do make sense and shouldn’t be
dismissed. Understanding the reasons why these cracks exist
should empower you to find a doctor who can help you with your
health problems. And understanding what modern medicine
knows about these syndromes—clinical disease entities character-
ized by widespread pain, bone-crushing fatigue, and difficulty with
attention and concentration—should help you cope better, too.

Tips on Choosing a Doctor 

A couple of things will naturally help you communicate with your
doctor. If you have been seeing the same doctor for a period of
time, you will have developed a relationship. That helps. The
opposite of this is going to an emergency room or to an urgicare
center (“doc-in-a-box”). These doctors do not have time to take
care of anyone who has an illness more complicated than a sore
throat or a sprained ankle. Doctors in academic centers often have
surprisingly large amounts of time to devote, especially to people
with complicated or hard-to-diagnose disorders. So if you have
been ignored by one doctor too many, try to find a doctor in a
medical school. And again, you will probably feel more comfort-
able with a female doctor. 

Where Do We Go Next?

Up to this point, I just wanted to set the stage and give you some
answers to why you have felt so frustrated in trying to find out
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why you feel so lousy. The major thing I have done thus far is to
give you some ground rules to help you find a doctor who does not
have the three Bs. Some of you may have gotten to the end of this
chapter and are thinking: “But I’ve looked all over for a doctor
who will help me, and I’ve had no success.” What then? Well,
basically, that’s the rest of this book. 

In the first part of this book, I am going to show you how I take
care of a patient new to my practice. First I listen, then I think
about that specific patient’s story. Then I do a set of diagnostic
tests that I will detail for you in the next chapter. The results of
that testing allow me to make a diagnosis, usually a syndrome.
Just getting a diagnosis is often a relief. No more “nothing
wrong.” But it is not just the need for a diagnosis that drives many
to keep searching; it is the relief that comes with being listened to
and being understood.

Let me be clear: I don’t want you to act as your own doctor, but
I do want you to be informed. Furthermore, I want you to under-
stand the best of what is available for you and your symptoms. My
goal is to lay out a strategy for wellness that you can share with
your doctor.
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We’re taught to believe that doctors have all the answers, so
it often comes as an unpleasant surprise when the opposite

proves to be the case. Doctors are trained to know a lot, but there
is often a lot they don’t know, as in cases where your doctor can’t
figure out the basis of your medical problem. So it’s important for
you to understand the way doctors deal with not knowing. In this
chapter, I want to give you a good sense of what’s really going on
in your doctor’s mind when you go to his or her office asking for
help. I want you to understand how a doctor thinks after you have
told him your story. This may give you a better sense of how you
can present your symptoms effectively, and also of what you can
and should expect from your doctor.

Almost like a detective, your doctor hunts for clues that point to
a diagnosis and picks up clues from two sources:

• The story you tell about your illness: how it started, what it
looks or feels like (your symptoms), what makes it better, 
and what makes it worse. Doctors call this information the 
history.

• A physical examination, organized to find bodily abnormali-
ties or signs that point to a diagnosis.

2

Tests You Should Expect 
and Why
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The combination of specific symptoms and signs add up to diag-
nostic possibilities in the doctor’s head, and he or she will then
order laboratory tests in an effort to confirm the diagnosis. 

When things add up, the doctor is on the case. Here’s an exam-
ple of how this works. Say you come into the doctor’s office com-
plaining of feeling feverish and having a bad cough. On physical
examination, the doctor finds that you have a temperature of 102
degrees, and hears crackles—evidence of infection—when listening
to your lungs with the stethoscope. That combination of symp-
toms and signs points to the diagnosis of pneumonia. To confirm
this diagnostic impression, the doctor orders a chest X-ray, which
will show distinct abnormalities in the lung if he or she is right.

So the symptoms you report, plus the signs the doctor finds, add
up to a diagnosis. But sometimes this simple equation cannot be
followed, and that’s when problems arise. Let’s look at another
example. You’d been feeling perfectly well, when you suddenly
experienced five days of horrible diarrhea, with bad nausea and a
fever. Eventually the fever went away, but you’re left with pain in
your abdomen and diarrhea that continues to come and go. Over-
the-counter medicines haven’t helped much, and now you’ve
turned to your physician.

Your doctor listens to the story of your illness and does a physical
examination. Unfortunately, all the doctor can find is some tender-
ness in your abdomen and it’s not in any specific spot, so it’s not help-
ful in the diagnosis. He or she tests your urine and blood to check for
infection, and, finding nothing wrong, orders an X-ray of your
abdomen. But the X-ray doesn’t turn up any problems either. Your
doctor is stumped. There’s only one apparent sign that something is
wrong—the tenderness in your abdomen. As far as the tests are con-
cerned, you ought to be feeling fine, which you obviously aren’t.

And often, there is not even one single sign, just your symptoms.
Remember Sarah Jones, the woman I described in chapter 1?
That’s exactly what happened in her case. She’d been feeling well
and then suddenly came down with a flulike illness that simply
never went away, leaving her fatigued and with a continuing sick
feeling. On examination, Mrs. Jones’s first doctor found nothing
seriously wrong, just a slightly red throat that was too common a
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sign to help her solve the diagnostic equation. Because so many ill-
nesses can produce fatigue and a sense of feeling ill, the doctor
turned to the laboratory. With just a few tubes of blood, she was
able to evaluate and then eliminate most of the medically known
causes of fatigue and malaise. 

Obviously, Mrs. Jones’s case was going to take more investiga-
tion (and thought) to solve. Also obviously, the results of tried-
and-true medical procedures and reliable tests weren’t going to
provide the answers she or her doctor needed. Without effective
communication between Mrs. Jones and her physician, however,
she might have felt almost as badly about the care she was receiv-
ing as she did physically. 

Doctors don’t always think to go into great detail when describ-
ing why they order certain tests and what it means when these
tests fail to provide answers—information that, as it happens,
proved crucial to solving Mrs. Jones’s case and allaying her fears.
So it’s worth pausing to look at the five most common test “pan-
els” doctors order. You’re probably going to have these tests done
on yourself and have perhaps taken some of them already. These
panels look for alterations in blood cells, abnormalities in the
function of the major organs, abnormalities in the function of the
thyroid gland, evidence of some sort of infection, and rheumato-
logical disease. Let’s look at each of them briefly.

Common Tests for the Causes of Fatigue

If you’ve watched medical dramas like ER on television, you’ve
probably heard of the CBC, or complete blood count. This test
provides information about two major causes of fatigue: alter-
ations in the quantities of red and white blood cells. When the
number of red blood cells is low, the patient is said to be anemic
(quite common); when the red cell count is high, the patient is said
to be polycythemic (not too common). The job of red blood cells
is to carry oxygen throughout the body to allow bodily function to
work normally. When the numbers of these cells decline, fatigue
sets in quickly, especially after you exert yourself. If you’ve ever
flown from a low-altitude city like New York or Los Angeles to a
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very high one like Denver or Salt Lake City, you may have experi-
enced symptoms similar to anemia. With oxygen so thin in these
“mile-high” cities, your normal complement of red blood cells is
inadequate to supply your body with all the oxygen you need.
Unless you take time to get acclimated to your new, higher alti-
tude, with any physical exertion at all you’ll quickly experience
such symptoms as fatigue, insomnia, headache, and even shortness
of breath. But if you stay at high altitude for a day or two, your
body starts responding to the altitude stress by making more red
blood cells (so much so that some people living at high altitudes
have mild polycythemia). Now your organs can get the oxygen
they need to keep you going at your usual pace, and your symp-
toms will disappear, leaving you feeling normal again. 

Imagine feeling these symptoms, though, in your regular, low-
altitude life, without climbing a mountain or running a marathon,
and you’ll have some idea of what it feels like to be anemic. A
woman named Hannah Herrington came to me with exactly this
problem—her red blood cell count was only about half of normal.
Further tests revealed evidence of an autoimmune disorder. For
unknown reasons, Mrs. Herrington’s body was making substances
called antibodies that targeted and killed her red cells. Her anemia
was clearly the cause for the horrible fatigue she reported having.

Mrs. Herrington’s doctor sent her to a hematologist (a blood
doctor). He said that he thought she had systemic lupus erythe-
matosis and sent her to a rheumatologist because he did not take
care of patients with lupus. The rheumatologist disagreed that she
had lupus but offered no further suggestions. Mrs. Herrington was
still fatigued, and her red blood cell count was still too low. Even
though she clearly had a serious medical problem, her doctors let
her fall between the cracks, and of course Mrs. Herrington’s orig-
inal complaint of fatigue remained exactly the same. When she
showed up at my office, I immediately understood the cause of her
fatigue and realized she was in my office due to the failure of her
specialists to take charge of her and her illness. So I called her fam-
ily doctor and suggested that she at least treat Mrs. Herrington’s
symptoms until her other doctors sorted out who would do what.
They gave her a blood transfusion, and the fatigue was immedi-
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ately gone. The family doctor realized that the medical profession
had not been doing Mrs. Herrington a service and made sure this
would not happen again in the future.

In contrast to red blood cells, your white blood cells provide
information about infection. When the number of these cells is
high, and the person has a fever, the doctor can infer that a bacte-
rial infection exists. When the number of these cells is low and the
person has a fever, the doctor can infer that a viral infection exists.
In both these conditions, feeling fatigued and sick are the most
common patient complaints.

The second blood panel provides information on a number of
different factors that can produce fatigue: the amount of salts in
the blood (sodium, potassium, and calcium) and how the liver and
the kidneys are working. When the liver fails, it cannot dispose of
the bile in your bloodstream, and your eyes and eventually your
skin turn yellow, or jaundiced. Jaundice is a sign of a sick liver, but
less severe liver problems can make themselves evident by causing
fatigue.

The third common set of blood tests evaluates how well the thy-
roid gland is working. The thyroid, found at the base of the neck,
secretes hormones that help regulate the body’s metabolism. When
the gland fails, the person becomes sensitive to cold, develops 
easy fatigability, and experiences changes in the texture and the 
thickness of the skin. This condition is called hypothyroidism. The
opposite, hyperthyroidism, occurs when the gland is overactive,
causing the patient to feel jittery and tremulous.

The next set of tests checks for hidden infection. In the north-
eastern United States, where I practice, Lyme disease is a common
infection that can cause fatigue, and it can progress to be a major
problem when doctors don’t consider it. Lyme (named for the
Connecticut town where it was first discovered) comes from the
bite of a tiny form of deer tick and can now be easily diagnosed by
a blood test. Some people will remember having one of Lyme’s tell-
tale signs—a bull’s-eye-shaped skin rash—after spending some
time out of doors. But many others never notice this common sign;
in relatively rare cases, they may not realize they’re sick until they
begin to feel tired all the time. 
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In fact, Lyme disease proved to be the diagnosis in the case of
Sarah Jones, the patient I introduced in the last chapter. When I
asked Mrs. Jones about herself, she told me she spent all of her
summers on Fire Island, a narrow sandbar off the coast of New
York’s Long Island. Fire Island is right in the middle of the “Lyme
Belt,” an area of the United States that’s filled with deer (and the
ticks they carry) and extends from the Northeast to Michigan.
Somehow her doctor had not considered Lyme in evaluating her.
Once Mrs. Jones’s blood test came back positive for Lyme disease,
antibiotic treatment quickly cured her fatigue. If only her first doc-
tor had thought to ask her how she spent her free time, he or she
might have gotten to the bottom of Mrs. Jones’s “unexplained” ill-
ness easily. Tests can do a lot, but communication is also impor-
tant. One warning, though: some doctors treat patients with
complaints of fatigue and achiness for Lyme, even when there is no
convincing evidence the patients have that infection. High doses of
antibiotics, given for long periods of time, often have dangerous
side effects. I never take this course of action unless I am convinced
active Lyme infection exists.

In some cases, HIV, the virus that causes AIDS, can be a cause
of unexplained fatigue. Fortunately, more regular awareness and
early testing for this syndrome in recent years has reduced the
number of cases where fatigue shows up prior to a diagnosis. Test-
ing for AIDS is essential except when an individual has absolutely
no risk factors for becoming infected: having no sexual relations at
all; being a lesbian, who is at greatly reduced risk; and having no
possible exposure to blood products. 

Finally, hepatitis C can produce fatigue in the absence of any
signs of liver disease. Like HIV, this virus is transmitted through
blood and other bodily fluids. The time between infection with the
HIV virus and the development of symptoms is often quite short;
in contrast, many years can go by between the time of hepatitis C
infection and the onset of symptoms. Therefore, it’s a good idea
for your doctor to test for this infectious agent if you’ve recently
experienced the onset of fatigue, but the test is also warranted if
your problem is widespread pain instead. And the test becomes a
must when blood tests for liver function are at all abnormal.
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The following list lays out my approach to diagnostic testing for
patients with long-duration complaints of fatigue, pain, or both.

• Blood Tests on Everyone (in alphabetic order)
Antinuclear antibody (ANA) and rheumatoid factor (RF)
C-reactive protein and erythrocyte (red blood cell) sedi-

mentation rate (ESR)
Creatine phosphokinase (CPK)
Complete blood count with differential
Hepatitis C antibodies
HIV antibody
Liver function tests including SGGT, an enzyme used to

diagnose liver disease
C6 Lyme Elisa with Western Blot if positive
TSH/free T4/T3 (if TSH is above the average normal value)
Antithyroglobulin and antithyroid peroxidase antibodies
Serum protein electrophoresis and immunoelectrophoresis

• Blood Tests on People with Unexplained Pain
Anti-extractable nuclear antigen antibodies (anti-ENAs)
Anti-DNA antibody
Sjögren’s antibodies
Tissue plasminogen (for people with abdominal pain)

• Blood Tests on People with Fatigue and Definite Elevations in
Body Temperature

Antibodies against Epstein-Barr early antigen; if positive,
do polymerase chain reaction (PCR)

Antibodies against parvovirus (B-19); if positive, do PCR
Antibodies against cytomegalovirus; if positive, do PCR
Antibodies against human herpes virus 6; if positive, do PCR

• Tests on People with CFS, Excessive Sleep, and/or Objective
Neuropsychological Deficit

Brain MRI
Lumbar puncture

Next, several blood tests (ANA and RF) are done to diagnose
the presence of either rheumatoid arthritis (RA) or systemic lupus

Tests  You Should Expect  and Why 29



erythematosis (SLE). While not diagnostic, finding an elevated
ESR or C-reactive protein can point to the existence of these
autoimmune illnesses. These are diseases in which the body’s
immune system mistakenly attacks itself. They occur more often in
women than in men—two and a half and six times more often,
respectively. And there is an overlap between autoimmune diseases
and medically unexplained fatigue or pain. Fibromyalgia (FM)
occurs much more often in patients with RA or SLE than would
otherwise happen by chance. And one very common autoimmune
disease called Hashimoto’s thyroiditis—an illness that attacks the
thyroid—occurs nearly twice as often in women with fibromyalgia
than in otherwise healthy women. The fact that Hashimoto’s
occurs ten times more frequently in women than in men explains
why low thyroid function is much more common in women than
in men. And, importantly, on rare occasions Hashimoto’s can
attack the brain independently of attacking the thyroid. While
such an autoimmune attack is usually devastating, causing weak-
ness on one side of the body, seizures, or even coma, milder attacks
could produce fatigue and brain fog. So I add tests for thyroid
autoantibodies to my panel to rule out Hashimoto’s. A positive
result here will lead me either to a treatment for autoimmune dis-
ease or a referral to a colleague expert in these illnesses.

Mrs. Herrington, the patient with the low red blood cell count,
clearly had an autoimmune disease attacking her blood cells. In
the early stage of RA and SLE, fatigue can be a primary symptom.
If your primary physician suspects either of these autoimmune dis-
eases, he or she is likely to refer you to a rheumatologist, an expert
in joints and ailments involving the ligaments that attach the joints
to your muscles.

The only other test I order in my initial evaluation of a patient
with severe fatigue or widespread bodily pain is one that measures
creatine phosphokinase (CPK). CPK is an enzyme involved in the
normal functioning of your muscles, brain, and heart. Your CPK
levels can increase when you exercise vigorously, because vigorous
exercise produces some muscle damage, and this damage releases
CPK. This mild muscle damage explains why your muscles ache
after the first day of skiing, for example. CPK levels can also
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increase when your muscles are injured by an autoimmune disease
called myositis, which can produce muscle achiness, weakness,
and fatigue. I’m looking for myositis when I order this test.

Although one could do $10,000 worth of blood tests to evalu-
ate a person for fatigue, the tests I have discussed to this point rule
out its most common causes. Anemia and a poorly functioning
thyroid head this list. If you complain to your doctor of pain or
fatigue, he or she may or may not order all of the blood tests I
have discussed to this point. But the doctor should. Getting results
from all of these tests is the first step for me in the process of rul-
ing out known causes of fatigue or pain.

When the Usual Tests Are Negative 

After you have had blood testing, you will return to your doctor
for a follow-up appointment to go over the results. If one or more
of your tests is positive (meaning that it confirmed an abnormal-
ity), your doctor should explain what the result means and how he
or she intends to proceed next. If, for example, a thyroid test
reveals that your thyroid gland isn’t working at normal levels,
your doctor will tell you the diagnosis is hypothyroidism. He or
she can then start you on thyroid supplements, and your symp-
toms should lessen over time and then disappear. 

But what if the results of all of your blood tests are negative,
meaning they show that everything is “normal”? The tests we’ve
already discussed can be used to rule out the most common dis-
eases producing fatigue or pain. But favorable results on all of
them don’t mean that there’s nothing wrong with you, or that your
symptoms are on the verge of simply vanishing. As you now know,
each of the five panels I’ve described here is very specific. If they
are positive, they are important; if they are negative, the questions
of diagnosis and cause of illness remain unanswered. 

So when all of the usual tests show that everything is normal, and
my patient still has fatigue or pain, I then order tests for some less
common disorders that can produce these two conditions. Your
doctor probably will not do these additional tests unless he or she
has had a continuing education course on evaluating patients for
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symptoms with no obvious medical cause. (Of course, if you ask
your doctor to read this chapter, he or she will be more up to date.)

Sjögren’s Syndrome or Sjögren’s Disease

One of the less common diseases I look for is another rheumato-
logical ailment, Sjögren’s Syndrome, which occurs ten times more
often in women than in men. The syndrome is characterized by
dry eyes and dry mouth, which doctors call sicca, and these symp-
toms are often accompanied by severe fatigue and achiness. Some
people with Sjögren’s can have other serious problems throughout
their bodies, much like people with SLE. These people clearly have
an autoimmune disease.

The cause of sicca is usually an autoimmune attack on the
body’s salivary and tear-producing glands. The diagnosis of Sjö-
gren’s Disease (instead of merely Sjögren’s Syndrome) is made
when doctors either find antibodies circulating in the blood
directed to destroying these glands or when microscopic examina-
tion of these glands following a biopsy turns up evidence of their
destruction by immune cells. A biopsy of a minor salivary gland is
accomplished by making a small incision in the inside of the lower
lip and removing one of the many bead-sized salivary glands found
just under the surface of the lip in that location. Because doctors
do not often send their patients for these biopsies and because
most patients with complaints of dry eyes and dry mouth do not
have Sjögren’s antibodies, Sjögren’s Syndrome is much more com-
monly diagnosed than Sjögren’s Disease. 

Over time, I realized that many of my patients with chronic
fatigue were also complaining of dry eyes and dry mouth. I won-
dered whether they might have Sjögren’s Disease, even though their
blood tests didn’t show Sjögren’s antibodies. So I did minor sali-
vary gland biopsies (also known as lip biopsies) on a group of my
patients who complained of severe fatigue and achiness as well as
on a group of healthy comparison people. Since the bottom line for
diagnosis of Sjögren’s Disease is evidence of immune cell destruc-
tion of minor salivary glands, I took that as the critical end result.

The results were very important and should bolster the confi-
dence of anyone who’s ever been told that the chronic fatigue she
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feels was all in her head. That’s because my tests showed that at
least some patients who complain of chronic fatigue have clearly
identifiable physical differences on lip biopsy from those of
healthy patients. Specifically, a careful microscopic evaluation
revealed that a third of my patients with chronic fatigue showed
immune cell attack of some of their salivary glands. Why is this
study so important? Two conclusions provide the answer: Quite a
few patients with severe, medically unexplained fatigue and sicca
have undiagnosed Sjögren’s Disease, an autoimmune disease, as
the cause of their problem. This finding plus the fact that
Hashimoto’s thyroiditis, another autoimmune disease, is twice as
common in FM patients than in otherwise healthy people makes
the point that some patients with medically unexplained fatigue
and pain may have an autoimmune disease causing their symp-
toms despite negative blood tests for autoimmunity. A second con-
clusion is that fatigue is a common problem in Sjögren’s
Syndrome—where patients come to the doctor with the major
complaint of dry eyes and mouth. 

Thanks to these findings, I now always ask my patients about
dry eyes or mouth. When patients report that they have to use eye-
drops frequently and always need to have a drink nearby because
of dry mouth, I send them to a cornea specialist who can measure
tear production in the eyes (called a Schirmer’s test). While dry eyes
are a symptom, low tear production is a sign that allows the oph-
thalmologist to confirm and actually quantify the symptom. If tear
production is low, I send patients for a lip biopsy. And if the biopsy
is positive, I ask them to see a rheumatologist. The rheumatologist
and I can then work together to help the patient feel better. This
may seem like a lot to go through to get to the bottom of chronic
fatigue, but it’s obviously worth it. From my point of view, it is the
doctor’s job to walk down this path with you in order to identify
any potentially treatable medical causes of your symptoms. 

Multiple Sclerosis

Another cause of fatigue is early multiple sclerosis (MS). MS is an
autoimmune disease of the brain and spinal cord. Like the other
autoimmune diseases, it affects women more often than men—

Tests  You Should Expect  and Why 33



twice as often, in fact. Prior to the development of brain magnetic
resonance imaging (the well-known test usually called an MRI),
MS was diagnosed only if a person had at least two episodes of
totally different neurological dysfunction separated in time from
each other. The symptom in one episode might be weakness or
numbness on one side of the body, while the other episode might
involve an experience of double vision due to weakness in the
nerves of an eye. But brain MRI has made diagnosing MS simpler.
Now a doctor looks at an image that shows the brain from front to
back and side to side. If someone has one attack but an MRI show-
ing brain abnormalities that come and go over time, the diagnosis
of MS will come earlier than in the past. This is important because
new treatments exist for MS to greatly slow its progression.

The good news is that MS is uncommon in patients who have
no complaint other than fatigue; however, over the years I have
diagnosed MS in several women whose doctors had found no
obvious cause for their fatigue. I image the brain of any patient
whose history suggests past neurological signs; these might include
weakness or numbness on one side of the body, an episode of
blindness in an eye, or double vision. I also image the brain of a
patient who has to sleep at least twelve hours or more a night, a
condition called hypersomnia that suggests underlying brain dis-
ease. I’ll talk more about hypersomnia later in this chapter.

Blood Disorders

Rarely, certain malignancies of the blood can result in feelings of
fatigue, even though a complete blood count shows no abnormal-
ities. Two tests that can identify some of these malignancies are a
serum protein electrophoresis, or SPEP, and an immunoelec-
trophoresis, or IEP. The first test provides information on the
amount of blood immunoglobulins in your system; these consti-
tute the body’s antibodies. A much more common test result than
the possibility of malignancy, in my experience, is the finding of
minor increases or decreases in these substances in people with
severe and long-lasting fatigue or pain. Sometimes deficiencies in
immunoglobulins—especially in several of the components com-
prising immunoglobulin-G—can predispose people to repeated
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infections. If laboratory testing can confirm this subclass defi-
ciency, then treatment by immunoglobulin injections may help.
But this disorder is not common. 

The SPEP provides the doctor information about the amount of
each of the three immunoglobulins (A, G, and M) in the blood. IEP,
on the other hand, provides the doctor more detail about the consti-
tution of each of the immunoglobulins. The resulting graph shows a
picture characterized by smooth increases and decreases. In rare
cases, there will be a sharp spike, which is abnormal and could be a
sign of multiple myeloma, a blood malignancy. When I see such a
spike, I send the patient to a hematologist for further testing. Fortu-
nately, none of my patients with these spikes has had a malignancy.
The diagnosis they then receive is benign monoclonal gammopathy
(BMG). BMG is not thought to produce any symptoms, but patients
with this diagnosis need to be followed over time by a hematologist
because some do go on to develop multiple myeloma.

About 40 percent of patients I see report that their illness
started suddenly after they contracted a bad flulike viral illness. By
the time I see these patients, they usually no longer have any evi-
dence of infection. But a small percentage of patients that I care for
do continue to have some evidence of infection: temperatures of
over 100 degrees, abnormal white blood cell counts, or enlarged
lymph nodes. You’re probably familiar with these nodes even if
you didn’t know what they are. Usually, at the same time you
experience a very bad sore throat, you’ll also feel tender lumps in
your neck. These are lymph nodes, and they’re enlarged because,
as part of your immune system, they’re actively trying to respond
to the throat infection. When I find objective evidence of an ongo-
ing infection, I usually check the blood for evidence of viral infec-
tion by one of the herpes viruses.

Herpes and Epstein-Barr Virus

Several of the herpes viruses are responsible for causing infectious
mononucleosis, an illness usually seen in adolescents and character-
ized by a fever, a bad sore throat with swollen glands, and severe
fatigue. Nearly 10 percent of people who get mono still have symp-
toms of “postinfectious fatigue” six months later. The relation
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between bad viral infection and long-lasting illness led to the idea
that patients might have chronic mononucleosis. Because a major
cause of mono is infection with the Epstein-Barr virus (EBV), doc-
tors inferred that EBV was the cause of chronic fatigue. So in the
1980s, doctors tested for this virus and frequently found their
patients to be positive. This result led many of them to believe that
their patients had what they called chronic Epstein-Barr infection.
Doctors began to order EBV tests in any patient with chronic
fatigue, even if they had no evidence of infection. Their line of
thinking was encouraged when the tests came back positive.

But there’s a problem: just about everyone is found to be positive
for most of the tests for EBV. I am, and you probably are, too; so
are the tests of a huge number of people who are in good health.
People usually get an Epstein-Barr infection in childhood, where it
looks like one of the many viruses a kid gets. The infection is only
dramatic when an adolescent or an adult gets it. Researchers study-
ing EBV have found that people who seemed to have “chronic
mono” actually showed similar EBV tests to perfectly healthy peo-
ple for the most part. So today, the idea of chronic EBV infection
is disappearing, although I still get patients with chronic fatigue
who have been told they have chronic EBV infection. I’ll have more
to say about this issue later in this chapter.

Another problem that led to confusion was the nature of the test
itself. When a foreign agent like the EB virus attacks the body, the
body responds by making antibodies to kill the virus and remove
its remains. Some of these antibodies, specifically those against the
virus’s surface or capsid, remain in the body forever so their levels
can be high, even in healthy people who had the virus as children
whether they knew it or not. So testing for these antibodies isn’t a
very useful way to assess a patient with chronic fatigue and prior
evidence of infection. In contrast, it does make sense to test for
antibodies against the EBV’s early antigen (EA), a material
released by the virus when it is active and replicating. High anti-
body levels against the EBV EA does suggest a new or “reacti-
vated” infection. Unfortunately, today most labs just tell the
doctor if the antibody level is positive or not. This is not very help-
ful since this test can be positive in healthy people.
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I mention reactivated viruses because some viruses never go
away, even after your body fights off the symptoms they produce.
They merely go into hiding, a condition that virologists call
“going latent.” Herpes viruses are one of the best-known classes
of virus that cause chronic infection. The cold sore is the most
common sign of activity of one herpes virus, herpes simplex
(HSV). The first infection usually occurs in childhood as a gener-
alized viral illness with a fever, malaise, and achiness—the usual
symptoms kids get. Although these symptoms quickly go away,
the virus becomes latent in a branch of the nerve that carries feel-
ing from around the mouth. Current understanding is that the
body’s immune system works effectively to hold the virus back
from actively reproducing and causing symptoms of infection.
For some but not all people, the virus can occasionally become
reactivated. Then these people will develop a new cold sore. A
doctor can actually culture active herpes simplex virus from one
of these sores. 

As you might imagine, researchers are interested in which fac-
tors make some people susceptible to repeat infections. The major
factor is immune dysregulation, which can result from a number
of causes. Stress is high among them; it makes the body act as if
the immune system were working on only two cylinders. With the
system compromised, the virus can become active again, and the
patient may experience a new cold sore. With a disease like AIDS,
where the immune system is partially destroyed, cold sores are
often a major problem.

AIDS patients can become quite sick with reactivated EBV. And
rarely, patients without AIDS can actually develop chronic active
EBV infection. In all of these patients, active virus can usually be
found, and antibodies against early antigen can be found at high
levels. In contrast to people with chronic fatigue, these patients are
usually extremely sick, with evidence of disease in the liver, lungs,
or eyes. It’s important to know that people with chronic fatigue
rarely have very elevated levels of antibodies against early anti-
gen—results that would, indeed, suggest chronic EBV infection.
And, in my experience, even if that test is inconclusive, a more sen-
sitive test that looks for the virus itself (known as the polymerase
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chain reaction, or PCR), rather than for antibodies reacting to its
presence, has never been positive. With low levels of antibodies
against early antigen and negative PCR testing for EBV, our cur-
rent understanding is that people with chronic fatigue don’t have
reactivated EBV.

However, Ron Glaser, a virologist at Ohio State University, has
come up with a neat idea to explain how EBV infection could lead
to chronic fatigue even in the absence of the complete virus itself.
In some situations, the virus starts replicating, but the body’s
immune system tamps down this process by attacking viral sub-
components. Glaser hypothesized that these subcomponents them-
selves could produce symptoms. He tested this by injecting mice
with the EBV early antigen, which is not infectious. Nevertheless,
the injection produced a dramatic decrease in the activity levels of
the mice for up to two weeks, an effect Glaser interpreted as
fatigue. His line of thinking is that some people might be sensitive
to toxic effects of viral EA, which could be released even if the
body can stop total replication of the virus. There is a long dis-
tance between mice and humans, but this is an interesting idea.

A number of other herpes viruses can cause infectious mononu-
cleosis, and, using the same train of logic as with EBV, these
viruses have been implicated in causing chronic fatigue and wide-
spread pain. These include cytomegalovirus (CMV), human her-
pes virus 6 (HHV-6), and human herpes virus 7 (HHV-7). Several
research reports implicate the last two of these herpes viruses in
producing chronic fatigue, but no clinical test is available to doc-
tors in practice to confirm this possibility. So as of now, these other
herpes viruses are in the same league as EBV. 

TB and Chlamydia Pneumoniae

In completing my evaluation of patients with fatigue and a low-
grade fever, I check to be sure their doctor has done a skin test to rule
out tuberculosis (TB). Although not common in middle-class Amer-
ica, TB is still around and in some cases produces no symptoms
other than fatigue. I then finish up by testing for antibodies against
two other infectious agents. The first of these is parvovirus B19.
Although usually a disease of children, this infectious agent can pro-

38 Y O U R  S Y M P T O M S  A R E  R E A L



duce a flulike illness in adults, characterized by a skin rash, fatigue,
and joint achiness. Even if there is no history of a rash, I test for this
virus when there is a hint of infection. The second infectious agent is
chlamydia pneumoniae, a common cause of respiratory infection
and one that is implicated in some cases of chronic fatigue (the other
chlamydia you may have heard of as a sexually transmitted disease
is a different strain of the same bacteria). If testing is positive, both
of these agents can be treated by an infectious diseases specialist.

Chronic Sinusitis

Some people with chronic fatigue or widespread pain will mention
that they also have other recurring symptoms, or their past med-
ical record may make note of such conditions. For example, it’s
not uncommon for a chronic fatigue patient to report having had
repeated attacks of sinusitis. When this is the case, I ask the patient
if he or she has problems with stuffed nose, postnasal drip, and
pain or pressure in the face. Answering yes suggests the existence of
chronic sinusitis, and then I try to confirm that diagnosis by doing
a CT scan of the sinuses, which are located just under and above
the eyes. The scan can reveal radiographic evidence of chronic
sinus infection, usually seen as a thickening of the sinus linings. A
chronic infection of this kind, as is the case with so many infec-
tions, can produce chronic fatigue and many of the ancillary symp-
toms. When evidence for chronic sinusitis is found, I refer the
patient to an ear, nose, and throat specialist for treatment.

After Testing Is Completed

We’ve just spoken of a large number of tests, some involving the
blood, others involving MRIs and other kinds of scans. It would
be tempting to think that after such a detailed workup, your physi-
cian will likely find an underlying cause for your chronic fatigue or
pain. While this may be the case for some patients, it certainly is
not for many who wind up in my office. The result of this exten-
sive workup for infectious agents is nearly always negative. So the
chances of finding evidence of ongoing infection in someone with
chronic infectious-type symptoms is, in fact, rare. Why do I order
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so many tests? Well, in a relatively small number of patients, one
or more of these tests may, in fact, reveal an infection or other
medical cause that is treatable. And, of course, there’s no way to
rule out an infectious agent without testing for it. If this detailed
workup proves negative, there are still other kinds of tests to carry
out. We’ll simply know that an infection is likely not the root of
your problem.

Beyond Infection: Neuropsychological Testing

Many of the patients who consult with me complain of “brain
fog.” They say they forget things, get lost while driving, and have
difficulty concentrating. They report that their problem gets worse
if they are in a noisy environment or one with other distractions.
We’ve done neuropsychological testing on these patients, and our
own research has proven that some patients with these complaints
do show abnormalities. They feel they’re having trouble concen-
trating because they are having trouble concentrating, as well as
paying attention and doing complex tasks that require attention.

Neuropsychological testing is a way to assess objectively an
individual’s higher-order brain functions: intelligence, memory,
and ability to concentrate. It can relieve the patient of fears that he
or she has a progressive brain disease like Alzheimer’s. Impor-
tantly, patients with brain fog rarely have problems with intelli-
gence and with the ability to memorize; in contrast, these are the
major issues in Alzheimer’s.

So neuropsychological testing is a useful tool to assess the com-
plaint of brain fog. In our work on chronic fatigue syndrome
(CFS), we have found patients to have problems processing com-
plex information. Finding such a problem can be useful in substan-
tiating insurance or disability claims. In fact, because patients are
often aware of this, some do not try to do their best on the tests.
This leads to real problems because the neuropsychologist has
ways to measure mental effort objectively and because the insur-
ance companies reject disability claims for any patients who make
less than a full effort on the tests.

Individuals considering testing need to be aware of two issues:
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it is extensive and expensive. The neuropsychologist has to test
across all cognitive functions and cannot limit the assessment just
to evaluating attention and concentration. The tests themselves
may take up to eight hours, and it will take the neuropsychologist
nearly as long to score and interpret them, prepare a report, and
then meet with you to explain the findings. As a result, testing is
likely to cost between $2,500 and $5,000, depending on where
you live.

Despite these costs, I find abnormal neuropsychological test
results very important in determining whether any further eval-
uation is necessary. Abnormalities in cognitive function support
underlying brain dysfunction. So when neuropsychological tests
are abnormal, I do brain MRI imaging if this has not been done
before in the past year. When a patient sleeps a lot, this hyper-
somnia also supports the idea of an underlying brain problem.
While innumerable things can disturb sleep, the number of 
reasons why an individual sleeps for more than ten or eleven
hours a night is relatively few; brain dysfunction is high on the
list.

When a patient has two or three of the factors suggesting brain
dysfunction—abnormal MRI, hypersomnia, abnormalities in cog-
nitive testing—I will evaluate the spinal fluid by a procedure
known as a spinal tap or lumbar puncture. Whenever I mention
this procedure, patients get nervous. But in actuality the tap is less
painful than getting a shot in the buttocks (though there is a risk
of developing a bad headache afterward).

Why do it at all? In rare circumstances, an individual can have
herpes viral infection, not in the blood but in the brain and in the
spinal fluid that bathes it. So I send the fluid for routine tests, for
tests looking for markers suggestive of MS, and for PCR testing
looking for herpes viruses. If the fluid is positive, I send the patient
to an expert in infectious diseases for treatment.

The Workup for Irritable Bowel

Just as your doctor will order a series of tests looking for the
causes of chronic fatigue or pain, he or she will also order tests if
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you’ve been diagnosed with irritable bowel syndrome (IBS).
Although the diagnosis of IBS is based on symptoms, your doctor
will probably want to rule out serious gut diseases that can pro-
duce similar symptoms. The most serious of these are called
inflammatory bowel diseases and are diagnosed by several proce-
dures: an X-ray study of the lower bowel (this is called a barium
enema) and a biopsy of the intestinal wall during colonoscopy.
This last procedure is often done under sedation, because the doc-
tor needs to pump air into the bowel in order to see inside it, and
this can be uncomfortable. Ulcerative colitis is an example of an
inflammatory bowel disease, and it is often serious, making people
quite ill. Although they sound similar, this group of diseases
shouldn’t be (and usually isn’t) confused with IBS.

One illness that can mimic IBS is called gluten enteropathy, or
celiac disease. This is a genetically related autoimmune disease in
which your gut becomes allergic to wheat products and cannot
absorb food materials normally. In its worst form, celiac disease
can produce weight loss with resulting malnutrition, vitamin defi-
ciencies, and diarrhea. But occasionally none of these symptoms
exist, and people may instead have fatigue, achy joints, or symp-
toms suggestive of IBS. The initial evaluation for this disorder uses
a blood test that looks for antibodies against elements within the
gut. If these tests are positive, your doctor will send you to a gas-
troenterologist who will want to visualize and biopsy your small
intestine. To do this, he or she will pass a scope, a half inch in
diameter, through your mouth and your stomach, and into your
small intestine. Usually this procedure is done under sedation.

One food sensitivity—lactose intolerance—is known to produce
symptoms identical to IBS. In this disorder, your bowel lacks
enough of the chemicals that break down the sugar lactose, which
is found in milk products. A test will allow your doctor to diag-
nose this insufficiency. Incidentally, many people have experienced
an isolated episode of food-related IBS after eating several hand-
fuls of sugar-free candy quickly. Aspartame, the chemical with the
brand name NutraSweet that is found in many candies and sodas,
is non-nutritional and is not absorbed into your body. But the bac-
teria in your gut will attempt to treat aspartame the same way they
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treat lactose, and the sudden introduction of large amounts of the
artificial sweetener into your system will produce huge amounts of
methane gas. You’ll begin to experience a bout of severe crampy
pain, gas, and horrible diarrhea. Fortunately, it will go away.

When Everything Comes Up Normal

The battery of tests and scans covered in this chapter takes many
words to describe, but most of them can be done in one or two
office visits. In my practice, these tests are nearly always negative,
meaning that everything the tests can investigate is normal. The
most common abnormalities are in the complete blood count, with
some evidence for anemia, or in the thyroid tests. When I find
these abnormalities, I send the patient back to his or her general
practitioner to have these problems corrected. If the fatigue and
pain continue despite adequate treatment of these problems, the
patient returns to me. Rarely, I find evidence for an autoimmune
disease such as lupus or MS.

So when the test results are all normal, what happens next? My
patient’s pain and fatigue are very real, and test results, whether
positive or negative, won’t make these sensations go away. My
next steps as a doctor are therefore exactly the same as they’d be if
my patient had complained about a sore throat or a broken bone.
First, I briefly review with the patient the reasons for the tests
we’ve done and their results. Then, despite the negative tests, I roll
up my sleeves and use the syndromic method to make a diagnosis,
and I begin to develop avenues of treatment. My patient deserves
no less, even if—maybe even especially if—the complaints aren’t
easily explained. In getting to a proper diagnosis and bringing
someone back to health, communication is always my number-one
priority. It’s frustrating, for a doctor as well as for a patient, when
the underlying causes of disease remain a mystery. But at least my
patient can take heart that this battery of tests has ruled out a large
number of illnesses, some relatively minor and some potentially
very serious.

Unfortunately, many doctors are uncomfortable with medical
complaints that can’t be backed up by abnormal test results.
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When out of their comfort zone they may leap to the conclusion
that there is nothing wrong. Whether they state this to the patient
directly or merely hint at it, the effect is nearly always the same:
the person feels misunderstood, ignored, or disbelieved, and more
pessimistic than ever about regaining health. 

I have a real problem with this trend to depend on what I call
“medical materialism.” That’s the term I use to define the doctor’s
need to hold an abnormal test result in his or her hands. And when
that result is not there, the doctor assumes that what the person
describes doesn’t exist. How unfortunate! Getting to a diagnosis
despite negative test results may be difficult, but it’s not impossi-
ble. Hearing the “nothing wrong” diagnosis makes you feel worse;
this is the opposite of what your doctor’s goal should be. So let’s
move on to the next step: diagnosis.
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When medical materialism works, of course, it is fabulously
helpful. Medical school teaches students how diseases start

and progress, and what markers they leave behind. These markers
are the basis of the lab tests doctors order, and researchers work
constantly to develop new markers for human diseases. But there
are many examples of diseases for which the medical materialism
model fails.

The Unexplained and Somatization Disorder

Let’s look at one of these diseases, because it teaches us a great les-
son. Remember torsion dystonia from chapter 1. It is a neurolog-
ical disorder usually found in a previously well child or adolescent
of Eastern European Jewish descent. For no apparent reason, the
young person develops a muscle contraction that forces his or her
body into abnormal, sometimes painful, movements or postures.
The disorder may start with a problem in one limb while the child
is walking.

Imagine this happening in the 1950s, when medical diagnostic
testing was quite primitive. The doctor does a careful examination
and finds nothing unusual. Lab testing reveals no abnormalities.
The adolescent patient reports that the problem gets worse with
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stress. Since it’s the 1950s, Freudian thinking has recently swept the
United States. The patient is the child of a hardworking, upwardly
mobile Jewish couple. The doctor meets with the family and tells
them there is nothing wrong with their child—that it is all in his or
her head. Psychoanalysis begins, and the child becomes more and
more physically twisted. Since the problem is not psychological,
nothing results, and eventually the child becomes wheelchair bound.

As I discussed earlier, torsion dystonia was a “nothing wrong”
syndrome in the 1950s. Since that time, however, medical science
has advanced and identified a specific genetic abnormality that
codes for muscle torsion dystonia. So torsion dystonia has gone
from a mental ailment—one that doctors were sure was all in the
person’s head—to a genetic disorder that is definitively explained
by a physical abnormality. Unfortunately, the medical profession is
slow to learn from its own experience, and so the story of torsion
dystonia has to be relearned over and over again. 

Medicine ultimately moves forward when researchers can agree
on a clinical case definition for a syndrome, one that’s so far been
defined only by symptoms, with no biomedical marker that can
confirm the real cause. As this short history of torsion dystonia
shows, the marker may be found many years later, but that doesn’t
make the symptoms less real in the meantime.

Medical materialism fails for every psychiatric disease in the
books, from autism to schizophrenia to depression. The doctor
can diagnose these diseases only by observing behavior, talking
with the patient, and asking questions. The model fails for
migraines, too. Migraines are another case where lab tests are use-
less; instead, patients must endure severe pulsing pain over half the
head, accompanied by sensitivity to bright light and nausea or
vomiting. But at least a definition of migraine exists, and when the
symptoms add up to the clinical syndrome we call migraine, your
doctor can make a diagnosis. So, too, for autism, schizophrenia,
and depression. The general rule is that medical materialism fails
when no lab test exists to serve as a marker of a specific disease.

Let’s look at another example that illustrates how symptoms
may be used to define a syndrome, even if a biomedical marker
hasn’t been found yet. An excellent example exists in the field of
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psychiatry. Back in the early 1960s, schizophrenia was diagnosed
four times more often in the United States than in England. Obvi-
ously, it’s possible that schizophrenia was a lot more common in
the United States than in the United Kingdom. But a more proba-
ble explanation was that without a diagnostic test to help, doctors
in the two countries diagnosed the illness differently. This striking
discrepancy was the reason a number of psychiatrists decided to
arrive at clinical case definitions for each of the many psychiatric
syndromes. That effort at coding psychiatric illnesses was called
the Diagnostic and Statistical Manual of Mental Disorders (DSM).
Essentially they took the syndromic approach by diagnosing dis-
eases based on the existence of certain symptoms. Over the years,
the DSM has gone through four updates, with a fifth in the works.
Although psychiatrists fiercely argue among themselves about cer-
tain diagnoses in the DSM, for better or worse it has put all psy-
chiatrists on the same page. Schizophrenia for one psychiatrist is
pretty much schizophrenia for every other psychiatrist. And hav-
ing a clinical case definition with which everyone agrees allows
individual doctors and researchers to pool information with other
doctors and researchers. So, as you might expect, rates of schizo-
phrenia were no different in the United States and England.

You would think that having standard definitions like these
would also be helpful in the case of medically unexplained illness.
But there’s a big problem: the psychiatrists involved in developing
clinical case definitions for psychiatric disease included medically
unexplained illnesses and came up with a single definition to cover
all of them, and the history of this diagnosis—called somatization
disorder—smacks of sexism. You need to know about this diagno-
sis, because its existence—especially if you’re a woman—may be
directly responsible for doctors saying there is nothing wrong with
you. Helping you cope with this disconnect between what is actu-
ally known and what has simply become medical habit is a major
reason for my writing this book.

Somatization disorder (SD) is a psychiatric diagnosis usually
applied to women who seek medical care for a host of physical
complaints, starting before the age of thirty. A psychiatrist whose
thirty-two-year-old female patient reports having had many years
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of bad headaches, stomachaches, frequent flu infections, and a feel-
ing of lightheadedness would probably make the diagnosis of SD.
In fact, this woman’s symptoms would fulfill the official definition
for SD. As far as the DSM is concerned, this set of symptoms—
either overattention to one’s bodily sensations or a set of health
concerns that have no medical cause—amounts to a chronic form
of worrying: in short, a psychiatric disorder. This is quite a collec-
tion of symptoms, of course, and it’s not especially easy to find peo-
ple exhibiting them in the American population as a whole; it
describes only 0.23 percent of all women and 0.02 percent of men.
But the rates are tenfold higher for patients in primary care.

One problem with the diagnosis of SD is that it attributes a psy-
chiatric cause to medically unexplained symptoms; it ignores past
examples, like torsion dystonia, where medicine made the wrong
assumptions about the cause of disease, and where the physical
(not psychiatric) cause was very real. But an even bigger problem
with the existence of SD is that it makes doctors comfortable in
saying the patient has nothing wrong, or at most a problem that is
all in the head. The first problem has to do with the diagnosis
itself, which lies in the opinion of the examiner. 

For someone to be given the diagnosis of SD, the physician or the
psychiatrist has to decide whether the symptom has a medical expla-
nation. If everyone making such a decision answered yes to this
question, then only 3 percent of patients with chronic fatigue syn-
drome (CFS) would receive the diagnosis of SD. But if these same
physicians and psychiatrists happened to conclude that CFS symp-
toms had no medical explanation and were due to psychological fac-
tors, then 97 percent of patients would receive the diagnosis of SD.
Now, all of a sudden, a treatable physical illness will be dismissed as
“nothing wrong,” and you may be told just to “tough it out.”

Since the doctor’s opinion determines whether he or she diag-
noses patients with this disorder, what can the diagnosis mean? I do
see a rare patient who is a chronic worrier and has had lifelong
health concerns. Such a person may well have a psychiatric disor-
der. But in someone who was fine one day and sick the next, it
doesn’t make sense to invoke the diagnosis of SD, regardless of age. 

Furthermore, once the SD diagnosis is made, the patient is often
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blamed for being ill. Take this story, for example. One of my
patients was sent for neuropsychological testing related to a dis-
ability claim. The testing showed the expected problems that I
reviewed in the last chapter. Despite this, the neuropsychologist
made a diagnosis of SD and blamed the patient, claiming she had
“basic ingrained personality problems.” Wow! My poor patient
didn’t stand a chance. Not only was there nothing wrong, but the
psychologist was saying that her personality forced her to make up
her complaints.

You are probably asking, “Where did this thing come from?”
The nineteenth century, in fact. Somatization disorder is simply a
polite, more modern way to describe what used to be called hyste-
ria, a term that nineteenth-century male doctors originally applied
to female patients who exhibited bizarre movements (such as
bending backward to make an inverse letter C). It took more than
two hundred years for doctors to realize that men could have this
problem too, albeit substantially less often.

Thanks to this long-held idea of hysteria, doctors were able to
imagine that a disease like torsion dystonia (or any other disease
with no obvious medical explanation, for that matter) derived
from a family tendency toward hysteria rather than from a genetic
cause. These dramatic examples of psychiatrically based symptoms
became rather rare except in exceptionally stressful conditions like
the battlefield. Finding a soldier who claimed he could not walk
but who had an otherwise normal neurological examination led to
the conclusion that such problems had no organic medical or neu-
rological cause. Instead, they were thought to be functional, the
psychological consequences of emotion-laden or highly stressful
situations. In contrast to organic causes in which actual disease of
the brain could be seen upon gross and microscopic examination,
here the idea was that the problem was psychogenic, reflecting a
more personal and individualistic reaction to stress.

What happened over time, however, was what I call definition
drift. When bizarre movements and tics disappeared, as well as
examples of hysterical paralysis, psychiatrists shifted their atten-
tion to people who reported multiple other medical symptoms 
that had no apparent medical cause. It was only a short leap for
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psychiatrists to believe that patients with such problems were also
hysterical. That leap was not a logical one, however; it merely
heaped new illnesses onto an old definition and had no scientific
basis in fact. Among these illnesses were chronic fatigue syndrome
and fibromyalgia (FM). The existence of the old idea of hysteria
enabled many doctors to conclude that the illnesses didn’t really
exist. Or, more precisely, even if doctors allowed that CFS and FM
existed, they could still argue that these were not diseases in and
of themselves. Instead, they were functional disorders related to
hysteria: they were all in the patient’s head. 

Over the years, the idea that these disorders were manifestations
of hysteria waned and was replaced by the concept of somatiza-
tion. But practicing physicians didn’t miss the connection between
hysteria and somatization—in the end, only the terminology had
changed. It was one step from their viewing patients with chronic
fatigue or widespread pain, like their Victorian predecessors, as a
waste of time.

This story explains one reason for the disconnect in communi-
cation between patients and doctors when facing unexplained ill-
nesses. Patients reported real symptoms; doctors resorted to the
SD diagnosis for reasons that seemed perfectly logical to them but
that made no sense to their suffering patients. Instead of medicine
being based on fact, this line of thinking is based on opinion with-
out any scientific support. That’s not how medicine is supposed to
work and is not the kind of “science” that has allowed so many
medical advancements over the years.

The fact that the definition of somatization is circular and not
amenable to scientific testing just leaves me cold. When doctors
label medically unexplained symptoms as “functional somatic
syndromes,” they are really saying that the patient’s complaints
must be psychogenic, whether they tell the patient this or not. A
physician who identifies you as having a “functional” problem
may believe (and actually tell you) that that there’s nothing wrong
with you except for your magnifying or exaggerating your prob-
lem. This is just a short step away from calling your problem
imaginary, an all-too-common belief among doctors. Fortunately,
the pendulum seems ready to swing in the other direction. A recent
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editorial in the British Journal of Psychiatry, a major journal in its
field, calls for abolishing the SD diagnosis and using a term such
as “medically unexplained illness” instead. But we’ll see how long
it takes doctors to come around to this view.

Rather than calling medically unexplained symptoms “nothing
wrong,” a more rational approach has been to try to come up with
clinical case definitions of these disorders; that way, researchers
can identify groups of patients to study and apply scientific reason-
ing (not just opinion) to solve their cases. Being able to identify a
group of patients based on symptoms allows doctors to establish
clear-cut boundaries between that group and patients who show
similar, but different, sets of symptoms. This is a research strategy
that lets the researcher determine whether the illnesses are the
same or different. Doing this is step number one in identifying the
causes of illness.

Severe Fatigue

So let’s consider these symptoms one by one, starting with the
problem of severe and long-lasting fatigue. And let’s keep in mind
that, as with any personal characteristic, different people may
think of fatigue in different ways. In the course of my practice, I
have seen a handful of women who reported that they have always
felt tired and always needed to rest or nap during the day; some
have even told me they suspect this is the reason that back in
school they were always chosen last for sports. Many more, of
course, have sought care because fatigue is a new and unfamiliar
feeling to them. As with any other human property—from height
to intelligence to aspects of self-image—people run along a contin-
uum. Some are on the low side, others right in the middle, and the
rest are on the high side. It’s the same for fatigue. Some women
may not count this as a trait while others, like some of my
patients, may say it is an integral part of the way they think about
themselves. 

In evaluating fatigue, your doctor really should start by asking
you two questions: “Is your feeling of fatigue new?” and “Does
your fatigue persist even after you rest?” If you have had a problem
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with fatigue all your life, we can’t say you have chronic fatigue
syndrome; instead, you have what I call constitutional fatigue.
Regardless of what we call it, we will deal with it in the next two
chapters, so don’t give up. 

So this leaves us with those of you who have a new onset of
fatigue. Fatigue is so common in everyday life that doctors don’t
pay attention to it unless it is prolonged, lasting at least one month.
If it lasts for more than six months, it is called chronic fatigue. For
an individual with fatigue lasting more than six months to fall
within the category of having chronic fatigue syndrome or its less
severe version, idiopathic chronic fatigue, the case definition says
that the fatigue must be severe enough to have a major impact on
that person’s life. When the first clinical case definition for CFS was
developed in 1988, a patient had to report that fatigue produced at
least a 50 percent decrease in activity. Obviously this decrease can
vary greatly from person to person, with many reporting having to
cut back on activities such as going to the gym. However, an occa-
sional patient can still jog several times a week, but reports that this
is very little activity compared to previous ability.

Requiring patients to report a percentage drop in activity—
whether 40 percent, 50 percent, or something else—didn’t make
sense. How could anyone be expected to arrive at such a number?
This problem led to a revision of the case definition in 1994.
Thereafter, the patient’s fatigue had to produce a substantial
decrease in personal, social, job, or school-related activities. The
new case definition did not provide a guideline, however, on how
this “substantial decrease in activity” was to be determined. When
I speak with patients whose fatigue has lasted many months or
years, I ask them to tell me how their fatigue has altered their lives,
and whether their fatigue has produced a mild, moderate, substan-
tial, severe, or very severe reduction in their activity for each of
these four areas of life. By putting the word substantial within a
range of responses, a person can do a better job of deciding where
he or she fits. If a patient reports a substantial decrease in activity
in at least one of these spheres, I ask for specifics on exactly what
activities he or she no longer can do. That puts me on the same
page as the patient. 

52 Y O U R  S Y M P T O M S  A R E  R E A L



So diagnosing CFS requires the doctor to communicate with the
patient to determine how active he or she was prior to becoming ill,
and many patients report having been very active prior to getting
sick. As I mentioned earlier, someone who can still jog can have
CFS. If that person previously was able to run miles every day and
now can only jog around the block a few times a week, her activ-
ity level has fallen profoundly. Perhaps jogging is the only normal
activity the person can carry on, other than her job. In such cases,
the remainder of the patient’s social or personal life may be ruined,
because of the need to rest the second she returns home from work.
Having had to curtail activity substantially from what it had been,
that patient would fulfill the revised 1994 criterion for CFS. There’s
been some fine-tuning of the case definition since 1994, especially
by researchers from the Centers for Disease Control, but the basic
framework for diagnosis remains the same.

Fatigue Plus Is Chronic Fatigue Syndrome

For some individuals, severe and long-lasting fatigue is the only
problem. Patients with fatigue alone receive the diagnosis of idio-
pathic chronic fatigue. But others get what I call fatigue plus. They
have fatigue and other bodily complaints. Only an individual in
the fatigue plus category can get the diagnosis of CFS. The table
on page 54 lists the additional eight symptoms used in establishing
the diagnosis as well as muscle weakness and feeling feverish, from
the more demanding 1988 case definition. People with CFS have
at least four of these symptoms, which must have either existed or
recurred during at least six consecutive months. However, the
complaint of problems with memory or concentration is treated
differently from the other seven symptoms. For this symptom to be
counted, the person must report that it is severe enough to pro-
duce a substantial reduction from previous levels of occupational,
educational, social, or personal activities. 

The table contains information from patients fulfilling the 1994
case definition for CFS. Patients who reported cognitive difficulties
or unrefreshing sleep tended also to have most of the other symp-
toms on the list. Looked at another way, those severely fatigued
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people who also reported a prominent sore throat had the lowest
rates of other symptoms, with tender lymph glands and feeling
feverish close behind. So the table tells us that if you have very
bad fatigue plus cognitive problems—or fatigue plus unrefresh-
ing sleep—you stand a very good chance of experiencing a lot of
other symptoms, too. On the other hand, if you have fatigue and
infectious-type symptoms (a sore throat, feverishness, or tender
lymph glands in the neck, groin, or armpit), you may have rela-
tively few other symptoms.

Another group of researchers looked at symptom frequency in
CFS patients and found a fifty-fifty split between those with many
and those with relatively fewer symptoms. However—and this is
very significant—the “severe” symptom group was made up
entirely of women. In fact, 71 percent of the women and none of
the men fell into the severe category.

But when do you count a symptom? If you have mild problems
with three of the symptoms on the list and a moderate problem
with headaches, for example, do you have CFS? I would not make
this diagnosis, because these symptoms are very common in other-
wise well people, too. Many people have mild or even moderate
problems with headaches or backaches. These symptoms are cer-
tainly real, but they may not add up to your getting the diagnosis
of CFS. I never could understand why the group defining CFS
required that cognitive problems had to produce a substantial
problem in order to count while others did not. So I believe that to
count, the symptoms should be a substantial problem for you.

If a patient reports symptoms consistent with fatigue plus, the
doctor’s working diagnosis is “CFS-like illness.” But the doctor
won’t be ready to share these thoughts with you yet because the
current case definition for CFS requires it to have no medical expla-
nation. So now your physician must try to rule out medical causes
for your fatigue, at least in part by ordering the initial set of blood
tests we discussed in chapter 2. Finding a medical cause for fatigue
means the patient does not have CFS but opens the door for med-
ical treatment of the underlying cause. The diagnosis of CFS is also
not made if a person has a serious psychiatric disease, such as 
substance or alcohol abuse, schizophrenia, or manic-depressive 
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disorder. When patients with these disorders experience fatigue, it
is usually thought to relate to their psychiatric problems.

CFS-like illness is fairly common, occurring in over 4 percent of
the population. But after excluding medical and psychiatric causes
of severe fatigue in people who may or may not have gone to the
doctor for their problems, the resulting numbers with clear CFS
get quite small—5 of every 1,000 women and 3 of every 1,000
men. CFS is not a common ailment. It does occur in people of
Latin heritage twice as often as in African Americans or in Cau-
casians, and twice as often in skilled workers as in professionals.
And remember, I said that the fatigue could produce a substantial
decrease in school-related activities. That’s the case because CFS is
not limited to adults; children and adolescents can also develop
this problem, albeit less often than adults. These younger patients,
however, are not the focus of this book.

At this point, you may be saying to yourself, “CFS sounds as if
it is my problem, but my fatigue is not that bad,” or “I have bad
fatigue, but I don’t have all those other problems.” What happens
then? Do you fall between the cracks? The answer is no. You have
a milder version of CFS called idiopathic chronic fatigue (ICF).
Getting the diagnosis of ICF means one of two things: either your
fatigue produces less than a substantial decrease in activity, or you
have substantial problems with fewer than four of the symptoms
on the list. Rates of ICF are about double those of CFS (about 1
percent of the population); curiously, however, I rarely see patients
whose symptoms add up to this diagnosis. I’m not sure why this is
the case. Either their doctors are taking adequate care of them, or,
more probably, their doctors have told them there is nothing wrong
and they are going it on their own.

One semantic issue that returns again and again has to do with
the similarity of CFS to depression. We’ll talk about this in more
detail in chapter 5, but it’s also relevant here. Although we usually
think of depressed people as being sad or less interested in doing
things they used to enjoy, truly depressed people also have
somatic complaints. And there is quite a bit of overlap between
those symptoms and those reported by patients who have been
diagnosed with CFS but have no depression. These symptoms
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include fatigue, achiness, poor sleep, and difficulty concentrating.
Two things about CFS set it aside from depression. The first has

to do with one of the key complaints of patients with CFS: that
even minimal exertion makes the patient’s entire set of symptoms,
from fatigue to malaise, get worse. This symptom is not uncom-
mon when fatigue is caused by a medical illness such as heart fail-
ure or anemia, but it is much less common in fatigue associated
with psychiatric illness such as depression. Therefore, doctors find
the “minimal exertion” symptom useful in separating fatigue in
depression from fatigue in CFS.

The second difference between depression and CFS has to do
with illness onset. In a telephone survey study conducted to iden-
tify CFS patients who don’t necessarily go to the doctor, about 20
percent reported that they were fine one day and horribly sick the
next, with something like the flu from which they never recovered.
People who come to see me as patients report this sudden, flulike
onset of illness at twice these rates.

When a doctor hears that an illness begins suddenly, he or she
thinks of either infection or some kind of poisoning. Since poison-
ing is uncommon, this sudden onset of severe fatigue points to an
infectious trigger. Rates of CFS approach 9 percent of patients
who are initially diagnosed by blood tests as having infectious
mononucleosis. And mono isn’t the only infection that seems to be
implicated in the onset of CFS. Some patients who have positive
blood tests for Lyme disease go on to CFS. In fact, researchers
have learned that just getting a bad viral illness is enough to raise
the risk of developing CFS more than twenty-fold. Doctors finally
seem to be learning this lesson, too. When researchers used tele-
phone polling methods to identify patients with CFS, those who
reported a sudden illness onset were much more likely to have
received the diagnosis of CFS than those with a gradual illness
onset (41 percent versus 6 percent).

As soon as people learn about these facts, they immediately
jump to the conclusion that CFS is some sort of chronic infection.
But, as I said in chapter 2, there’s really no evidence for that belief.
Instead, infection seems to be a trigger for chronic fatigue, which
may sound the same but is different. 
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The graph below shows the dates when patients reported that
they experienced a sudden onset of their illness. As you can see,
the distribution isn’t random. CFS begins much more often in the
winter—the peak time for viral illness—than in the other seasons.
This graph supports the idea that infection can trigger chronic
fatigue, but, once again, data do not exist to support the idea that
infection continues. 

The take-home point is that getting a bad infection increases
the risk for developing chronic fatigue. Interestingly, if an individ-
ual has a problem with fatigue prior to infection, that increases
the risk of winding up with chronic fatigue afterward. In fact,
CFS patients are more likely to report that they had experienced
infectious-type symptoms and fatigue many months before the
onset of their illness than other patients where fatigue is a prob-
lem, such as those with multiple sclerosis.

Another risk factor for developing problems with fatigue later
in life is low blood pressure. Normal systolic pressure is 120; the
break-point for systolic hypertension (what we usually call “high
blood pressure”) is 140; and systolic hypotension (low blood
pressure) is defined as a pressure less than 100 mmHg. In one
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study, female medical students with systolic pressures less than
100 had a seven-fold increased risk of reporting fatigue five or ten
years after completing medical school than med students with
higher pressures. This relation did not hold for male students.

Is CFS contagious? People who develop CFS after an infection
always worry about this. I have heard stories of close contacts of
patients with CFS also developing this illness. Fortunately, how-
ever, this does not appear to happen enough to support evidence of
contagion. But there have been reports of chronic fatigue occur-
ring in groups of people who had fallen ill with an infectious-type
illness at about the same time. One medical article that captured a
great deal of interest reported that groups of people living near
Lake Tahoe in the mid-1980s developed an illness that I would
have labeled “chronic fatigue plus.” The Centers for Disease Con-
trol, a federally funded group of doctors and researchers who
track and try to understand why disease occurs in clusters, were so
interested in these mini-epidemics on the California-Nevada bor-
der that they established a research team ready to go with the next
report of such a problem. But since no other cluster seemed to
come soon enough, the project was abandoned.

One mini-epidemic of CFS, although not preceded by infection,
did occur in veterans of the 1990–1991 Persian Gulf war. Rates of
this illness were approximately three times higher in these veterans
than in veterans who never left the United States, and the incidence 
of illness was also higher in female than in male vets. The mini-
epidemic onset of CFS in these veterans suggests that something
about serving in the Gulf triggered the illness. The nature of that
trigger remains a research question even today. 

Widespread Pain, Bodily Tenderness, 
and Fibromyalgia

Unlike people whose fatigue begins with flulike symptoms and
who often are sent to doctors specializing in infectious diseases,
those reporting a slow progression of bodywide pain usually
wind up seeing doctors who specialize in rheumatic diseases,
problems related to the ligaments or joints. This referral pattern
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started when doctors believed that widespread pain with bodily
tenderness (that is, FM) was a disease of the muscles, joints, and
ligaments. Research over the past decade has mostly ruled out
that possibility, but people with these complaints still fill rheuma-
tologists’ offices. Unfortunately, these doctors are often not
trained in pain management.

In the same way that doctors try to find a medical cause for
severe fatigue, they also try to find a medical cause for widespread
pain with tenderness. The reason in both cases is that medical
causes may be treatable or even curable. In contrast to the myriad
causes of fatigue, substantially fewer disease processes produce
widespread pain. So the workup for medical causes of widespread
pain and tenderness is easier to do and is substantially shorter than
that for severe and long-lasting fatigue. The group that defined 
FM decided to divide patients into groups with either primary or
secondary FM. Primary FM has no medical explanation while sec-
ondary FM comes along with another disease, usually rheumatoid
arthritis (RA) or systemic lupus erythematosis (SLE). 

The diagnosis of FM requires the presence of widespread pain
lasting at least three months, plus multiple tender points (see the
figure on this page for the location of the tender points). “Wide-
spread” is a qualitative term, but some people really do have pain
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places in the face. Doing this
allows me to consider TMD as
diagnosis in addition to FM.



all over their bodies. It’s in less-clear cases that a more specific def-
inition becomes handy. Over time, a consensus developed to define
“widespread pain” as pain occurring above and below the waist,
on both left and right sides as well as in the chest, neck, or middle
to lower back. Although this usually translates into pain in all four
quadrants, or quarters, of the body, someone with pain in three
areas—for example, the right shoulder, left buttock, and spine—
would also satisfy the list for having “widespread pain” and
would receive the diagnosis of FM, while someone with pain in the
right shoulder, right buttock, and spine would not. In addition to
pain, the patient must have tenderness or pain in at least eleven of
the eighteen points depicted in the figure on page 60. Obviously,
squeezing people hard enough would make just about anyone feel
pain, so doctors also decided to set a standard: applying 9 pounds
(4 kilograms) of pressure to the area to be tested. In my office, I
use a baby scale to teach staff how to push with a pressure of 9
pounds.

Chronic widespread pain occurs twice as often in women as in
men (15 percent versus 8 percent). Rates of this complaint tend to
increase as women grow older, peaking at 25 percent for women
aged sixty to sixty-four. Adding the requirement for multiple ten-
der points magnifies the gender disparity and makes FM a major
issue in women’s health. For example, FM rates in the city of Lon-
don, Ontario, were 4.9 percent of all women compared to 1.6 per-
cent of all men. The epidemiologists doing this work extended
their study to include Amish people living in rural Ontario. Why?
The researchers wanted to see whether a tendency to file lawsuits
played a role in FM, since they were concerned that the prospect
of large financial rewards might coax patients into claiming severe,
widespread pain where lesser pain existed. Lawsuits are rare in the
Amish community, making it a good control group for such a
study. But the answer proved to be a huge surprise: Rates of FM
in Amish women and men were nearly double what they had been
in the city. And when FM accompanied a rheumatological disease
like SLE, rates more than doubled again. Why would this happen?
Surprisingly, no researcher has ever tried to answer this question.
But its existence suggests a medical basis for FM.
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Besides being a middle-aged woman, other risk factors for
developing FM later in life include lower income, less education,
and a prior history of lower back pain. Although there is no infor-
mation as to whether a relation exists among these three factors,
one guess would be that women with lower income and less edu-
cation might do more physically demanding jobs that could lead to
injury. Trauma of some sort is commonly reported at the outset of
symptoms. The trauma can be from an injury or even following
serious surgery.

As people segue from having just widespread pain to having
FM, they also start looking more and more like patients with CFS.
They develop more problems with fatigue and unrefreshing sleep,
and often complain that even minimal exertion produces a dra-
matic worsening of their fatigue. I will discuss the overlap between
these syndromes toward the end of this chapter.

Mouth and Face Pain and 
Temporomandibular Disorder

People with FM often complain of pain in the mouth or face,
which, if not recognized, can lead to unnecessary dental surgery.
Laura Pace was an example. She was a forty-two-year-old profes-
sional who had a ten-year history of progressive pain throughout
her body. Several years before, she had been given the diagnosis of
fibromyalgia, but afterward her doctor told her there was nothing
available to help her. A few months before coming to see me, she
developed severe pain in the jaw above one of her upper molars.
She went to her dentist, who out of desperation did a root canal
procedure on the neighboring tooth. The procedure was unsuc-
cessful in relieving the pain, which continued until I began the pain
management regimen I will discuss in detail in chapter 7.

Once again, the vagaries of the term widespread pain in the text-
book definition of fibromyalgia led my patient’s physician (and den-
tist) to guess wrong. The tender points depicted in the figure on page
60 make it seem as if FM is a disease of muscles from the neck
down. This is not the case. Forty percent of patients with FM also
have pain in their face or mouth when muscles of the face or mouth
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area are compressed. When face or mouth pain presents by itself,
the person goes to the dentist, and dentists have been the primary
researchers of temporomandibular disorder (TMD). “Temporo”
refers to the temple, while “mandibular” means the jaw. Originally
the syndrome was called temporomandibular joint disorder, but
researchers learned that quite a few patients with pain in or around
their TM joint had pain in the muscles and not in the joint itself.
The diagnosis requires the report of spontaneous or chewing-
induced pain in the face, mouth, or ears plus tenderness in at least
three different muscles with 3 pounds of pressure by the examiner.

My colleague Dr. Karen Raphael has done an epidemiological
study of the overlap between FM and TMD. Using a computer to
randomly select phone numbers, she identified 2,000 women who
provided information over the telephone suggesting that they had
either FM, TMD, or both disorders. The rates of FM she found in
women were similar to those reported by other researchers: 4.1 per-
cent. And as I indicated previously, 40 percent of these women also
had temporomandibular disorder. TMD was found in 13.3 percent
of the study group, but only a tenth of them also had FM (so rates
of women having both FM and TMD were very low). These results
mean that face and jaw pain are common in women with FM but
that face pain occurring alone may be a different beast from that
occurring with FM. An alternative but very interesting idea is that
pain localized to the face and head can lead to the widespread pain
indicative of FM. I find that my treatment plan for reducing body
pain also helps with face or mouth pain. So my pain management
program aims to relieve pain regardless of its location.

Belly Pain, Altered Bowel Habits, 
and Irritable Bowel Syndrome

The hallmark of irritable bowel syndrome (IBS) is abdominal pain
with a change in bowel habits. My patient Simone Jay provides an
example. She was a thirty-six-year-old secretary who came to see
me complaining of crampy pain in her lower abdomen, leading to
an urge to use the toilet. When she did, she had loose stools, but the
cramps were relieved. In addition, she reported having occasional
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bouts of constipation, also with belly pain. Constipation, Mrs. Jay
reported, had become pretty much a normal part of her life, except
every so often when an attack of belly pain led to diarrhea instead.
And then she happened to contract a rather severe case of food poi-
soning, which changed the pattern. Now the attacks of pain and
diarrhea were occurring much more frequently, as often as once a
week. Her case provides two examples. Prior to the food poison-
ing, she had a quietly simmering case of IBS. Afterward, it became
rip-roaring. In contrast to Mrs. Jay’s case, some women have no
gastrointestinal problems at all but then get an acute GI infection
followed by the new onset of IBS.

Because no specific test exists to diagnose IBS, the medical com-
munity has used the same tactic as with the other unexplained ill-
nesses, turning to a group of experts to determine a set of clinical
criteria needed for diagnosis. Because all the experts specialized in
dysfunction of the digestive system, the major symptoms used to
identify IBS are those related to the function of the bowel. To set
out criteria, one group of researchers determined how often cer-
tain symptoms in people with medically caused bowel disease
compared to symptoms in people whose bowel symptoms had no
obvious medical cause. They found several symptoms to be much
less common in the group with medically unexplained disease:
relief of pain after bowel movement; looser stools at the onset of
pain; more frequent bowel movements at the onset of pain;
abdominal distention; stools mixed with mucus; and the feeling
that the bowels were not empty at the end of the bowel movement.
The group made the decision to diagnose IBS when two of these
symptoms were present. A follow-up study checked to see just
how well these criteria did in identifying people with IBS. The
researchers gave a gastrointestinal symptom questionnaire to
1,344 introductory psychology students and found that 19 percent
of the women and 10 percent of the men fulfilled criteria for IBS.
While sex was important for the diagnosis, race was not; Cau-
casians and African Americans had very similar rates of IBS.

Once this initial definition was established, other groups of
expert physicians met to decide whether these criteria did a good
job in differentiating “cases” of IBS from the normal variation in
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bowel symptoms that might occur in anyone. They found two
problems: the criteria didn’t consider any duration of symptoms
before the diagnosis could be made, and they also did not require
abdominal pain, even though the original group recognized it 
as probably the most common symptom of IBS. That pain can
occur anywhere in the abdomen but most often is found in the
pelvic area, either on both sides or only one. Subsequent consen-
sus groups modified the original criteria accordingly. The most
recent definition of IBS, called the Rome II criteria, is at least
twelve weeks, not necessarily consecutive, in the past twelve
months of abdominal discomfort or pain that has two of the fol-
lowing features:

• Relieved with defecation; and/or
• Onset associated with a change in frequency of stool; and/or
• Onset associated with a change in form or appearance of

stool

One recent study sought to determine how use of each of these
different clinical case criteria affected the ability to diagnose IBS.
The researchers sent questionnaires about abdominal symptoms
and bowel habits to a large group of people living in Sydney, Aus-
tralia. A total of 14 percent of respondents met the criteria for IBS
using the earlier, more liberal criteria, while only 7 percent met the
new criteria for IBS from the Rome II case definition. The most
important point made by this study is that IBS is very common. To
me, that is much more important than the observation that how
one defines IBS influences the rate at which it is found. 

One of the problems concerning IBS is that symptoms often wax
and wane a great deal, a difference from CFS/ICF and FM, where
symptoms tend to be long-term and do not fluctuate as dramatically.
One study followed 122 IBS patients over a four-month period,
using a telephone method allowing patients to report symptoms on
a daily basis. Although most patients reported at least one IBS symp-
tom on half of the reported days, it was unusual for the patient to
report being bothered by all possible symptoms on any particular
day. Indeed the patients reported feeling fine for a while, then having
problems with IBS symptoms, and then feeling fine again. On the
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average, the patients reported having twelve episodes of symptoms
over the four-month study period. In general, people reported their
symptoms to be moderately severe during these episodes, with pain
and bloating lasting an average of five days and altered bowel
habits up to two days. Most patients cycled back and forth between
a few days with symptoms and a few days without symptoms.

The effect these symptoms have on quality of life is consider-
able. A group of IBS patients reported having more pain and
fatigue and a greater impairment of normal social functioning
than a group of chronically ill patients with kidney disease requir-
ing dialysis. This impact often translates into taking off from work
and/or visits to the doctor.

I say “and/or” because not all patients with symptoms consis-
tent with the diagnosis of IBS take their problem to the doctor.
One study in Minnesota found that only half the patients with IBS
actually went to the doctor because of their symptoms. The things
that led a person to become a patient were all related to abdomi-
nal pain. If it was severe and affected daily life, if attacks occurred
once a week or more, or if the episodes of pain lasted for more
than two hours, the symptomatic person would probably see a
doctor and become a patient. Research has also shown that peo-
ple who tend to be pessimistic seek medical care more often than
those who take a positive view of events, so we know that, gener-
ally speaking, psychological factors are important in determining
whether an individual decides to become a patient. But that
doesn’t change the underlying causes of IBS, which are identical
whether or not a patient decides to go to the doctor with a com-
plaint. This dissociation between psychological distress, the deci-
sion whether to see a doctor, and the underlying process causing
IBS is probably responsible for the fact that IBS patients who do
seek medical care may often be anxious or depressed.

Sensitivity to Odors and Multiple Chemical Sensitivity

Multiple chemical sensitivity (MCS) is the last syndrome I will
cover, and the unexplained illness we know the least about. Doc-
tors have known for many years that exposure to toxic chemicals
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like asbestos or cleaning fluids can make people sick. But some peo-
ple develop medical symptoms after moving into new buildings,
leaving doctors stumped about the cause. Eventually, these patients
were said to have developed “sick building syndrome,” another
medically unexplained illness. The symptoms included eye, nose, or
throat irritation; dry cough; dry or itchy skin; dizziness and nausea;
difficulty concentrating; fatigue; and sensitivity to odors. Usually
the symptoms went away when the individual left the environment,
but in some cases the symptoms persisted and would be made sub-
stantially worse by exposure to strong odorants, such as deter-
gents, perfumes, newsprint, and insecticides. Patients with these
complaints were said to have multiple chemical sensitivity. Though
many MCS cases seem to start with an identifiable trigger (like
working in a new building), some have no apparent trigger. So far,
no good consensus definition for this condition exists.

Based on the available literature, I have tried to arrive at a way
of diagnosing this condition. Patients with these complaints often
seek care from doctors specializing in a field called environmental
or occupational medicine. I’m not that kind of doctor, so I don’t
see patients whose primary complaint has to do with odors and
chemicals. But I do see many patients with problems related to
pain or fatigue, of course, so I can determine rates of MCS in peo-
ple who may be unaware that they have chemical sensitivity.

Here the history is the thing; there are no rule-outs or exclu-
sions. I diagnose MCS if a person mentions being sensitive to more
than two chemicals or odors and says that exposure to these chem-
icals produces symptoms in two different bodily systems—for
example, making him or her feel nauseated but also interfering
with concentration. The clincher is when the person goes out of
his or her way to avoid exposure to the odors. But of course, the
strong relation between the symptoms and the avoidance of them
is not a surprise. Who wants to get sick?

My experience is clearly different from that of doctors of 
environmental medicine. Only a few of my patients report an
acute exposure that initiated their symptoms. The rest split into
two groups: one that dates chemical sensitivity to a time at or
after they had developed their other symptoms (such as chronic
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fatigue), and the other saying their chemical sensitivity dates back
many years. The presence of this second group leads me to won-
der whether, for some people, chemical sensitivity, even if mild, is
a risk factor for developing fatigue or pain later in life. While I
don’t have an answer to that question, it’s clear that there is some
overlap among CFS, FM, IBS, and MCS.

The Question of Syndromic Overlap

When people complain of severe fatigue, they usually have other
symptoms as well. How does that affect the diagnoses of different
medically unexplained syndromes? One group looked at that
exact question when they compared twenty-five patients with CFS
and twenty-two patients with FM. There was a moderate amount
of overlap among the diagnostic categories: 20 percent of the CFS
patients had FM, while 64 percent of the FM patients had CFS;
and interestingly over 75 percent of patients in both groups had
IBS. But there were some differences. Fevers and sore throats were
much less common in FM than in CFS, while the pain in FM was
better relieved by heat or massage than was the pain in CFS. 

The overlap among syndromes is important for two reasons.
First and foremost, it is confusing for patients and physicians alike.
A patient whose primary concern is widespread joint pain, as we’ve
already seen, may be referred to a rheumatologist, who may miss
other symptoms—such as constant fatigue—or assume them to be
less urgent. A doctor whose patient complains of abdominal
cramps and altered bowel movements may assume that the
patient’s other symptoms (pain elsewhere in the body, for example)
all stem from the “original” cause: something wrong in the gas-
trointestinal tract. But overlap among the various “unexplained”
illness syndromes turns out to be one of their main characteristics. 

Additionally, the significance of syndromic overlap has implica-
tions about their cause or etiology. For example, an important idea
driving my own research is that a patient with only one medically
unexplained illness may have a very different illness, with a differ-
ent cause, from that of another patient who has two or more of the
illnesses we’ve been discussing. The exact opposite idea is that
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these syndromes are just variations of one another where “somatic
symptoms are incorrectly attributed to serious abnormality, rein-
forcing the patient’s belief that he or she has a serious illness”—in
other words, that all these patients are somatizers who really have
“nothing wrong” with them. Looked at from my perspective, the
ratio of biological to psychological factors may weigh more
toward the biological for a patient with CFS alone and more
toward the psychological for another patient with all of the syn-
dromes I have discussed to this point. In fact, the more overlap-
ping illnesses, the higher the rate for depression or anxiety
disorder: for CFS alone, rates were 44 percent; for CFS with MCS
or with FM, about 60 percent, and for CFS with both FM and
MCS, 85 percent.

So I think it is very important to evaluate every patient for each
of these other syndromes. My group has done careful studies of
patients who had CFS only, CFS with FM, and CFS, FM, and
MCS. As expected, we found that the typical woman with CFS
often had one of the other diagnoses too. While nearly 40 percent
of my patients had CFS alone, somewhat fewer also had FM,
somewhat fewer yet had MCS instead, and only 16 percent had
both FM and MCS in addition to their CFS. As you might expect,
we found that patients with both CFS and FM reported more pain
than patients with CFS alone, and had more difficulty getting
through physical activities. In contrast, those with CFS alone were
twice as likely to report a sudden onset of their illness and to have
objective evidence for cognitive problems than those with CFS
plus FM. The increased rate of a sudden onset correlates with the
fact that getting infectious mononucleosis greatly increases the risk
for developing CFS or idiopathic chronic fatigue but not for IBS or
FM. In contrast, having a severe GI infection increases the risk 
for developing IBS but not CFS or ICF. If all these illnesses were
the same, the type of infection would not matter.

What do these facts suggest? CFS, by itself, may be a different
disease from CFS that’s accompanied by other medically unex-
plained illnesses. And data exist from an excellent research group
at DePaul University to support this idea. Using a computer
to generate phone numbers, the DePaul researchers called people 
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living in Chicago and identified those who complained of chronic
fatigue; they then compared these respondents’ symptoms to those
of a group of healthy people. Next they brought the patients into
the laboratory and had them undergo medical examinations to
determine if they had CFS, FM, and/or IBS. After the patients
answered a large number of questions, the researchers asked them-
selves three major questions about the patients’ responses: (1) Could
all the symptoms be explained by one general construct called func-
tional somatic distress? The answer was no. (2) Could all the symp-
toms be explained by the presence of depression and anxiety? The
answer again was no. (3) Did the symptoms appear in ways suggest-
ing that CFS, FM, IBS, depression, and anxiety were inherently dif-
ferent from one another? The answer was yes. This statistical
approach indicates that the symptoms of each of these five clinical
conditions differ in key ways from one another. This is strong 
evidence that despite some overlap among these syndromes, they do
differ from one another. Thus, although specific diagnostic lab tests
do not yet exist to distinguish CFS, FM, and IBS from one another,
their different symptoms strongly suggest to me the existence of var-
ious mechanisms within the body that cause each syndrome.

To sum up, following are the diagnostic rules for each of the
syndromes I have detailed in this chapter: 

• Chronic fatigue syndrome (CFS). New onset of medically
unexplained fatigue lasting at least six months and producing
a substantial decrease in activity plus substantial problems
lasting at least six months with at least four of the following
symptoms: unrefreshing sleep, sore throat, tender lymph
glands, achy muscles, achy joints, headache, brain fog,
increased symptoms after minimal exertion.

• Idiopathic chronic fatigue (ICF). Either less substantial
fatigue plus the same number of symptoms as in CFS or
fatigue producing a substantial decrease in activity plus fewer
than four of the symptoms as in CFS.

• Fibromyalgia (FM). Widespread pain (often in all four quad-
rants of the body) lasting at least three months plus tenderness
in eleven or more of the points seen in the figure on page 60.
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• Irritable bowel syndrome (IBS). Abdominal discomfort or
pain lasting at least three months with at least two of the fol-
lowing features:

Relieved with defecation
Onset associated with a change in frequency of stool
Onset associated with a change in form or appearance of
stool

• Multiple chemical sensitivity (MCS). Complaint that at least
two different odors produce symptoms in at least two differ-
ent bodily systems plus efforts to avoid those odors.

I evaluate every new patient in my practice for each of these syn-
dromic diagnoses because they let me test my idea that one of
these syndromes alone may have a different cause from several of
these syndromes occurring together.

A few words about what’s next. In chapter 4, you’ll learn how
to determine whether your doctor is right for you and how to get
a second opinion, if either you or your doctor deems this worth
while. Chapter 5 focuses on depression, which makes every illness
worse. Depression is also relevant because many doctors mistake
its symptoms for those of the symptoms we’ve been discussing in
this chapter. Even if you think depression is not a problem for you,
I would urge you to skim through chapter 5. And if you have con-
cerns that depression could be contributing to your illness, please
read it in detail because I lay out current treatment strategies.
Once we’ve completed our discussion of communication between
you and your doctors, and explored depression, we can get into
the heart of this book: treatment techniques that can help you get
well.
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You are a twenty-eight-year-old mother of a five-year-old son,
and you work as a dental hygienist. Your days are incredibly

busy: you send your boy off to all-day kindergarten, put in a full
day’s work, and then come home and do what has to be done to
keep your house and family in order. Your plate is full. Then, all
of a sudden, you become ill. You feel like you have the flu. You’re
bleary eyed and totally wiped out with a fever, a bad sore throat,
and swollen glands the size of golf balls in your neck. You are, in
fact, presenting exactly the symptoms that doctors see in 25 per-
cent of cases that turn out to be difficult to diagnose. You go to see
your doctor, who examines you and draws some blood. She calls
you a few days later to report that your white blood cell count is
a bit low; this low count suggests the presence of a viral infection.
When you ask her if you have mononucleosis, she responds,
“Your symptoms are exactly the same as those of a person with
mono, but your blood tests don’t support that diagnosis.” 

So you know what you don’t have. Now what? The doctor said
to rest, drink a lot of fluids, and take aspirin for the fever—a set of
prescriptions that you could have come up with on your own. You
might have added one for chicken soup! 

Time goes on, and you don’t feel any better. A week passes,
then three. You remain wiped out, unable to work or care for
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your home, and you can barely get your child off to school. You
make another appointment with your doctor. She examines you
and tells you that the lymph glands in your neck are much smaller
than they were at your last visit and that this is an important sign
of improvement, but you still feel awful. You feel slammed with
fatigue, feverishness, achiness all over, sleeplessness, and a fuzzy-
headed feeling. Your doctor explains that even though you don’t
have mono, you probably have something like it, and these viruses
often take up to a few months to disappear.

You go home and drag on. The weeks slip away, and one day
you realize that you’ve been sick for a few months. You speak with
your doctor again, and she tells you that there really is nothing
more she can do for you. You just have to wait it out. While telling
you this, she seems a bit defensive and curt. You ask her to recom-
mend someone who might be able to offer a second opinion. Sud-
denly she seems more positive, and tells you that this is a good idea.

Asking for a Second Opinion

In this case, you—not your doctor—initiated a referral for a sec-
ond opinion. Patients are often uncomfortable about asking for
another doctor’s input. They sense that some doctors think that a
referral is a mark against them; it shouldn’t be. In fact, as soon as
a primary-care doctor feels uncomfortable because a patient’s
condition seems to evade diagnosis, he or she should refer the
patient to another doctor for a second opinion. It is surprising,
though, just how often physicians hold off on doing so. In this
example, your doctor may feel a bit relieved that you raised the
issue, and you will certainly be better off with a second opinion.

If you’re on the fence about whether to seek a second opinion,
ask yourself these questions:

1. Weeks have passed and you’re still sick. When you see your
doctor again, does he or she fail to answer your questions?

2. Do you think that your doctor is brushing you off? 
3. Does your doctor say that he or she can’t help you?
4. Does your doctor tell you there is “nothing wrong” with you?
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If the answer to any of these questions is yes, then it’s time to
seek a second opinion. The mechanics of getting a second opinion
depend on either the type of medical insurance you have or your
willingness to pay out of pocket. If you belong to an HMO, your
primary care provider acts as a “gatekeeper,” the only person who
can grant you access to medical services beyond those he or she
provides (including specialists). So the actual referral has to come
from your doctor, even though you asked him or her to provide it.
Another limitation of the HMO is that the doctor you would like
to see may not be on the HMO’s approved doctor list. Some
patients bypass these problems by simply deciding to pay for 
the second opinion themselves. If, on the other hand, you have
what is called a “traditional” medical insurance plan, then you can
decide when to get that second opinion and whom to consult, pay-
ing whatever portion of the charges your insurer doesn’t cover.

Where You Should Go for a Second Opinion

The credentials and expertise of your family doctor will influence
your decision about the kind of doctor you see next.

If Your Doctor Is a Family Doctor

You should find an internist for a second opinion if your doctor is
a family practitioner. The difference between these two types of
doctors lies in the breadth of their training. Family doctors have
very broad training that prepares them to help patients with com-
mon conditions such as lacerations, colds, and pregnancy.
Internists, in contrast, receive a more focused education in medical
problems with no further training in surgery or obstetrics at all.
Finding a good internist is simple. Ask your friends, call the
department of medicine in your neighborhood hospital, or look in
the yellow pages for a doctor who has accreditation—that is, who
is “board certified”—in internal medicine.

If Your Doctor Is an Internist

If you’re already seeing an internist, then it does not make sense to
go to another internist. Instead, you should ask about a referral to



a specialist (or decide to refer yourself if your insurance allows
this). In this case, a second opinion is important because your
internist may not know what your problem is. He or she might say
so, but might instead give you a diagnosis—like fibromyalgia—
just for the sake of giving you a diagnosis. 

How can you tell if your doctor is doing this? If your doctor makes
a diagnosis of fibromyalgia, he or she should be prepared to discuss
a treatment plan with you. This plan, like the one I will outline in
chapter 7, should include a set of steps to help you manage your dis-
comfort. Your doctor may not provide you with a plan that is as
detailed as the one in this book, but he or she should be able to
describe an overall approach. A treatment plan that’s limited to a sin-
gle drug for pain (like Celebrex or Motrin) often is inadequate
because these medicines alone are less likely to bring about substan-
tial relief than a more comprehensive plan. If your physician does not
offer you more than a prescription, ask for a referral to a specialist.

A doctor’s lack of familiarity with illnesses like fibromyalgia does
not necessarily mean that he or she is dismissing your concerns. Here
again, the issue is depth of training. Internists know a great deal about
common illnesses like high blood pressure, asthma, and heart disease.
However, they often do not have adequate training in methods to
reduce chronic, widespread pain. There is just too much to learn.

A similar problem exists with the symptom of fatigue. Quite
often, a second doctor whose training is more specialized will be
able to get to the root of your problem and will be able to help you
manage it. Next, let’s look at the types of specialists that your doc-
tor may refer you to, and at the ways in which he or she will
decide where to send you for a referral.

Types of Specialists You May See

Your pattern of symptoms will determine the kind of specialist you
should see next.

For Fatigue, Sore Throat, Tender Glands, and Fever

Let’s say that you are the twenty-eight-year-old dental hygienist in
the earlier example. Your doctor did not find abnormalities during
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your exam or in your blood tests, so he or she probably will refer you
to a specialist. Your illness began with an infection and your symp-
toms appear to be those of someone with a chronic infection, so your
doctor may choose to send you to an infectious disease expert.

When you see this type of specialist, be sure to tell him or her
about all of your symptoms, including malaise, throat pain,
swollen glands, and a fever. If you have had a fever (an oral or ear
temperature exceeding 100 degrees), chart your temperature over
the course of several days or weeks—however long your fever per-
sists. Record your temperatures upon awakening in the morning
and before you go to sleep at night. Remember to take your tem-
perature before you brush your teeth or smoke a cigarette, as these
activities may change your temperature reading. When it’s time to
see the specialist, bring this chart with you. 

Although the infectious disease specialist will do a complete
evaluation, including all the blood tests listed in chapter 2, he or
she may rule out the possibility of an infection if your temperature
chart is normal and blood tests also show no abnormalities. The
specialist has gone through a diagnostic algorithm and has come
up shorthanded. But one can diagnose chronic fatigue syndrome
(CFS) or its less severe counterpart, idiopathic chronic fatigue
(ICF), without any such abnormalities. If the doctor knows the
requirements for diagnosing either of these, he or she may go on
to make one of those diagnoses. 

For Muscle Aches and Joint Pain 

Let’s say you are another twenty-eight-year-old whose illness
started with a fever, a sore throat, swollen glands, and body aches.
Eventually the symptoms of a potential infection—fever, sore
throat, and tender glands—go away, and you’re left with continu-
ing achiness. Your discomfort gradually gets worse, so that any lit-
tle motion causes you to feel horrible pain all over your body and
extreme tenderness to the touch. 

This problem with widespread pain also can start by itself, with-
out any of the symptoms of infection. When it starts this way,
months or even years may pass before the ailment is severe enough
to slow you down. Whether the pain begins with other symptoms



or by itself, when you have gone to your doctor more than once
complaining of widespread pain, he or she may refer you to a
rheumatologist—a specialist in conditions of the muscles, joints,
and fibrous tissue. The rheumatologist will try to rule out the pos-
sibility that you have rheumatoid arthritis (RA) or systemic lupus
erythematosis (SLE). If he or she cannot make this diagnosis, the
doctor may diagnose fibromyalgia (FM). 

Although FM is probably the most common diagnosis a practic-
ing rheumatologist makes, the key to helping FM patients is pain
management. Most rheumatology training programs do not cover
this type of therapy adequately. Moreover, although people with
widespread pain often wind up seeing rheumatologists, FM is not
a rheumatological disease; that is, it is not a disease of the joints.
For this reason, and because it’s often beyond the limits of their
training, many rheumatologists are uncomfortable treating
patients for FM. If a rheumatologist says that you have FM but
has little else to offer, ask him or her if you need a referral to a pain
management specialist.

For Abdominal Discomfort or Diarrhea

What if your symptoms are a little different? Say you’re another
twenty-eight-year-old woman, a teacher. You wake up one day
with severe crampy pain in your abdomen, nausea, and bad diar-
rhea. You also have some of the other symptoms of the first
twenty-eight-year-old: a fever, horrible fatigue, achiness all over,
messed up sleep, and a foggy brain. Two or three months later,
many of your symptoms have finally disappeared, but you still feel
wiped out and you still have abdominal pain and diarrhea. At this
point, your doctor will probably refer you to a gastroenterologist,
an expert in illnesses of the stomach and intestines. 

Be sure to tell the gastroenterologist if your upset stomach and
crampy pain can be relieved by a bowel movement, or if you have
occasional diarrhea and then constipation. These symptoms point
to irritable bowel syndrome (IBS), but the specialist will most
likely diagnose IBS only if he or she cannot find another cause for
your symptoms. To do this, the gastroenterologist may order tests
including an X-ray series to view your bowel. If the results of these
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tests do not reveal another gastrointestinal problem, you may have
IBS. The good news is that new drug treatments are available for
this disorder—specifically for women whose symptoms are either
predominantly diarrhea or predominantly constipation.

For Face or Jaw Pain

IBS is an example of isolated, or regional, pain that occurs in the
belly. Another type of isolated pain may be limited to the face and
jaw. If you experience this form of pain and chewing is uncomfort-
able, you will probably visit your dentist before you visit your doc-
tor.

If you go to a dentist because of mouth, tooth, or jaw pain, he
or she may well recognize that you do not have a dental problem
but rather a regional pain problem; that is, you may have tem-
poromandibular disorder (TMD). However, some dentists think
that they can cure the problem by pulling teeth or performing a
root canal. I have seen many patients who have had these proce-
dures yet noticed very little improvement. So, if your dentist sug-
gests one of these procedures because of TMD (as opposed to an
appropriate dental problem, like a cavity or root decay) and refers
you to an oral surgeon, beware. 

Often when I see and question such patients, they also complain
of pain elsewhere in the body. Because their oral pain is so severe,
however, they focus on that aspect of their problem and wind up
having dental surgery. As I explained in the last chapter, however,
TMD may not be isolated at all but actually can be part of a
broader problem with pain. If your dentist sends you to a TMD
expert who recommends a bite plate or some other prosthesis, 
it’s certainly worth a try. It could at least relieve some of the mouth
or jaw pain, and is less permanent than losing a tooth. If he or she
wants to drill or pull teeth, however, you should get a second opin-
ion first. I would suggest going to someone other than a dentist,
perhaps a physician who specializes in FM or pain management.

For Unrelenting Chronic Pain

Speaking of pain management, if you suffer from unrelenting pain
in your gut, head, or throughout your body, and this pain contin-

78 Y O U R  S Y M P T O M S  A R E  R E A L



ues despite your doctor’s best efforts, he or she may refer you to an
expert in pain management. Managing pain often requires various
approaches, so most specialists in pain management work in cen-
ters, with an entire team of experts. One doctor may have exper-
tise in relieving pain with injections into muscle or into ligaments
near the backbone. He or she also may be a specialist in surgical
approaches to pain. Another may be an expert in hypnosis or in
acupuncture, and another may be an expert in the use of medicines
to relieve pain. Pain management centers also frequently employ
counseling professionals who help people cope with the emotional
consequences of having to live with chronic pain.

Questions to Ask Your Primary Care 
Doctor or Internist

Each of these referral tracks makes sense, but whether you will get
any satisfaction when it is your doctor who makes the referral will
depend just as much on the specialist’s nature as on his or her spe-
cialty. If the doctor is curious, scientifically oriented, and empa-
thetic, you will have a more satisfying consultation than if he or
she is interested only in getting to the next patient. Sad to say,
some doctors don’t care much about the latest scientific advances,
unless they pertain directly to their own very narrow specialty.
Others are too busy to keep up with these advances, and others are
just cold fish when it comes to caring about patients. 

Often, the key to finding the most appropriate and helpful spe-
cialist is being able to trust your primary-care provider to steer you
toward the right one. I can’t emphasize enough how important it
is for you to have a primary-care provider with whom you feel
comfortable. Being able to have a meaningful two-way conversa-
tion with anyone—including your doctor—requires this sense of
comfort. Few people feel completely at ease with a new acquain-
tance; it takes time to build any relationship. Doing so is impossi-
ble if you use a “doc-in-a-box”—an urgent-care center whose
medical staff changes from one day to the next—and not very easy,
either, if you belong to an HMO where you seem to end up with a
different primary-care physician each time you show up for an
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appointment. It is possible, however, to build a comfortable rela-
tionship if you have a primary-care doctor who cares for all your
medical problems, especially if you have seen this doctor for colds
or annual Pap smears over the years. 

Patients often tell me they see their illness as so complex that
they’ve decided to avoid their primary-care doctor altogether,
managing their illness as best they can on their own. This is an
unfortunate decision. Some people do make remarkably good case
managers, but almost all who take this course of action are really
shortchanging themselves. Although you may think that the pri-
mary-care doctor’s job is just taking care of sore throats and colds,
the role changes in the face of chronic illness. Then the primary
job of the primary-care provider is to coordinate your care: to be
sure you see the right specialist; to be sure you are getting the right
medicines at the right doses; and to be sure you do not fall
between the cracks produced by seeing a specialist expert in dis-
eases in one part of your body and then another specialist expert
in diseases of another part of your body, neither of whom may
have the time to talk to each other. 

Having someone in charge of all your medical problems allows
you to be the patient and not your own doctor. I can’t emphasize
this enough: having a primary-care doctor is crucial. Once you do,
you can decide whether your physician is the right one for you or
if you need to try again. You can find such a provider no matter
what your address, because primary-care providers constitute the
largest group of doctors in the United States. Having a long-term
relationship with that person will allow you to feel comfortable
asking him or her questions like the following: 

• Why are you referring me to this specialist rather than to a
different type of specialist?

• Do you know anything about the specialist’s training and
experience?

• Is the doctor affiliated with a medical school? (If so, this is
often a sign that the doctor has innate curiosity and an inter-
est in learning.)

• Do you think the specialist will have the time to think about
me and my problem or will he or she be in a rush? 

80 Y O U R  S Y M P T O M S  A R E  R E A L



By asking such questions, you may trigger your doctor’s think-
ing so that he or she gives more consideration to the referral. Your
doctor may even wind up giving you a different name.

Qualities to Look For in a Specialist

Okay, your physician has referred you to a specialist, you’ve 
discussed what your doctor hopes that specialist can do for you,
and perhaps you’ve even learned more about the specialist’s prac-
tice or research interests by doing a search online. Now it’s time to
go to your appointment. Here are some questions that might help
you to learn even more about this expert. You might ask:

• Do you see many patients like me?
• What can you do to help me? (If the doctor says, “Nothing,

because there is nothing wrong with you,” you need to find
another doctor.)

• Is there anyone besides you whom I should see?
• Have you seen good results in cases like mine? (Again, a reply

of no would suggest the need to find another doctor.)
• Is your office willing to help me with insurance forms? Can

your office help me deal with the paperwork necessary to
allow me get some time off from work to rest, if needed?

After the first visit, you must ask yourself:

• Do I feel better after seeing this specialist? 
• Did this doctor ignore my concerns or make me feel rejected?

(If so, you need to find another physician.)

Remember, even the best specialist won’t reach a diagnosis or
produce major symptom reduction on the first visit. But it’s worth-
while to ask yourself whether your new specialist paid attention to
you and gave you hope.

As I said in chapter 1, you’re a consumer paying for a service—
in this case, your specialist’s advice. If he or she does not answer
your questions or meet your needs, most health insurance carriers
will allow you to look for another doctor who will. Physicians
sometimes forget that you are paying them to help you. You have
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a right to get your money’s worth; if you find that you are not, you
should take your business elsewhere.

Find a Doctor Who Gives You Enough Time

Other factors may influence your feelings about being on the same
page with a specialist, and these factors may also affect the out-
come of your relationship with him or her. The first thing that may
work against the success of your consultation with any specialist
is managed care. Managed care has changed medicine from being
patient-centric to being time-centric. Medicine in the twenty-first
century is run more and more like industry. Managers of man-
aged-care medical practices treat patients as if they are widgets on
an assembly line. In fact, for some, the word patients has disap-
peared and customer has replaced it. That form of treatment may
have made you uncomfortable in the care of your primary doctor,
who may have had you out the door at the end of fifteen minutes,
even though you really had not communicated your concerns or
learned how to deal with them.

In modern medicine, few initial consultations are booked for
longer than one hour. Medical accountants have rightly calculated
that nearly every patient can receive a total and comprehensive
evaluation in this amount of time. The operative phrase, though,
is “nearly every patient.” As soon as a doctor has no landmarks to
follow as to diagnosis and treatment, the critical thing needed is
time: time to really understand what is going on with the patient;
time for doctor and patient to converse so that both can wind up
on the same page; and time for the doctor to think through the
best approach to the patient’s problems. The bottom line is, once
again, that you’re paying for your doctor’s time. If you don’t feel
that your doctor is listening to you—or even taking enough time
to hear what you’re saying—then you need to find another doctor.

Seek Out a Female Doctor

Two decades ago, most doctors were men. Things are different
today. Nearly half of the physicians who graduate from medical
school are women. This may come as something of a surprise,
since I’m a male doctor, but I suggest that you look for a female
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physician. Studies show that many patients find female physicians
to be better listeners and explainers, less likely to dismiss your
symptoms than a male doctor would. The differences may be even
more acute if you’re a woman. My colleagues and I have found
that women with CFS feel less stigmatized by female doctors than
by their male counterparts. Of course, there are exceptions to
these findings, so you need not despair if you can’t find a physician
who is female. Male physicians who listen and care can do the job
just as well, and hundreds of my patients can attest to that.

Look for the Three Cs

When you seek a second opinion, keep your antennae up. Look
for a doctor who makes you feel comfortable, even though you
may be apprehensive about seeing a new physician. This appre-
hension is very common. In fact, a patient’s nervousness in a doc-
tor’s office commonly leads to what physicians call white coat
hypertension, a condition where your blood pressure shoots up the
moment you approach a doctor’s office, even though it may be
normal at home and even at work. But I’m talking about whether
the doctor actually makes you feel more comfortable, especially
after you’ve sat and talked for a while. It’s the doctor with what I
like to call the three Cs who can do that—a doctor who is compas-
sionate, caring, and creative in helping you feel better. You can
view the doctor with the three Cs as the opposite of the one I dis-
cussed in chapter 1 with the three Bs.

Feeling pressed for time is no antidote to discomfort. When I see
a new patient, I schedule more than an hour for the initial visit, so
I have enough time to gather all the information I need without
having to hurry. I do everything I can think of to make a patient
comfortable. That’s why I’m so surprised when a patient tells me
of nervousness at being in my office for the first time. I try con-
stantly to find ways to do a better job in this regard, and I’m not
doing this just to be polite. When a patient leaves the office of a
doctor who does not take such care to put him or her at ease, that
patient usually feels worse than she did coming in. That outcome
surely is not what a doctor hopes for. Conversely, when leaving the
office of a doctor with the three Cs, the patient usually feels better.
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Following the three Cs is key. Just helping a patient feel comfort-
able enough to tell me he or she is anxious being in my office is a
step toward reducing anxiety and making the person feel better
about the consultation. And for the patient, finding physicians and
specialists who exhibit these three qualities is one of the first steps
on the road to recovery.

Seek Out a Curious Doctor

I can even add a fourth C to the list. In addition to being patient
and empathetic, a good doctor is curious. The curious physician
cares about understanding a person’s illness. He or she loves being
a doctor: sitting and talking with patients about their problems;
trying to understand the nature of those problems; and trying to
come up with some sort of intervention to help. Essentially the job
of a physician is to be a medical detective. A really curious physi-
cian will listen to a patient’s concerns and then develop a logic trail
that leads to a beneficial answer. The goal is to figure out why the
patient is sick and either to cure the illness or to reduce the symp-
toms so that the person can manage to live with them. 

Unfortunately, lack of time is once again the enemy. Some doctors
who are employees of managed-care companies simply do what they
have to do to finish the day at five o’clock. For such physicians, the
practice of medicine is not much different from the job of a toll col-
lector on a busy highway. Their medical curiosity has burned out,
and they won’t have enough interest to figure out a complex medical
problem.

Your antennae should alert you to a doctor who is bored with
medicine. One clue is if he or she is engaged in medical research; a
critical quality for success in research is curiosity. A doctor who
also conducts research will view you through a research lens. You
may seem interesting just because your case is a little more difficult
to solve. What you say to such a physician may spark ideas that he
or she can put to the test in the laboratory; or perhaps the
doctor/researcher is already conducting research to which your
case lends itself. Patient contact drives the research of such physi-
cians; they have a vested interest in hearing you out beyond their
usual desire to help patients. 
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Doctors who see patients as well as doing research may have
published articles on cases or symptoms just like yours, and pub-
lishing articles is one way they advance in stature. You can find out
easily on the Internet whether a certain doctor has contributed to
the medical literature; go to www.ncbi.nlm.nih.gov/PubMed. This
is the Web address of the National Library of Medicine, and many
taxpayer dollars have been spent making scientific and medical lit-
erature more accessible through this site. Enter a doctor’s name,
like smith-jones j (while you are at it, you can try natelson bh).
The search engine will immediately present you with a list of the
person’s scientific papers.

Practicing doctors rarely have time for research; their practice is
their thing. And very often, a practitioner does not have the facil-
ities needed for research: access to an electronic medical library,
other scientists, sensitive equipment, or statisticians who can help
interpret scientific results. Nine times out of ten, these facilities are
found in medical schools. One way to find a doctor with scientific
curiosity is to check the faculty of a medical school near you.
Another advantage of finding a doctor who works in a medical
school is that, unlike other practitioners in the community, rela-
tively few of these doctors are involved in the kind of managed-
care practice that requires them to see a patient every fifteen to
twenty minutes. Academic medical practice is often an add-on to
the faculty member’s other duties. He or she does not have 
to make a living in practice; such doctors receive a salary both to
teach and to see patients. Thus, some academic practitioners can
see as many or as few patients as they wish. 

Once again, there are exceptions to all generalities. Not all
physicians on medical school faculties are endlessly curious. Some
have to generate their salary by seeing patients. Some are as burned
out by their work or as bogged down by politics and paperwork as
some doctors in the nonacademic community. Just as you don’t
need to despair if you can’t find a female doctor, you don’t need 
to despair if you live far from a university medical center. Wonder-
ful, curious doctors are out there, and chances are there is one
nearby who can help you. Your task is to go into that first visit
with open eyes. Remember to take along the list of questions under
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“Qualities to Look for in a Specialist,” page 81. Then, if you find
that the doctor lacks the curious spark that can lead to a solution
to your problem, keep looking for a doctor who has it.

Look for a Specialist Who Takes an Integrative Approach

In addition to being scientifically oriented, the best specialists take
an integrative approach to treating their patients. They focus 
on the entire person in addition to, but not exclusive of, any 
particular organ system or disease. That might sound like what a
primary-care provider does, but the specialist has much more
extensive training in the area of his or her interest. This means
they have received training similar to that of the internist or 
primary-care provider but then continued their studies to learn
more about a specific area of medicine, such as rheumatology or
infectious diseases. Being integrative means that a doctor should
see the patient in a broader scope—as a person with a medical
problem living in a community that produces both stress and
pleasure, as a person living in an environment that could be pleas-
ant or horrible, and as a person living in a world filled with chal-
lenges ranging from terrorism to global warming. Most of us don’t
think about these global problems every minute of every day, yet
we hear about them every time we turn on the evening news or
pick up a newspaper. Physicians who take an integrative approach
are aware of the many factors influencing our health, including
those that lie outside our bodies. 

I’m not inventing anything new here. George Engel, a farsighted
physician at the University of Rochester, called this the biopsy-
chosocial approach to illness. Engel trained in medicine and then
in psychoanalysis in the 1930s, when the concepts of psychoso-
matic disease were new. In chapter 6, you will see how these con-
cepts changed the way in which doctors viewed the relationship
between stress and the body—that is, stress turns on nerves to
bodily organs, with pathological consequences. Engel’s biopsy-
chosocial model was a direct outgrowth of that line of thought. He
believed that psychological and social factors outside of the body
play almost as important a role in influencing how a patient feels
from day to day as the patient’s underlying disease.



Psychosocial factors count whenever chronic illness exists.
Your relationship to those closest to you—family and friends—
will affect your struggle, whether it is with multiple sclerosis,
rheumatoid arthritis, or heart failure. If someone with multiple
sclerosis has a husband who is never home and is not support-
ive, she will have additional trouble coping with her disease as
well as a chance of doing worse. If, on the other hand, her
spouse is always there for her, she may have trouble walking,
but her quality of life will be better for his presence, caring, and
concern.

Although a doctor cannot improve a patient’s relationships, he
or she can be sensitive to them and can try to help patients reduce
the consequences of negative aspects of their lives. Sometimes this
is as easy as telling a person to take an escape from her life as a
sick person to run away with her spouse for a long weekend in the
sun. However, if the doctor thinks that “relational therapy” (for
example, marriage counseling) is required, this task may be harder,
especially if the spouse does not see the need for consulting such a
professional. 

Despite the fame of Engel’s biopsychosocial model, and the
work of many of his successors (myself included) to foster his
approach, Engel’s ideas still haven’t reached the main-
stream of medical education. Finding a physician who can take
an integrative approach to treating a specific symptom you
exhibit—like fatigue or chronic pain—may still be a little 
difficult, unless you happen to live in one of those areas of the
country where this approach is more widespread. To see if a 
doctor where you live follows this approach, type the word
“integrative” or “biopsychosocial” into an Internet or National
Library of Medicine search engine. You might also try the Web
site of a medical university near you. If you get a hit, give that
doctor a try.

Your Visit with a Specialist
Your request for a referral to a specialist was fulfilled, and now
you are at the specialist’s office. 
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What to Watch For

You are in the specialist’s office because your doctor thought that
an expert in a particular aspect of medicine would have the best
chance of helping you. What can you expect to gain by this visit?
First, you want to know what is wrong with you; you want a diag-
nosis. If you turn out to have a medical disease in the specialist’s
area of competence, your journey is over. Stick with that doctor
unless further referrals are necessary for treatments that he or she
cannot provide.

Is the expert too specialized? As mentioned earlier in this chap-
ter, the specialist may tell you that your illness does not have a
known medical cause and that you have a clinical syndrome. An
infectious disease expert may diagnose chronic fatigue syndrome or
its less severe counterpart, idiopathic chronic fatigue. A rheumatol-
ogist may diagnose fibromyalgia, and a gastroenterologist may
diagnose irritable bowel syndrome. Even if the specialist diagnoses
one of these syndromes, he or she may not be trained to help you
deal with the symptoms that they cause. This is where turning to a
specialist for your care has its own potential pitfall: the specialist is
an expert in one area of medicine and may be uncomfortable with
problems outside of his or her area of expertise. As fond as I am of
physicians who work in medical schools (I am one myself), this
problem can actually be magnified in academe, where the special-
ist may not be merely a gastroenterologist but a subspecialist—for
example, in diseases of the stomach only. Such a “superspecialist”
may be less familiar with problems outside of the stomach, in the
intestine, than a regular gastroenterologist.

How can you tell if a specialist is too specialized for your needs?
He or she may act just like your primary-care doctor, who was not
specialized enough. With the now-familiar glazed-over look, the
specialist may tell you that he or she doesn’t know much about
your problem, that he or she can’t help you, or that there is “noth-
ing wrong” with you.

Is the expert willing to address all of your concerns? Even if the
specialist is not a superspecialist, a problem may remain. An
interested and informed rheumatologist may focus on your pain,
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but he or she may ignore your other complaints. This is a fre-
quent issue for specialists, and some of your concerns can fall
through the cracks here. Health problems usually do not occur in
a vacuum; they are not always limited to one set of concerns such
as widespread pain. For example, one study tracked the medical
expenses of patients who had received the diagnosis of FM 
at least once in a three-year period. Patients in this group—
mostly women—had nearly three times more visits to their doc-
tors each year than other claimants. Additional claims for FM
were the exception rather than the rule. Instead, these patients
sought care for many other concerns, such as backache or
abdominal pain, severe fatigue, or problems with sleep, anxiety,
and depression. 

However, good specialists take an integrative approach to their
patients. If you feel that the specialist is considering you simply as
the bearer of a specific health problem and not as a whole person,
you may need to keep looking for another doctor.

If you have pain, does the specialist adequately address this 
problem? Chapters 7 and 8 present a lot of detail on treating
pain and fatigue; you may want to jump ahead to take a look at
that plan. But the bottom line is that most doctors—primary-care
doctors as well as specialists—really do not know how to take care
of a patient whose major problem is pain. This is true even for
many rheumatologists who deal with diseases that frequently
cause horrible pain. Many doctors go from prescribing over-the-
counter pain medicines like ibuprofen to prescribing narcotics like
Percocet when pain continues. This is not good medicine. Percocet
has no role in the treatment of chronic pain. If you are on your
third visit to a doctor and either your pain remains or you are tak-
ing Percocet or another such narcotic, you need a referral to a pain
management center. They will certainly know how to help you.

Is your specialist communicating with your primary-care doctor?
If your doctor referred you to the specialist, then it is automatic for
the specialist to send the results of the consultation back to him or
her. But if you organized your own referral, the specialist has no
one with whom to communicate except you. Being knowledgeable
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about your illness is not the same as having the broad reservoir of
medical knowledge of a licensed physician. Therefore, I again urge
you to build a relationship with a primary-care provider and make
sure that he or she is aware of any appointments you arrange with
other doctors. By doing that, you won’t have several doctors tak-
ing care of several parts of you; instead, you will have one doctor
in charge of all of you. 

Very strict laws as to the confidentiality of medical records have
been in effect since April 2003. Thus, you will have to sign a doc-
ument authorizing the specialist to release your otherwise confi-
dential information to another party, including your primary-care
physician. While you are at it, you might as well ask him or her to
send a copy of the letter to you. In contrast to the 1950s and
1960s, when doctors’ notes were not available to patients, today
you control access to your medical record. You decide who can
and cannot see it. In the same vein, you are entitled to have copies
of any report or test that pertains to you. After all, you paid for it.

Trust Your Instincts 

Some time after I became a full professor at the New Jersey Med-
ical School, I was involved in a case that dramatically changed the
way I thought about medicine and the way we were training
young doctors at our medical school. This case alerted me to the
dangerous consequences of allowing patients to fall through the
cracks of classical medicine. In this instance, the instincts of 
the patient and her husband prevented a tragic outcome.

The patient was the thirty-six-year-old wife of a practicing neu-
rologist. She had been totally well until she began to notice
episodes of rapid heartbeats, or palpitation. She went to her 
primary-care provider. He evaluated her and found that everything
appeared to be normal, including her electrocardiogram. When the
problem persisted, her doctor referred her to a local cardiologist. 

The cardiologist did a stress test. This test, which demands
exhausting exercise, often uncovers cardiac abnormalities. When
the results of this test were normal, the cardiologist performed
echocardiography, a test that looks inside the heart to evaluate its
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function. These test results also were normal. Next, the cardiolo-
gist tested the patient with a Holter monitor, a beeper-sized
machine that records the heart’s electrical activity or electrocardio-
gram for an entire day. While the patient was connected to the
monitor, she pushed a button every time she experienced heart pal-
pitations. The only abnormal results of this last test were short
bursts of rapid heart rate, or tachycardia. Such bursts commonly
occur when a person is exercising or feeling anxious. Because of
these test results, the heart doctor’s diagnosis was “nothing
wrong.”

The episodes of jolting, unpleasant heart palpitations continued,
and they really disturbed the woman. Her husband called the car-
diologist and explained her level of distress to him. The cardiolo-
gist advanced her up the referral ladder and sent her to a more
specialized specialist—an arrhythmologist, a subspecialist who
only sees patients who have bouts of arrhythmia, or abnormal car-
diac rhythm. This doctor agreed that the patient’s bouts of rapid
heartbeats were arrhythmias, but he suggested that they were
unrelated to any abnormality in the heart. All people experience
similar bouts of rapid heart rate (sinus tachycardia) when they are
nervous, scared, or exercising, so this type of arrhythmia is
thought to be “normal.”

The arrhythmologist told the woman that he agreed with the
cardiologist—there was nothing wrong with her. In his letter to the
referring cardiologist, he noted that the woman was thin and that
her thin chest wall may have made her more aware of her heart
beating than would be the case in a heavier-set woman. He didn’t
say so, but his unwritten diagnosis was that the problem was “all
in her head.” For an arrhythmia to count for this classically
trained subspecialist in cardiology, it had to stem from heart dis-
ease. That position made this woman fall through the cracks of
classical medicine.

So she was left to her own devices. Fortunately, her husband
happened to be a neurologist. She had more and more frequent
bouts of tachycardia, and then the woman reported something a
bit unusual to her husband. She seemed to have these attacks more
reliably just as she was falling asleep or waking up. 
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When neurologists hear of weird things happening when a per-
son is falling asleep or awakening, they think of seizures. The neu-
rologist called the cardiologist to discuss this idea with him. The
cardiologist dismissed his concerns. So the woman’s husband
took over the management of his wife’s illness. He prescribed an
anticonvulsant (a medicine that interferes with seizures), and her
bouts of sinus tachycardia stopped cold. He then sent her for
brain imaging and was aghast to learn that she had a large brain
tumor. This brain tumor produced seizures—not the spasmodic
twitching usually recognized as a convulsion, but episodes of
sinus tachycardia.

There were two terrible things about this case. First, despite the
advantage of being a physician’s wife, this woman fell through the
cracks of classical medicine, was told she had “nothing wrong”
with her, and was abandoned as a “crock.” With the exception 
of her husband, the medical profession turned its back on her. 
Second, her husband was forced into the uncomfortable role of
doctoring for his own wife, and ultimately he had to experience
the horror of telling her that she had a potentially lethal brain
tumor. What would have happened to this woman if her husband
hadn’t been a physician—and not just any physician but one who
had been trained to recognize diseases of the brain?

This woman’s trials and tribulations led me to a period of deep
introspection. I assumed that this example of one patient falling
through the cracks of classical medicine was just the tip of the ice-
berg. When I started caring for patients with medically unex-
plained illnesses, I realized that I was right. My patients said that
they had seen many doctors who either told them there was
“nothing wrong” with them or that their illnesses were all in their
heads. If they had not persisted and trusted their instincts (as the
woman with the brain tumor and her husband did), they never
would have found the help that they were looking for.

You may need to keep looking until you find a doctor who gives
you the Harry Truman line “The buck stops here.” That doctor
will think about you as a person and as a patient with all of your
complaints, not just your muscles, your gastrointestinal tract, or
your brain. Once you find a doctor who is willing to think outside



the standard medical box, the quest for help will end. Many of my
patients have seen a dozen doctors before me because the buck did
not stop at those doctors’ desks.

To review, when you are seeking a second opinion or you need
to see a specialist, look first for a female doctor, preferably one
who is affiliated with a university medical center. Go to an infec-
tious disease specialist if your illness is characterized mostly by a
fever, a sore throat, and swollen glands; to a rheumatologist if
your illness is characterized mostly by achy muscles and joints; or
to a gastroenterologist if your illness is characterized mostly by
stomach pain with constipation or diarrhea. If you suffer from
chronic pain, go to a pain management center. But before anything
else, make sure that you have a primary-care physician with whom
you feel comfortable and who will take an active interest in your
health, including working with any specialists you may see. Your
primary-care physician may well see critical facts in your overall
medical record that one or more specialists have missed. Check
out doctors online to see if they’ve published papers, spoken or
written about cases like yours, or been identified as taking an
“integrative” approach to care. The National Library of Medicine
Web site is among those that will be helpful. Then, when you have
your appointment, keep your antennae up to see if you feel cared
for and on the same page with the doctor.

Taking care of people who are troubled by medically unex-
plained pain or fatigue is not rocket science, but it is definitely
outside the box of standard medical knowledge and care.
Nonetheless, doctors who know a lot about symptom manage-
ment and illnesses like CFS, FM, and the other medically unex-
plained syndromes do exist. Your job is to find one. You simply
cannot throw up your hands and give up when one doctor after
another tells you there is nothing wrong with you. Instead, be your
own advocate until you find a thoughtful primary-care provider
who will be an advocate for you. 

And if your physician says “I don’t know,” that’s not a bad
thing, if he or she is willing to learn. Helping the practicing doctor
learn about your illness is one reason I wrote this book. As with
my last book, Facing and Fighting Fatigue, I provide enough detail
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for your doctor to get up to date quickly so that he or she will be
able to take care of you. Just ask him or her to read the book. If
you and your doctors can’t communicate well, you may be
tempted to turn your back on traditional medicine and venture
into the areas of alternative and complementary medicine, where
instead of a physician with a medical degree, you may deal with
chiropractic, naturopathic, or homeopathic physicians. Some of
these kinds of treatment may indeed play a role in getting you
well, but others maybe worthless, expensive, or even dangerous.
Charting those troubled waters is the grist for chapter 10.

For now, though, we’re going to stay focused on more tradi-
tional medicine. Now that you know what you should be looking
for in a doctor, how your doctor’s mind is likely to operate, and
some of the background on unexplained illnesses, we can begin to
shift gears. In the next part of the book, we’ll talk about illnesses
and processes that can either mimic your symptoms or make them
a lot worse. Then I’ll lay out my own path to wellness. No matter
which path to healing you choose, keep your chin up and keep
looking for a solution to your illness. Even if a cause and a cure are
out of reach for the moment, there are several strategies that you
can try to make you feel better. Read on!
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L et me be clear from the outset. The purpose of this chapter is
not to ignore your complaints by calling them depression-

related. Instead, please note that depression can be an element
explaining why you feel the way you do. You may never have
experienced it, but it’s possible you may—later on, if you feel
beaten down by being ill and not being helped by doctors who
simply tell you there’s nothing wrong. 

It is well worth knowing the facts about depression because
depression can bring with it many of the feelings of fatigue and
achiness we have discussed to this point. Because of this fact and
because women are more likely to experience depression than
men, doctors sometimes conclude that people with chronic fatigue
or pain don’t have a medical problem but instead have either 
garden-variety depression or some form of masked major depres-
sion. In this chapter, we’ll look at depression by itself and in com-
bination with fatigue and pain, talk about what happens (or
should happen) when a patient with medically unexplained illness
is also clearly depressed and, finally, we’ll discuss how to handle
depression if you should experience it. 

5

Step One: Getting beyond 
Depression

97



Depression: Background and Symptoms 

When a patient first visits me with a complaint of severe fatigue
or widespread pain, I tell her I hope she is depressed. As you
might imagine, this statement usually produces a look of shock.
But, strange as it may seem, once depression is identified, it hap-
pens to be one illness that today’s doctors are good at treating,
or even curing. The problem is that depression is hard to recog-
nize, both for the patient and the doctor. It’s what I would call a 
tiptoe disease: it creeps up on people so gradually that they don’t
see depression for what it really is until it’s already become quite
advanced. So a patient who can say she’s truly depressed 
has, in a sense, gotten herself a good part of the way toward
recovery. That’s why it is important for you to recognize the
symptoms.

Doctors don’t have an easy time recognizing depression either,
even if a patient is aware of it and points it out. And some doctors
may not treat depression, even though they do recognize it in a
patient. Some time ago, doctors participating in a study were told
which patients they were seeing for other illnesses also had depres-
sion. Amazingly, the doctors just ignored this information even
when it was offered to them by other professionals. This, of course,
is a major problem, because serious depression can be a lethal dis-
ease. In fact, the number two cause of death for women in their
twenties and thirties after physical injury is suicide due to depression.

Let me begin with the ABCs of depression itself. As is the case
with chronic fatigue syndrome (CFS), fibromyalgia (FM), and irri-
table bowel syndrome (IBS), psychiatrists have come up with a
clinical case definition by consensus. The Diagnostic and Statisti-
cal Manual of Mental Disorders defines a major depressive episode
as requiring “at least 2 weeks during which there is either
depressed mood or the loss of interest or pleasure in nearly all
activities.” These symptoms have to be a change from previous
functioning and can’t be associated with a recent major loss or
cause for bereavement. (For example, if someone in your family
dies, you can be expected to feel profound feelings of sadness or
even depression, but, given your loss and understandable grief, a
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doctor wouldn’t automatically diagnose depression unless it lasted
for a prolonged period of time.)

However, the diagnosis of major depressive disorder—com-
monly called depression—requires additional symptoms besides
these major ones: three more if the patient feels depressed and is
experiencing a loss of pleasure or interest, and four more if meet-
ing only one of these two major criteria. These other symptoms
include weight loss unrelated to dieting; problems concentrating,
thinking, or making decisions; frequent problems with disturbed
sleep or too much sleep; markedly increased or decreased activity;
fatigue; daily feelings of worthlessness or guilt; and recurring
thoughts of death or suicide. 

Now that you’ve seen the list of symptoms that helps define
major depressive disorder, perhaps you can understand why doc-
tors may confuse CFS or idiopathic chronic fatigue (ICF) with
depression. If someone is sad or down for most of every day of a
two-week period, plus has fatigue that forces the curtailment of
some activities, plus reports having cognitive problems and dis-
turbed sleep, that person is only one symptom away from the diag-
nosis of major depressive disorder. At the same time, however, he
or she would probably fulfill the case definition for ICF. So which
is right? It’s important to remember that psychiatrists use more
than a depressed mood to diagnose depression. It’s these addi-
tional symptoms that can lead to diagnostic confusion.

On the other hand, you do not need to be depressed for a doc-
tor to diagnose a major depressive episode. If, instead, you become
less interested in things that used to interest you, develop fatigue,
become less active, lose some weight, and have difficulty concen-
trating, a psychiatrist would make the diagnosis of depression. But
if you visit an internist instead of a psychiatrist, depression will be
the last diagnosis your doctor will be thinking of. And the doctor
will nearly always be right and the psychiatrist wrong, because if
you had a serious medical condition, you could easily have all of
these symptoms as part of it.

When people get sick their behavior can change. For example,
when you have the flu, it’s not the influenza virus that alters your
behavior; it is your body’s immune response to the infection that
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changes the way you feel. To combat the infection, your body
releases a tiny amount of highly active immune material called
cytokines. These function to activate your body’s antiviral defense
system, but they also make you feel sick. Specifically, they make
you exhausted, causing you to sleep longer than usual but in a rest-
less, nonrefreshing way. You lose your appetite, find that you’re
having problems thinking or concentrating, and may develop ach-
iness all over your body. And because you don’t feel well, you’re
much less interested in things that would usually engage your
attention. A psychiatrist finding you in this condition, without run-
ning further tests (like taking your temperature or ordering a com-
plete blood count), might conclude that you’re depressed. But an
internist would probably recognize right away that you had the flu,
or some other physical illness. I won’t argue with either diagnosis
except to point out that medical illness can mimic depression.

The large overlap between the symptoms used to diagnose CFS
and those used to diagnose depression may make you wonder why
someone with fatigue or widespread pain severe enough to produce
a substantial decrease in activity isn’t automatically depressed.
After all, it’s normal to feel sad and dejected when a major negative
event, such as the loss of a loved one, changes your life. And
chronic illness is a major negative event also. When depression
occurs after an illness begins, the depression is called reactive. Since
depression in this case occurs as a “reaction” to another illness,
depression might track illness severity—you might become increas-
ingly depressed if the underlying illness continue to progress.

In fact, our own work on women with CFS makes it clear that ill-
ness severity is a major risk factor for depression and/or anxiety. I
was disturbed by the fact that the case definition for CFS asked only
about the existence of symptoms. As far as the Centers for Disease
Control (CDC) was concerned, even mild symptoms counted.
Because this did not make sense to me in terms of the patients I see,
I decided to develop a modification of the case definition designed
to identify patients on the severe end of the illness spectrum. About
50 percent of the women we’ve studied in our federally funded CFS
Center have what we call severe CFS. Here’s how I define it: fatigue
severe enough to reduce activity by more than half from previous
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normal levels, plus at least one month’s worth of substantial, severe,
or very severe problems with at least seven symptoms from the
1988 list of minor criteria (I listed those symptoms in chapter 3).
While rates of depression or anxiety for women with “less than
severe” CFS were in the same range as women with diseases such as
multiple sclerosis (MS) or rheumatoid arthritis (RA) (29 percent),
rates were over 50 percent in the “severe” group.

One thing that seems to move a woman from the “less than
severe” category to the “severe” category of CFS is the addition of
fibromyalgia (FM). Women with both CFS and FM are twice as
likely to have a problem with depression as those with CFS alone.
And when multiple chemical sensitivity (MCS) also exists, rates
climb even higher. In fact, we found that only 15 percent of
women with CFS, FM, and MCS were free from problems with
depression or anxiety. But looking at the other side of this coin,
some women with CFS simply don’t get the added burden of seri-
ous psychiatric problems. The reason not everyone with chronic
illness gets depressed relates to specifics about the patient’s person-
ality. Women who are optimistic and have no family history of
depression tend not to experience long periods filled with sadness,
tears, and negative thoughts. Yes, chronic illness is demoralizing,
and many of my patients—even though not clinically depressed—
have bad days when they feel down in the dumps. But for these
particular women, something pleasant or positive eventually hap-
pens, and their mood lightens. There is a difference between being
temporarily demoralized by illness and being really depressed. Fig-
uring out whether depression is present and then treating it are
two of my major goals. When I diagnose depression in a person
with medically unexplained illness, I am more committed than
ever to wiping out the depression with the goal of reducing the
severity of the medical symptoms.

Is All Depression the Same?

We have compared a group of women who had both CFS and
depression to a group with depression alone. We found that
depression looked different in the two groups. Depressed women
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with CFS had substantially diminished feelings of guilt or worth-
lessness compared with those who had depression alone. Also,
CFS patients, even when quite depressed, only rarely think about
ending their lives to escape their illness. In other words, patients
with depression but not CFS are more likely to be suicidal. To me,
this means that depression in CFS is different from depression that
occurs without the physical symptoms consistent with the diagno-
sis of CFS. Backing this up is recent work from the University of
Washington indicating that rates of suicide in CFS patients were
no different from those of the population in general.

Other experiments suggest yet another difference between
depression and CFS. These studies explored the role of serotonin,
a brain substance that’s involved in mood, pain, and fatigue. In
depression, serotonin activity goes down. (Although the experi-
menter cannot possibly measure brain serotonin in a living person,
it is easy to assay a hormone, prolactin, that is a measure of sero-
tonin levels.) When depressed patients are given a substance called
tryptophan that releases serotonin from certain brain neurons,
prolactin is released, but in lower amounts than in healthy people.
When CFS patients—regardless of whether they are depressed—
participate in this experiment, levels increase but now to values
higher than found in healthy people. This is the opposite of what
occurs in depression.

What do these studies tell us? First, that CFS and depression are
probably not the same illness. But they tell us a second thing too.
If all depression were the same, then CFS patients with depression
should have the same brain chemistry as people with depression
alone, and this is not the case. This means that all depression is not
the same. Like CFS and FM, depression itself is a syndrome and
may have many different causes. Therefore, having the diagnosis
of depression in the face of major problems with fatigue or pain
may not be the same as having the diagnosis of depression without
these symptoms. Psychiatrists usually view the combination of
depression with medically unexplained symptoms as just a variant
of depression. To me, this is an oversimplification at best. A
depressed mood may be the common denominator in both condi-
tions, but the variances suggest different underlying brain-related
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causes and perhaps treatments. Unfortunately, this is an idea that
has not yet come of age in psychiatry.

One of the few upsides to depression is that it may cause
patients with illnesses like FM to seek medical care. Whenever I
diagnose depression in one of my patients, I explain that having
depression on top of CFS, FM, or IBS is like turning up the stove
under a pot: everything gets hotter. The symptoms of fatigue and
pain increase, while the patient’s ability to cope with them in the
face of other daily demands decreases. So an important compo-
nent of my evaluation is to consider the possibility of depression. 

But what about the much more common case when you feel sad
but your symptoms, fortunately, don’t add up to a diagnosis of
depression? This would be the case if you felt pretty well one week
and then sad with frequent crying spells the next. The next step is
to try to get a handle on just how depressed you feel. To do this,
you should use the standardized questionnaire released by the
Center for Epidemiological Studies on Depression (CES-D), 
which I have reproduced on the next page. It is also available on
the Internet with automatic scoring at www.chcr.brown.edu/pcoc/
cesdscale.pdf. 

The minimum score at which depression becomes likely in an
otherwise well person is 16, but it is 26 for people with medical ill-
ness. Scores in the teens are very common in medically unex-
plained illness and really don’t mean clinical depression. However,
scores in the 20s catch my attention, while scores in the 30s or 40s
definitely concern me. Maybe it is because I am not a psychiatrist,
but I think the score on the CES-D is every bit as important as the
textbook diagnosis of depression in deciding whether to treat a
patient for depression. So if you are quite sad and tearful with a
tendency to do less than usual but have occasional good moments,
you wouldn’t be diagnosed with depression. However, because
your depressed mood can still alter your quality of life to a great
degree, it should be treated nonetheless.

Research indicates that a rather large number of women with
FM don’t even bother going to the doctor. They might have gone
once or twice in the past, but after they were told there was “noth-
ing wrong,” they turn to things they can try themselves, usually
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Depression Screening Form

Rate each statement for how often you felt or behaved this way

during the past week. Use the following scale:

0 = Rarely or none of the time (less than one day)

1 = Some or little of the time (one or two days)

2 = Occasionally or a moderate amount of time (three or

four days)

3 = Most of the time (five to seven days)

1. I was bothered by things that usually don’t bother me.

2. I did not feel like eating; my appetite was poor.

3. I felt that I cold not shake off the blues even with help

from my family.

4. I felt that I was just as good as other people.

5. I had trouble keeping my mind on what I was doing.

6. I felt depressed.

7. I felt that everything I did was an effort.

8. I felt hopeful about the future.

9. I thought my life has been a failure.

10. I felt fearful.

11. My sleep was restless.

12. I was happy.

13. I talked less than usual.

14. I felt lonely.

15. People were unfriendly.

16. I enjoyed life.

17. I had crying spells.

18. I felt sad.

19. I felt that people disliked me.

20. I could not get going.

Scoring: For questions 4, 8, 12, and 16, score 3 as 0, 2 as 1,

and 1 as 2. For all others questions your response is your score.

Source: Centers for Epidemiological Studies on Depression (CES-D)
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ibuprofen and massage. These “nonpatients” have a lower rate of
depression than patients who actually seek care. However, not
going to the doctor did not protect these people from depression.
The simple fact is that people who consult doctors for medical
problems have higher rates of depression and other psychiatric
problems than people who go it alone. This probably has to do
with the fact that people who seek health care tend to be sicker
than those who do not. 

My colleague Karen Raphael has been studying the relationship
between depression and FM by randomly telephoning households
where women are present. If a woman Karen calls indicates that she
has pain, and that her pain fits the definition of “widespread,” Karen
asks her to come to our medical school for an evaluation. She asks
some of the woman’s blood relatives to come in, too, and compares
rates of depression in the woman with pain to that in her relatives.

Karen’s results have been surprising. First, rates of depression in
relatives of women who had neither FM nor depression were 30 per-
cent. This underlines the fact that major depressive disorder is a crit-
ical health problem for otherwise healthy women in the twenty-first
century. Making this point is another reason this chapter is so impor-
tant. Second, having a relative who had FM was an added risk factor
for having depression. In fact, those relatives had rates of depression
equal to rates in relatives of depressed people—a third higher than in
those with neither FM nor depression. This finding suggests
fibromyalgia and depression share some common familial or genetic
denominator, which may be the neurotransmitter serotonin. There
will be more information about this substance later in the book.

Physical Symptoms and Depression

The study of relationships between depression and unexplained
medical symptoms has led to additional research that focuses on
the unexplained medical conditions themselves. These symptoms,
it turns out, account for the lion’s share of cases doctors see. One
study of 1,000 general medical outpatients identified the fourteen
most common body symptoms and found that only 16 percent had
a known medical cause, and yet medical students—the well-mean-
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ing people who will be tomorrow’s doctors—spend their four
years of medical school focusing on this 16 percent! If they spent
a small percentage of those years on the 84 percent of patients
whose symptoms have no apparent medical cause, I would not
have needed to write this book.

One issue that further muddies the water is that people with
depression or anxiety often do not tell their doctor that they are sad
or nervous, but instead focus on their physical symptoms. In fact,
of 500 patients coming to the doctor with a new medical com-
plaint, half had physical illness alone with no additional psychiatric
problem, 20 percent had physical complaints plus pretty obvious
underlying psychiatric disorders (but which were not the reason for
the patient’s visit), and the rest had psychiatric disorders that were
the primary reason for the visit or that were consequences of the
primary physical illness. In other words, there was a disconnect
between patients and doctors. Either the patients did not commu-
nicate their emotional distress or the doctors did not pick it up. But
emotional distress and symptoms are clearly related. Another study
showed that as the number of medical symptoms went up, so too
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did the risk for major depressive disorder. As to which comes first,
that seems to vary from person to person. 

The knot between physical symptoms and depression is not lim-
ited to the United States, as the graph on page 106 shows. Patients
around the world commonly report medical symptoms to their doc-
tors while either ignoring or failing to report symptoms of depres-
sion. When asked, most of these people acknowledged that their
problems extended to their mood also. Why these people ignore
feelings of sadness, hopelessness, and worthlessness to focus on
symptoms of fatigue and pain is not clear. My guess has to do with
the “tiptoe” quality in the occurrence of depression, which we dis-
cussed earlier. Very often, depression comes on so slowly that the
person never really notices the change from being a vibrant, alive
person to someone shunning human interaction or even going on to
have suicidal feelings. In contrast, the threshold for pain or fatigue
is a lot narrower. The process producing fatigue, pain, or cognitive
dysfunction occurs over a shorter time frame, making it easier to be
recognized as abnormal, so the patient goes to the doctor.

Data such as these make it clear that medically unexplained
symptoms and major psychiatric disorders such as depression often
go hand in hand. For psychiatrists, these studies may seem to indi-
cate that the physical symptoms—pain, fatigue, and others—
are nothing more than an extension of the “real” problem: depres-
sion. Unable to express the underlying psychiatric disorder, this
reasoning goes, the patient creates somatic complaints instead. Psy-
chologists call this unique personality characteristic alexithymia.
Unfortunately for this point of view, rates of alexithymia don’t dif-
fer when patients with medically unexplained symptoms are com-
pared to patients with a medical explanation for their complaints.

My problem with the psychiatric conclusion is that it throws the
baby out with the bathwater. It focuses on those cases where med-
ically unexplained symptoms and psychiatric disease do go hand in
hand, but these cases never add up to more than 40 percent of the
total. Assuming that depression is the “real” disease ignores the
majority of cases, where the person with medically unexplained
symptoms has no evidence at all of having psychiatric disease.
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Anxiety

Most of us know what anxiety feels like: a feeling of worry or dread
that is with us for days, weeks, or months and goes far beyond a
normal state of concern. You may experience anxiety when you’re
under stress, a subject I’ll discuss more fully in the next chapter. But
here I want to focus on the bodily sensations of anxiety: dry mouth,
upset stomach, fatigue, and achy muscles among them. This is
another case where the list of symptoms overlaps with symptoms
comprising medically unexplained fatigue or pain. I pay particular
attention when a patient tells me of feeling anxious or is very stress-
sensitive, because these are things that we can treat.

Anxiety is the sister of depression; they often accompany each
other, and being depressed is sometimes enough to make people feel
anxious. Therefore it is no surprise that treatments for depression
often alleviate symptoms of anxiety too. The new class of antidepres-
sants called the selective serotonin reuptake inhibitors, or SSRIs, are
particularly good at doing this, and drug companies have found new
indications and new populations for this class of drugs. These drugs
reverse the tendency for low brain serotonin levels in depression.

An older class of antidepressants, called tricyclic antidepres-
sants, or TCAs, was also effective at reducing anxiety, but general
practitioners avoided them due to their frequent and disturbing
side effects including an often uncomfortably fast heart rate,
weight gain, and very dry mouth. As an alternative to TCAs, prac-
titioners often turned to benzodiazepines, like Valium and Xanax.
I very rarely prescribe these drugs because people can become
dependent on them. Moreover, the characteristics of these drugs
may make it hard to determine whether symptoms are continuing
or disappearing. Xanax, for example, melts anxiety away but is
very short lived in the body. Because it disappears from the system
so quickly, it must be administered at least three times a day. Once
Xanax leaves your system, anxiety returns. This raises the ques-
tion of whether the returning anxiety reflects the underlying prob-
lem or is a sign of drug withdrawal. With the patient’s other issues,
who needs this new problem? Moreover, previous use of a benzo-
diazepine like Xanax reduces the effect of another drug that’s
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often helpful for anxiety, called Buspar.

My Own Approach

My private practice is devoted to the care of patients who report
major problems with medically unexplained pain or fatigue. Some
of these patients show no evidence of depression. Others are
depressed but have never been treated for their depression. And a
third group is depressed and, by the time they reach me, has had the
kitchen sink of drugs thrown at them without any real effect. If
you’re experiencing pain or fatigue, you undoubtedly fall into one
of these three groups, so looking at how I treat each of them might
help you understand what you can expect from your own physician.

Unfortunately, when it comes to depression, doctors are less
familiar with the science than with their own past experience. This
is especially so when it comes time to prescribe drugs. When a
pharmaceutical company wants to bring a new antidepressant to
market, it must definitively show that its product works better
than a placebo, a “sugar” pill that has no biological activity. But
the drug company does not have to show that its product works
better than products already in the market. So doctors have to
choose from among many products, but receive surprisingly little
information that helps them make their choices. Doctors tend to
try new medicines when they are looking for options beyond their
usual ones. Prozac was the first of the new, “cleaner” antidepres-
sants to be released, meaning that patients taking this drug have
fewer side effects than patients taking the antidepressants that
were previously available. Those drugs, the tricyclics, certainly did
reduce depression and anxiety, but at a cost: dry mouth, serious
weight gain, and sexual difficulties topping the list.

After Prozac, a wealth of antidepressants hit the market, some
of which worked similarly to and some differently from Prozac. So
if a doctor was treating a person with depression and Prozac was
not effective in reducing the symptoms, he or she might switch to
an antidepressant with a different brain action. Unfortunately
however, the doctor would be basing the decision on “gut”
instinct; the medical literature offers almost no studies that direct
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doctors on when to make this switch. But literature does exist to
make the point that a patient with depression can respond to anti-
depressant number two when he or she did not respond to antide-
pressant number one.

So what do I do? That is wholly dependent on the patient. Mine
is a “tertiary-care” practice, meaning that I see patients who have
already seen their primary-care provider and then at least one spe-
cialist. Usually by the time a patient finds me, he or she has seen a
dozen doctors. (I guess that means that my practice is “tertiary
plus”!) Each of these doctors has probably tried the obvious solu-
tions, including drugs, for the various medically unexplained
symptoms the patient exhibits. And since many doctors write off
patients complaining of chronic fatigue or pain as being depressed,
my new patients are likely to have been given antidepressants by
the time they reach me—whether or not they were really
depressed. Some patients—those with occult depression—were
probably helped, but this shotgun approach, without considera-
tion of underlying depression, is a bad one. 

One way to help your doctor help you is to finish this chapter
and decide if depression is an issue for you. If so, you can convey
this information to your physician and expect to feel better with
treatment. If you believe you’re not depressed, however, and your
physician still suggests antidepressants, you can offer reasons why
you suspect this treatment isn’t necessary. Since doctors have so
much trouble recognizing and treating depression, they need more
input from you, the patient, than they routinely get. This kind of
active collaboration between you and your doctor will lead to bet-
ter care. But remember that depression is the “tiptoe” illness. It
can come on so slowly that you may be totally unaware that it is
there. So if your doctor suspects it, he or she may be right, and a
trial of antidepressant medicine might be in order.

Getting the depression diagnosis right is important, since some
general practitioners—not just psychiatrists—may turn to antide-
pressants whenever they’re faced with medically unexplained
symptoms. They may truly believe you’re depressed, or they may
simply feel desperate to help. But while certain antidepressants do
seem to help with pain (I will discuss this in detail in chapter 7), I
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find they do little to help patients with severe fatigue who are oth-
erwise in good spirits. In addition, antidepressants, like any other
class of drug, have side effects and can be quite expensive. So risk
plus cost plus my own experience with their lack of effect for
fatigue make it highly unlikely that I’ll follow the path of the gen-
eral practitioner. 

Instead, I confine treatment with antidepressants to patients
with real depression. Why do I even think about using these drugs
when another doctor has already tried them? I reason that if doc-
tors have trouble recognizing depression, they probably don’t
treat it well. My first step in treating depression, as with any other
symptom I treat, is to try to get on the same page as the patient, by
asking lots of questions and listening to the answers. Does the
patient think depression may be playing a role in the severity of
other symptoms and in the ability to deal with them? Very often,
the patient says yes but then may become defensive because I’ve
asked about depression when the patient is most concerned about
fatigue and pain. This is understandable because doctors in the
past said the problem was “all in the head.” The patient may tell
me that depression is no surprise since life has been so drastically
affected by illness. I explain that the hows and whys of having
depression do not matter to me. My position is that depression is
bad, and its presence makes all other symptoms worse. I also tell
the patient that the available treatments are very good at relieving
depressive symptoms and only fair in relieving problems with
fatigue or pain. With sufficient time to deal with the patient’s 
concerns, this approach usually gets us on the same page in prepa-
ration for a trial of medicine to relieve depression.

When Prozac was the only new-generation antidepressant, it
was all I used. Now, with more than a dozen new antidepressants
available, I rarely use Prozac because it stays in the system for pro-
longed periods of time. This lingering presence can be a problem
when I want to prescribe other drugs, which might interact with
Prozac that’s still present in the body. So I start with different drugs
that are in the same category: SSRIs. I mentioned them before as a
treatment for anxiety, but they originally were designed for use in
depression. The primary way SSRIs are thought to work is by
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increasing the amount of serotonin available to parts of the brain
that are not receiving enough of this brain-active chemical. The
success of this class of drugs in treating depression supports 
the underlying assumption responsible for their existence: that a
lack of serotonin produces the symptoms of depression. However, 
brain-active chemicals besides serotonin can also affect mood.
Altering levels of a different neurotransmitter called norepineph-
rine (also called noradrenaline) can also alter mood. 

When someone with medical symptoms other than pain also has
depression, I usually start with drugs in the SSRI class, such as esc-
italopram (Lexapro). An added benefit of this particular SSRI is
that it can also relieve anxiety and sometimes improve sleep.
When widespread pain and depression coexist, I choose 
to prescribe duloxetine (Cymbalta), a drug that alters both sero-
tonin and norepinephrine. I will discuss Cymbalta further when I
talk about how I manage severe nonmalignant pain in chapter 7.

The nice thing about using Lexapro is that the starting dose (10
mg) is very often the active dose. If depression remains, it’s only one
step to the maximum suggested dose of 20 mg. If the depression is
unchanged, I will taper off this drug and then, midway through
doing this, I will start a drug from a different class, such as Cymbalta
or Wellbutrin. If the Lexapro has improved mood in part, I will 
consider adding a second antidepressant. However, treating depres-
sive symptoms with more than one medicine is often something a
primary-care physician is uncomfortable in doing. In my own prac-
tice, I often send such patients to a psychiatrist expert in the use of
brain-active drugs for help in treating depression. Patients with
depression that is resistant to antidepressants—as many as a third of
all depressed patients—should be under the care of a psychiatrist.

Many of my patients with both depression and medically unex-
plained symptoms report having tried many antidepressants with
no real benefit. But when I ask about dosages, the patient can
rarely remember. So I have to decide whether the patient received
an adequate trial of these medicines. Obviously, if the dosage was
not sufficient, an ineffective result is not a surprise. So if the
patient is willing to try again under my direction, I will simply go
through the same protocol as above. 
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Monoamine Oxidase Inhibitors (MAOIs)

One well-known class of antidepressants that is not often used
nowadays is the monoamine oxidase inhibitors (MAOIs). They’re
not the easiest drugs for doctors to use, but can be helpful for
some patients. MAOIs work very differently from the SSRIs we
just discussed. Whereas SSRIs work to increase the availability of
the neurotransmitter serotonin, MAOIs work to increase the avail-
ability of the other brain-active neurotransmitter involved in reg-
ulating mood, norepinephrine. Drugs in either class may be
effective in treating depression because the brain cells that release
norepinephrine alter the function of the brain cells that release
serotonin and vice versa. To say the brain is complicated is cer-
tainly an understatement.

MAOIs are thought to be especially useful in treating atypical
depression, a group of symptoms associated with depression 
that are just the opposite of those seen in typical depression. (Actu-
ally “atypical” is probably not a good word to describe these
symptoms, because population studies suggest that nearly a third
of depressed patients—especially women—have this form of
depression.) Where people with typical depression have a sus-
tained depressed mood, those with atypical depression can cheer
up in happy situations, only to have the symptoms return again
later. And unlike people with ordinary depression, who are likely
to lose sleep as well as weight, patients with atypical depression
tend to sleep excessively and gain weight, and some may even
experience a kind of torpor called leaden paralysis. But recall that
fluctuating mood, weight gain, excessive sleep, and torpor also
describe some patients with severe fatigue. No one has really
tested the idea that CFS may in fact be atypical depression. Lack-
ing such a trial, though, I will turn to MAOIs if I am caring for a
patient with severe fatigue who also has depression, and who has
not responded to other treatments for depression.

As I mentioned, MAOIs are not without risks, although the
pharmaceutical industry is currently developing less risky ones.
Patients cannot start taking MAOIs until any SSRIs they’ve taken
previously are completely out of their system. They must also
watch their diet and avoid certain over-the-counter medicines (see
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the table on the next two pages). Eating smoked foods, some aged
cheeses, and certain other foods while taking the full dosage of an
MAOI can be life-threatening, because this mixture can cause your
blood pressure to go very high. Obviously, when I explain this to
someone who has unsuccessfully tried many other antidepressants,
the person is leery of trying this type of drug. Based on the similar-
ity between atypical depression and CFS with depression, however,
MAOIs can be worth trying in certain cases—as long as the patient
is in the hands of a psychiatrist with experience in using this class
of drugs. MAOIs that lack these dietary risks are currently avail-
able in Canada and Europe and hopefully will become available in
the United States soon. When that happens, I will probably use
those drugs as my first line of treatment for depression accompa-
nied by physical symptoms. There will be more to say about a
newly available MAOI, administered as a skin patch, in chapter 7. 

Instructions for Patients on MAO Inhibitors

Follow these instructions all the time while taking an MAOI and
for two weeks after stopping the drug.

Foods and 
Medications Must Avoid Allowable

Dairy Products Aged cheeses Unaged cheeses
(e.g., blue, Swiss, (e.g., cottage, cream, 
Cheddar) farmer)

Homemade yogurt Yogurt made by reliable
manufacturers

Alcohol Red wine White wine
Red wine vinegar Distilled alcohol 
Rosé (alcohol tolerance 
Beer may be reduced)
Food marinated in 
beer or wine

Fish, meat, poultry Preserved fish, meat, Fresh fish, meat, or 
or poultry (e.g., poultry
smoked fish or meat, Poultry that was
sausage, salami, fresh when canned 
pickled herring) or frozen
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Foods and 
Medications Must Avoid Allowable

Vegetables Broad beans (e.g., Chinese Other legumes
snow peas, fava beans, and vegetables,
English beans, Italian including pickled
beans, black beans) vegetables

Fruits Overripe bananas, Firm bananas or
banana flavorings avocados

Overripe avocados Other fruits

Beverages Excessive amounts of Noncaffeinated 
caffeinated coffee, tea, beverages
cola (more than two 
cups/cans daily)

Marmite, Bovril (beef 
extracts used in Britain)

Excessive amounts of chocolate
Excessive amounts of soy sauce

Medications Cough, cold, hay fever, Antibiotics,
diarrhea preparations hormones
(e.g., Contac, Dristan, aspirin
Sudafed, Acufed, Demerol, acetaminophen
Lomotil)

Diet pills
Amphetamine, cocaine

Talk Therapy for Depression and Anxiety

Before the pharmaceutical industry developed the first of what is
now a long line of drugs that treat depression and anxiety, the only
way to help a patient suffering from these problems was with psy-
chotherapy, a process in which a patient and a professional talk
through the problems in the patient’s life. 

The history of psychotherapy (and especially of its most intensive,
expensive form, psychoanalysis) makes the average layperson ques-
tion its value. But methods for helping people deal with abnormal
feeling states have evolved a great deal in the past few decades.
Instead of asking someone to discuss his or her dreams or early child-
hood experiences in excruciating detail, therapists now concentrate
on the here and now. A remarkable psychiatrist, Aaron Beck, and 
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an equally remarkable psychologist, Albert Ellis, arrived at a new
form of talk therapy called cognitive-behavioral therapy, or CBT.
In 2006, Beck was awarded the Albert Lasker Clinical Medical
Research Award for his insightful work; this award is often a step
to a Nobel prize. Both Beck and Ellis have written books for the
layperson that are well worth reading. In contrast to psychoanaly-
sis, CBT has an endpoint: improved daily function for depressed
and anxious people. By simply recognizing that his or her beliefs
may be contributing to depression, a patient may find the depres-
sion beginning to fade, or at least becoming easier to deal with.
CBT has helped doctors and patients wipe out depression for
some, reduce its symptoms for others, and better understand and
cope with what remains for many. Equally important, CBT is not
interminable; usually a skilled therapist can help a person get
around a depressed mood or anxiety in ten to twelve sessions. 

One way to get a better sense of CBT is to turn to the Internet.
The National Association of Cognitive Behavior Therapists Web
site or that of the Academy of Cognitive Therapy lays out the details
of CBT and also provides names of licensed therapists who follow
the tenets of the doctors who developed CBT as an effective, highly
focused therapy. Another Web-based alternative uses a parallel
method developed by Dr. Abraham Low, a neurologist-psychiatrist
who lived in the middle of the last century. Dr. Low’s system was
developed to help patients with conditions such as depression and
anxiety learn new ways to reduce their symptoms by talking with
people whose symptoms are similar. Currently, more than seven
hundred self-help groups using the Low method exist across the
country. The Web address is www.recovery-inc.org. The wonderful
thing about Recovery Inc. is that it is essentially free, and made up
of ordinary people who want to help themselves and others.

Current thinking in psychiatry is that the best way to treat depres-
sion or anxiety is with a combination of one of the new antidepres-
sants and CBT. Fifty-five percent of patients with depression showed
improvement when they tried with an SSRI alone; 52 percent got
better with CBT alone; but 85 percent showed improvement when
both treatments were used. In the same way that CBT improves
treatment of depression with antidepressants, I strongly believe that
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CBT improves treatment of medically unexplained pain and fatigue.
I will discuss in more detail a simple version of CBT in chapter

8 because it is extremely useful in helping people cope with
chronic illness, even in the absence of depression. If the chronic ill-
ness is depression or anxiety, CBT helps give you perspective on
the processes that lead to sadness or being upset. If the sickness is
CFS, FM, or IBS, CBT helps you gain a sense of control over your
illness. Learning about CBT is as important to a doctor as learn-
ing how to use a stethoscope.

To sum up, if depression is present, it’s important to whack it
with the medical hammer. If the depression lifts with medicines
alone, I don’t initiate any other treatment. Some patients surprise
me by complaining that they have to take medicine. I tell them to
think about their depression as if it were diabetes. Both are bad
diseases that can be managed with medications. Receiving a pre-
scription from your doctor doesn’t necessarily mean you’ll be
treating your depression with drugs for the rest of your life.
Depression is a chronic illness, but one that can disappear com-
pletely for short or long periods. When people are concerned
about having to take antidepressants for long periods of time, I tell
them we’ll review the situation in six months. At that point, some
people with depression can indeed come off medication, while oth-
ers may start feeling depressed again. Both treatment and its inter-
ruption must be tailored to the individual.

When medicine is helpful but symptoms of depression remain, I
send the person to a therapist for CBT. Having CBT available as a
backup increases the probability that depression will lift. That
alone is wonderful, but there is a second benefit: removing depres-
sion turns the heat down on the medical symptoms. The symp-
toms become less intense, and the sufferer can cope better, because
when the physical symptoms decrease, very often the psychologi-
cal ones do also. So CBT offers a two-way street. Less depression
may produce less of a problem with symptoms. That in turn may
resolve the depression completely. 

Now let’s turn our attention to issues that interfere with well-
ness and, in and of themselves, can produce fatigue and pain—
namely, stress and sleep.
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A s you now understand, depression can produce symptoms of
fatigue and achiness on its own, making any medical illness

worse. Fortunately, it can be treated. Stress is similarly two-
headed. If you’re in good physical health but under substantial
emotional or mental stress, you will not feel well, because stress
produces symptoms. And if you have another illness—including
severe fatigue or pain—stress will make it worse. In fact, recent
work has suggested that stress is a risk factor for the later develop-
ment of medically unexplained fatigue.

What is stress and why am I discussing it here? First, stress is
your body’s response to things in the environment that are emo-
tionally arousing. These environmental stimuli are called stressors.
Very often, stressors are annoying or negative experiences—like
having to take an exam, having your job performance evaluated
by a superior, or arguing with a family member. But sometimes the
environmental stimulus is positive—like getting married or going
to an exciting movie. Obviously what produces stress varies from
person to person; or, if you will, one person’s stressor is another
person’s pleasure. Stress is important because if you are stressed
out, all your symptoms will get worse. So stress, like depression, is
a symptom multiplier. Moreover, stress occurring earlier in life is
a risk factor for developing chronic fatigue.

6
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Stress Plus Unexplained Illness

You know already that medically unexplained illnesses stem from
physical causes, yet recovery may involve dealing with emotional
and psychological symptoms. In the last chapter, we noted that
focusing only on the physical causes of your illness may, in fact,
slow your recovery. It’s important to address the physical issues,
but as long as you’re dealing only with pain and fatigue you will
probably feel that you have less control over your recovery. In
order to get on the path to wellness, it’s important to step back
from your illness and look deeper within yourself at elements that
might be slowing your recovery.

Stress is the number one overlooked factor on the path to well-
ness. Mental stress, like physical exertion, can make symptoms
worse. Here’s an extreme example: Do you recall Hurricane
Andrew, the devastating storm that struck Florida in 1992? Chronic
fatigue syndrome (CFS) patients who lived through that terrible dis-
aster reported significant worsening of all their symptoms. It’s no
surprise that living through a major hurricane would be a stressful
experience, but why should this event have been especially difficult
for CFS patients? The reasons start with the body’s immune system.

Invasion of the body by foreign pathogens is the process that usu-
ally sets the immune system going. The pathogen is detected in the
blood by immune active cells that turn on the manufacture of chem-
icals called cytokines. And the release of cytokines, in turn, produces
fatigue, achiness, and cognitive dysfunction—one reason why you
might feel tired or a little disoriented while fighting a cold or the flu,
even at times when you’re otherwise in good health. But your body
can also release cytokines when you’re under stress. The researchers
studying the CFS patients caught in the hurricane thought that
stress-related cytokine release had made the patients more sick. Stop-
ping stress, not surprisingly, dampens immune system activity, thus
reducing levels of cytokines. So removing stress from your life pre-
vents the added dose of fatigue on top of your existing symptoms.

You may have no stress in your life other than your illness, or
you may have additional stressors. Even if your life is an ocean of
calm other than your illness, however, the pain or fatigue you’re



already fighting is certainly a gargantuan stressor. Even if there are
really no other significant stresses in your life, it’s still important to
deal with the stress that your illness may be causing you. Doing so
will help you reduce the symptoms you’re already experiencing. In
this chapter, I’ll explain the whats and hows of stress and some
ways to reduce it and its biological consequences. Whether it is
your reaction to your illness or problems with your spouse, child,
work, or something else, ignoring the role of stress in inhibiting
wellness leads to continued illness. Coping with stress is part of my
path to wellness.

Stress Produces Symptoms

Stress, like depression, is an illness mimicker as well as an illness
producer. Take Carol Day, for example. Ms. Day, a thirty-four-
year-old single mother, was working three jobs as a personal trainer
and yoga instructor. Her jobs were not close by, resulting in a lot of
commuting. Moreover, whenever Ms. Day led a class, she would
push herself harder than the class itself—more weights, more rep-
etitions. And her child was four years old, with plenty of energy,
not to mention all the usual childhood infections. Ms. Day felt she
had to do more but in less time—she was a modern supermom.

Ms. Day started to develop vague symptoms of fatigue accom-
panied by headache and constant muscle soreness, but she kept on
going. Finally, she melted down and found herself unable to get
out of bed. She had stress-induced exhaustion made worse by the
physical demands of her jobs. In essence, she was overtraining—
working out more than her body could handle. Overtraining is a
particular problem for some elite athletes. To deal with her prob-
lem, she completely stopped exercising and went on sick leave for
five weeks. Then, she slowly returned to her former life—but far
more aware that the circumstances in her life had precipitated this
rather long bout of severe fatigue.

You don’t have to be an athlete to develop stress-related fatigue.
Sedentary, nonathletic people often feel exhausted when under
stress. Stress causes anxiety, anxiety disturbs sleep, and then
fatigue results. When Ms. Day cut back on all her activities and
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began to look at her life, she saw that she was burning the candle
at both ends. Being removed from the workplace for five weeks
gave her time to rest and to rethink some of her strategies of liv-
ing—and then change them. This woman was unusual in that she
figured it out for herself. She might have gone to the doctor to hear
there was nothing wrong with her. What would have happened to
her if she did not take a time-out from her hectic life? Who knows?
But stress is something to be taken very seriously. Therefore, you
should understand some of the basic facts and biology of stress.

What Is Stress?

One person’s stress is another’s satisfaction, so there really is no
way to guess what will cause a stress reaction in any one person.
Lots of factors may determine what kinds of events will cause you
stress; some may be genetic, while others may have to do with spe-
cific kinds of situations. And different people will try to cope with
stress in different ways. I define stress as behavioral and biological
reactions to some disturbance in your personal environment. What
I mean by “disturbance in the environment” is pretty general. It
can range from an unexpected torrential rain when you’re without
your umbrella to being forced into a basement when a once-in-a-
lifetime hurricane goes past. But emotional “disturbances” in the
environment can trigger stress too: a nasty boss, an argument with
a spouse, a problem with a child or an aging parent. There really
are a million different stressors, and each is specific to the person.

The Behavioral Index of Stress

Stressed people tend to be restless and anxious, but these visible
signs aren’t the end of the story, merely clues to what we’re feeling
inside. Some people can appear restless and anxious but be quite
calm inside. Others may feel anxiety rising within them yet sup-
press their physical reactions to it; they don’t seem nervous or
stressed, but the story may be very different inside their bodies. If
you are the kind of person who actually exhibits the symptoms of
stress on the outside—maybe through trembling, or nervous

Step Two:  Removing Stress  and Improving Sleep 121



glances around you—then your recognition of these physical reac-
tions can be a very useful way for you to understand when you’re
under stress. But some people may not be aware they’re stressed at
all, even though stress may already be doing physical damage to
them inside. Only later may biological symptoms begin to emerge. 

Biological means that the nerves that connect the brain to the
various organs of the body begin actively firing. Often when this
happens, one of the first physical signs will be problems with sleep.
In order for us to get a good night’s sleep, we must be able to relax
until the processes that control sleep take over. A stressed person
can be exhausted during the daytime but suddenly feel revved up
at night. Lying in bed, eyes closed, thinking about problems does
not allow for the kind of restful state required for a person to tran-
sition from wakefulness to sleep. Frequent awakenings are a sim-
ilar problem. If you can remember becoming awake more than
three times in a night, your sleep was probably very disturbed.
These patterns of sleep disturbance are quite different from what
happens in depression; there, you may fall asleep easily and not
wake up during the night, only to wake up extremely early in the
morning. In the case of stress, you’ll have trouble getting to sleep
in the first place, or wake up frequently once you finally drift off.

What are some markers for stress, beyond a disruption of your
sleep habits? A common one is muscle tension—extreme tightness in
the jaw muscles or in the muscles supporting the head. Muscle con-
traction can be excruciating and can lead to what you may perceive
as a headache (actually a neck ache so severe that the pain spreads
up across your head) or pain on opening or closing the mouth.
When I examine such a patient, her jaw, neck, and upper shoulder
muscles will usually be extremely tender. If you were this patient
and told your dentist about your jaw pain, he might make the diag-
nosis of temporomandibular disorder (TMD). But that is not the
correct diagnosis. You’re actually suffering a stress-related muscle
spasm, albeit severe. Reduce the stress and the pain will go away.

A whole range of stress symptoms stems from the activation of
your autonomic nervous system (ANS), which connects your brain
to your heart, stomach, salivary glands—essentially all the organs
within the body cavities. As soon as your brain senses stress, the
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autonomic nerves alter their firing rates with consequences that
you can feel—a faster heart rate, rumbling in the stomach, sudden
dry mouth. There’s a very good reason for your body to behave this
way. Your brain interprets stress in the same way it interprets emer-
gencies or bodily threats. It creates this “fight or flight” response
because it wants to prepare you to do just that: fight some attacker
like a wild animal or flee from it. But in the modern world, we’re
less likely to encounter these primitive threats than we are to
encounter a surly boss, a traffic jam, or a bumpy airline flight—all
events that might trigger the same response of your ANS. Tensing
your muscles or increasing your heart rate serves no real purpose in
these contemporary situations, but they can make you feel physi-
cally or emotionally stressed, or both. And if you have these phys-
ical reactions often enough, you will become achy and fatigued.

One important fact to take away from this discussion, no mat-
ter what the origin of your stress, is that it’s important to recognize
its signs. If you find yourself waking up repeatedly during the night
for no reason, or leaving work early because of tight neck muscles
that have caused a miserable headache, you may simply be dealing
with the natural responses to some difficult situation. Regardless,
it’s important to think about the reasons so that you can begin to
eliminate them. This is especially important when you’re also try-
ing to cope with medically unexplained illnesses, which add their
own stresses to your life.

What to Do about Stress

There are three major ways of dealing with stress. One is to ignore
it until it becomes so debilitating that your health suffers. Assuming
you see why this isn’t a good alternative, you can use either self-help
or professional help to get to the bottom of your stress and begin
eliminating it. Several self-help techniques will seem obvious as I
describe them, but surprisingly often they’re anything but obvious to
an individual who’s under stress. One of them is taking time off from
the problems and issues that are causing the stress in the first place.
When I encounter a patient with medically unexplained symptoms
and a load of stress in her life, the first question I ask is when the 
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person last had a vacation. If it has been more than a year, I take out
my prescription pad and write VACATION. At a minimum, I prescribe
four days away from the usual surroundings and their attendant
stresses. Four days isn’t much time, but it may be long enough to
prove that the “usual” situation isn’t helping her health. 

Because stress is so much a part of the life of the average Amer-
ican, stress management has become a cottage industry in the
United States. There are plenty of books, Web sites and experts to
help you manage your stress load. My goal in this chapter is not to
replace them. That would require an entire book (and probably a
change of career for me). Instead, what I want to do is to give you
an overview of the methods modern psychology has developed to
help you manage stress.

Exercise

A major tool to use against stress is physical exercise. Exercise
relieves stress by turning down the ANS and putting it into your con-
trol. The symptoms of increased ANS activity that we’ve already dis-
cussed—an accelerated heart rate, dry mouth, stomach cramps,
muscle spasms, and more—are uncomfortable when you’re not
exercising. But when you exercise, these changes have a purpose—
namely to shift blood flow from your mouth and gut to your mus-
cles. You may not be running from a wild animal, but you’re
channeling blood—and the oxygen it carries—to the muscles you’re
using to run, bike, lift weights, or whatever exercise you’ve chosen.
The more blood is sent to the muscles, the more oxygen is delivered,
resulting in longer and higher performance exercise. So when you
exercise, autonomic activation is not uncomfortable. Moreover, as
you exercise at higher intensities, the ANS’s response to exercise
shifts down a gear. Your nervous system becomes used to the kinds
of activities that exercise involves, and doesn’t feel compelled to shift
you into “fight or flight” mode every time some petty annoyance
(like a traffic jam) gets in your way. A regular exerciser is, in fact, less
stress responsive biologically than a sedentary person. This means
less dry mouth and a slower heart rate, or, if you will, less stress. 

The problem, of course, is the requirement to exercise. Most of
us talk about how we should be exercising, but far fewer Ameri-
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cans really make regular exercise a priority. But if you identify
stress as a problem for you, you really have far more reason—and
incentive—to use exercise. Don’t worry too much about overtrain-
ing, the problem Carol Day experienced; for most of us, the prob-
lem is undertraining or not training at all. You may find exercise
incredibly rewarding—even addicting—and, in contrast to drugs,
the side effects are unusually benign. Exercise combats stress by
tuning down the ANS by releasing endorphins, the body’s endoge-
nous opiates. Their release is associated with the well described
“runner’s high.” Although running is not necessary to reduce
stress, some form of active, rather vigorous exercise is. There will
be an exercise prescription in chapter 8.

Other Ways to Manage Stress

Walking, yoga, and tai chi are an integral part of the gentle phys-
ical conditioning program in chapter 8, so be sure to look at that
later chapter. Beyond these physical programs, it’s worth dis-
cussing imaging, progressive muscular relaxation, and the Relax-
ation Response, all common methods of reducing stress that are
easy and enjoyable. In imaging, you listen to a tape (often avail-
able at your local library) and concentrate on putting yourself in
the situation portrayed on the tape. Usually, you’re asked to pic-
ture yourself in a very pleasant environment and then to focus on
that environment, freeing your mind of distracting thoughts. In
progressive muscular relaxation, you’re asked to activate specific
muscle groups as much as you possibly can and then suddenly let
loose. This process allows you to relax muscles that stress has
tightened. Usually you start with the hands, contract them maxi-
mally for a count of five, then gently but quickly relax while exhal-
ing. You move from the hands to the lower arms, the upper arms,
shoulders, and so on. Neck and shoulder relaxation are probably
the most helpful as these combat the muscle tension that leads to
headache. The tape will instruct you to go through muscle groups
beginning with your hands and ending in your face. By the time
you are finished, you have essentially given yourself a physical
workout—albeit without running—and you will feel less stressed. 

Meditation is an excellent stress management tool, but many
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Americans have problems with the requirement to chant specific
formulaic mantras and to deal with non-Western concepts like the
“third eye.” The Relaxation Response was developed by Har-
vard’s Dr. Herbert Benson as a means of demystifying meditation
and making it easy for everyone to do. Specific instructions can be
found at several Web sites (for example, see www.ucop.edu/
humres/eap/relaxationrespone.html). Essentially all you have to do
is sit in a quiet place with your eyes closed. Then concentrate on
relaxing all your muscles—starting at your toes and moving up
toward your head. Then breathe easily and naturally through your
nose and as you end each breath, say “One.” Do this for ten to
twenty minutes per day. As you meditate in this way, your mind
might wander; just bring your attention back to your breathing.
You’ll find that the Relaxation Response is even easier to induce
following physical exertion, so if you’re able to use both, you
should see an especially significant dent in your stress levels. 

For people who have problems getting into this form of self-
meditation, there’s a device available called the resperate that
makes this easy. Go to www.resperate.com to check it out. The res-
perate has actually been approved for the treatment of high blood
pressure, which, in part, is due to high activity of the ANS, which
connects the brain to all the hollow organs of the body including
the blood vessels. The device works to lower high blood pressure
by tuning down the ANS by helping you to learn how to breathe as
if you were doing the Relaxation Response. With this device, all
you have to do is breathe in when the tone goes up in pitch and
breath out when the tone goes down in pitch. Very gradually these
tones help you slow your breathing and stretch it out into a pattern
that relieves stress. The downside to any device, of course, is that
there is a cost involved. If that is not a major impediment, it really
is worth trying. It is not boring and you will find it very relaxing.
It is a very good way of managing stress.

Turning to a Therapist

Helping people deal with stress is the bread and butter of clinical
psychology in the twenty-first century. A major technique psychol-
ogists use for this purpose is biofeedback. In biofeedback, the ther-
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apist is the middleman between you, your physiology, and a com-
puter that can detect stress. Once the therapist has a better sense
of what’s causing your body to react to stress, he or she can teach
you ways to turn off your stress responses. However, with
advances in computerization, the middleman may no longer be
necessary. Biofeedback will appear in more detail in chapter 8 as a
method that concentrates on reducing stress by improving breath-
ing. In that chapter, you will find a way to do it yourself. 

Although you can take a vacation without help and you can give
yourself biofeedback without help, you may nonetheless want a
professional to help you manage your stress load. Good for you.
You’ve recognized that stress really is a contributor to your pain or
fatigue (or both) and you’ve also realized you may have a tough
time overcoming it yourself. I would recommend professional psy-
chological help, however, in one of two conditions. One is if you
have problems doing these self-help methods on your own. Don’t
feel bad; you’re not alone. Eighty percent of Americans will be in
your boat—the same percentage who have never exercised and can-
not easily see themselves exercising now. If self-help were easy, there
wouldn’t be jobs for psychologists. The second condition is if
you’re willing, and able, to pay for professional help. Medical insur-
ance reimbursement for psychological services is often abysmal, and
psychologists—while often flexible about fees depending on your
ability to pay—may not always be inexpensive. On the other hand,
stress reduction therapies usually do not take very long and so the
cost to you, in both time and money, will not be great. Probably the
best way to find a stress management professional will be to ask a
friend or relative who has used one in the past; your physician may
also have suggestions. Barring that, try typing the words “stress
management” and the name of your state and county into a Web
search engine. Your search should yield plenty of choices. 

Sleep and Common Causes of Disturbed Sleep

People with medically unexplained fatigue and pain complain
bitterly of problems sleeping. These range from problems falling
asleep to frequent arousals during the night, to early awakening

Step Two:  Removing Stress  and Improving Sleep 127



and a need to sleep many hours but without being refreshed in the
morning. The question is whether you have an underlying sleep
disorder producing these problems. Such a sleep disorder would
provide a medical explanation for your symptoms and would
require care by a specialist in sleep medicine. 

Recognizing sleep disorders is difficult. Experts in sleep medicine
usually ask patients about sleepiness—the inability to stay awake
even in situations when wakefulness is required, such as at work or
while driving. The Epworth Sleepiness Scale (reproduced on the next
page) is commonly used to screen a person for excessive daytime
sleepiness. The scale was tested on a large group of healthy people
whose scores never exceeded 10, while people with sleep disorders
often had higher scores. The operative word is often. A score of over
9 is considered sleepy and over 17 is very sleepy. Having a high
Epworth score does not necessarily mean that you will have a sleep
disorder diagnosed by an overnight sleep study, but the chances are a
lot higher than if your Epworth is low. That’s why the Epworth
should be viewed as a screening test rather than a diagnostic test. The
drawback to the Epworth is that it asks you to assess your own sleepi-
ness and so is a subjective measure of sleepiness. A more objective
measure brings you into a darkened room during the daytime after a
full night of sleep—to see how long it takes for you to fall asleep. The
cutoff point for this sleep latency test is eight minutes. If you fall
asleep faster than that, you are much sleepier than a normal person,
and you probably have a sleep disorder, which could be treatable.

If you score 10 or more on the Epworth test, you should con-
sider whether you are obtaining adequate sleep, need to improve
your sleep hygiene, and/or need to see a sleep specialist. These
issues should be discussed with your personal physician.

Many people with sleep disorders complain of fatigue but not
always of sleepiness. Although fatigue and sleepiness often over-
lap, they don’t have to. For example, many of my CFS patients are
extremely fatigued but also have major problems falling asleep. So
they are fatigued but not sleepy. Sorting out similarities and differ-
ences between fatigue and sleepiness is the subject of a research
project I’m currently conducting with Dr. Alexandros Vgontzas, a
sleep researcher at Pennsylvania State University medical school.
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The Epworth Sleepiness Scale

Use the following scale to choose the number that best rep-
resents your chance of dozing or sleeping in each of the situa-
tions listed. Write the appropriate number on the blank line
next to each situation.

0 = would never doze or sleep
1 = slight chance of dozing or sleeping
2 = moderate chance of dozing or sleeping
3 = high chance of dozing or sleeping

1. Sitting and reading _____
2. Watching TV _____
3. Sitting inactive in a public place _____
4. Being a passenger in a motor vehicle for an

hour or more _____
5. Lying down in the afternoon _____
6. Sitting and talking to someone _____
7. Sitting quietly after lunch (no alcohol) _____
8. Stopped for a few minutes in traffic while driving _____

Total score _____

While it would make sense that people with severe fatigue or wide-
spread pain might have an underlying sleep disorder, the evidence for
this possibility is not convincing. While many studies (including my
own) find that sleep disorders occur no more often in patients with
medically unexplained symptoms than in the general population, one
sleep specialist at the medical school in Stony Brook, New York, has
reported a mild form of sleep apnea to be common in patients with
fibromyalgia (FM). One reason for the apparent discrepancy is that
most sleep studies report on small numbers of patients. We are cur-
rently collecting sleep data on more and more patients with CFS or
FM to evaluate further the idea that some may have sleep disorders
causing their symptoms; our preliminary analysis, however, is nega-
tive. I do think it is critical that you have a good understanding of the
common sleep disorders, and so I will have more to say about them
later in this chapter. This will provide you the information needed to
discuss the possibility of your having a sleep study with your doctor.
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Disturbed sleep can be caused by many factors. We’ve already
talked about how stress can interfere with your ability to fall asleep.
Most of us, however, don’t get enough sleep because we simply don’t
make enough time for it, or we set up completely artificial conditions
that make it very difficult to get to sleep. Sleep needs to be a prior-
ity, especially when you’re not feeling well; a lack of sleep will only
add to the fatigue you may already be feeling. In addition, sleep dep-
rivation itself can produce diffuse muscular achiness as well as prob-
lems with concentration. And people sleep less than they think. One
study reported that the average time in bed for a large number of
adults was 7.5 hours. However, the actual time asleep averaged 6.7
hours for white women and almost an hour less for black women.
This is simply not enough. Estimate your sleep time by the amount
of time you are in bed each night. If you have a problem with fatigue
and achiness and are sleeping less than seven hours a night, your first
goal should be to increase the amount of sleep you’re getting. As you
get used to having longer sleep durations, over the course of several
weeks, you should start feeling more refreshed upon awakening.

One problem that leads to difficulties with sleep is using your bed
as your office. Too many people can’t bring themselves to turn out
the light and get comfortable when they go to bed. Instead they
read, watch television, or even start paying their bills. Finally, they
may turn out the light and lie down, only to find themselves staring
at the ceiling, wide awake. What’s happened? They’ve made being
in bed so much like sitting on the sofa, or at a brightly lit desk, that
the difference between sitting up and lying down is no longer very
great. Using your bed as an office tends to extinguish your body’s
normal association between bed and sleep, which triggers sleepi-
ness. The link between bed and falling asleep is very much akin to
what happens to a dog that learns food will be provided whenever
a bell rings. Pretty soon, the sound of a bell will cause the dog to
salivate even when there’s no food around. Be sure to relearn this
good association by reserving your bed for sleeping only. 

Other things that interfere with sleep are cigarettes, alcohol, and
of course caffeine. A cigarette is a nonpharmacological way of
injecting nicotine into your body. Nicotine is a stimulant, and its
use can make falling asleep harder for smokers than for nonsmok-
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ers. You shouldn’t smoke at all, of course, but if you do, make a
point of putting your cigarettes away after 7 p.m. The story is the
same for alcohol. Alcohol is a sedating drug. Using it will ordinar-
ily put you to sleep; but if you use too much, your sleep will be dis-
turbed. You’ll either wake up more frequently or awaken in the
morning feeling unrefreshed. Most people will have no problem
with one or two glasses of wine (or drinks), but have more than
that and you may find sleep a dicey proposition.

Finally there’s the issue of caffeine. Everyone knows that the
function of caffeine is to wake you up. That is why so much coffee
flows in the morning. But caffeine is a drug that stays in your body
for at least six hours (and for some people a lot longer than that),
so ingesting it late in the day can disturb night sleep. Although most
people are well aware that caffeine is in coffee, they sometimes for-
get that it is also in colas and other soft drinks, many teas, and even
chocolate. A nice cup of hot cocoa before bed may seem like a
relaxing idea, but it could actually keep you awake for hours. You
have to stop drinking caffeinated beverages after one in the after-
noon to avoid these negative effects, especially if you are sensitive to
caffeine. So if you have trouble sleeping, your first course of action
is to stop smoking and stop drinking alcohol and caffeinated drinks.

What should people with medically unexplained fatigue or pain
do about smoking, alcohol, and caffeine? They too should stop
using these drugs. Besides all its other health risks, nicotine is asso-
ciated with fatigue. To stop using it is a no brainer. When I ask my
patients about alcohol, the vast majority tell me they do not drink
except on rare social occasions. If they have a chemical sensitivity, they
often report that alcohol gives them an instant headache and horrible
malaise, so they tend to stay away from this drug. So for the great bulk
of patients who consult with me, alcohol is not an issue. For those who
do use it, moderation is critical or else your sleep could be affected.
I’ll mention caffeine as a treatment for fatigue in the next chapter.

Sleep Disorders

Sometimes, however, overconsumption of alcohol or caffeine,
smoking, or poor bedtime habits simply don’t explain why a person
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can’t sleep. When I am faced with someone who reports having
major problems with sleep and always feels unrefreshed, I consider
the possibility of a sleep disorder. Although the correlation between
medically unexplained symptoms and a sleep disorder is not high, it
is always a possibility for the individual patient. If I can diagnose a
medically known sleep disorder, I can offer treatment for it.

Narcolepsy

Narcolepsy is rare, occurring about once in 2,000 people (that
makes it as common as multiple sclerosis [MS]), and is more com-
mon in men than women. Patients with narcolepsy have pathologi-
cal daytime sleepiness regardless of how well they sleep at night.
One moment they are awake, and the next moment unable to stay
awake—even while driving a car. The problem is an abnormal sleep
system related to a reduction of a brain chemical called hypocretin.
Sleep study is diagnostic in that patients with narcolepsy fall quickly
into rapid eye movement (REM) sleep, an occurrence not seen for
an hour or two in people whose sleep is normal. REM sleep never
occurs during the daytime in most people but does occur suddenly
in people with narcolepsy and explains the daytime sleep attacks
that occur. Another diagnostic test for narcolepsy is to determine the
time to nap during daytime. Very often, the sleep latency is in the
order of a few minutes, well below the cutoff of 8 minutes. 

The first line of treatment for narcolepsy-induced daytime
sleepiness is a drug called modafinil (Provigil). This drug has been
available for the treatment of narcolepsy since 1999. Prior to
modafinil, the drug treatment most used for sleepiness was a cere-
bral stimulant, like methylphenidate or amphetamine. These drugs
kept patients with narcolepsy awake, but they also produced a
host of side effects, including anxiety, muscle tremulousness, trou-
ble sleeping, and headache. I’ll have more to say about all these
treatments in the next chapter. 

The mode of action of modafinil is not known, but it seems 
to target fatigue without as many side effects as the cerebral 
stimulants. I say “as many” advisedly. In my experience with
using this drug in patients with severe and long-lasting fatigue,
about half have such disturbing side effects that they prefer 
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not take the medicine. Nevertheless, modafinil is still the 
number one medical treatment for narcolepsy. When it fails, 
the treating doctors try methylphenidate or amphetamine.
Finally, doctors suggest that patients try to nap in order to
ward off sleep attacks at inopportune times, like when driving
or bathing a child. 

Delayed Sleep Phase Disorder

This syndrome has to do with an abnormality of the biological
clock. Most people get sleepy at night, sometime between 10 p.m.
and 1 a.m. But people with delayed sleep phase disorder can’t fall
asleep before 3 or 4 a.m. or even later. Obviously if you have to be
at work at 9 a.m., this is a problem. When I evaluate a patient, I
inquire about sleep start and end times as well as about the qual-
ity of sleep. Answers outside of the normal range suggest a diag-
nosis of this disorder. 

What to do about it? Here are a few recommendations. People
with delayed sleep phase disorder may try going to bed 30 to 60
minutes earlier each week, until they’re finally going to bed at a
normal time. Doing this allows their biological clock to gradu-
ally adjust to falling asleep a bit earlier each week. Another
option is exposure to extremely bright light in the morning
(10,000 lux fluorescent fixtures) for about 30 minutes. In some
cases, a low dose of melatonin several hours before normal bed-
time may also be helpful.

Restless Legs Syndrome

The third disorder is called restless legs syndrome (RLS), and it  is
common, occurring in about 5 percent of people, with women
affected more often than men. Many people have some discomfort
in their legs at night but don’t report fatigue. To receive this diag-
nosis, the person has to give the appropriate history plus complain
of severe fatigue or marked daytime sleepiness. So in evaluating
sleep, I ask patients if their legs are uncomfortable as they are
falling asleep, and if wiggling them makes them feel better. If they
answer yes, I diagnose RLS. This sensation in their legs is brought
on by inactivity—sitting or lying down—and is worse at night.
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Individuals with more severe forms of RLS report having involun-
tary movements of the arms or legs, even while they are awake.

There really is no test that can diagnose RLS, so, in this regard,
it resembles some of the other “illnesses” we have discussed so far.
But something is known about possible causes. Family factors play
an important role, and rates of RLS zoom in frequent blood
donors who have an iron deficiency.

How this syndrome is treated depends mostly on how bad it is. But
the first thing the doctor will do is check out the body’s iron stores by
testing ferritin levels. If these are low, he or she is likely to prescribe
iron pills. The mainstays of treatment for RLS, though, are also treat-
ments for Parkinson’s disease or for epilepsy. Patients with RLS don’t
have either of these diseases, but the medicines used to treat them also
greatly reduce the symptoms of RLS. In fact, the FDA has officially
approved several of these drugs for the treatment of moderate to
severe RLS. Interestingly, one of them, pramipexole (Mirapex), has
also been reported to reduce pain and fatigue in patients with
fibromyalgia. This result may lead to additional testing of this class of
drugs as a treatment for disturbed sleep with widespread pain.

Although those of my patients who have tried the anti-Parkinson’s
medicines report improvement, some patients taking these drugs for
long periods of time complain that the RLS gets worse: it may start
earlier in the day or affect more of the body. When this happens, the
doctor may try an antiepileptic drug such as gabapentin (Neurontin)
or very low doses of medicines in the codeine class of drugs.

Sleep-Disturbed Breathing

The last group of sleep disorders is the most common. Sleep-
disturbed breathing occurs in up to 20 percent of the population.
Its worst form is sleep apnea, an illness primarily of overweight,
middle-aged men. Women are, in fact, protected from sleep apnea
while they are menstruating. But after the age of fifty, with the loss
of the protective reproductive hormones and the resulting gain in
weight, rates in women approach those in men.

Sleep apnea is characterized by very loud snoring with occa-
sional periods when the person not only stops snoring, but stops
breathing altogether. If you are this person’s bedmate, this can be
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very disturbing. You wonder if your bedmate is going to wake up.
Oddly, this means that the sleep apnea patient and his partner may
both find themselves experiencing daytime fatigue—one from
being awakened repeatedly when his breathing stops, and the
other from being kept awake by the spouse’s loud snoring—or
worry over his total lack of breathing. 

Sleep apnea is caused by the combination of sleep-related mus-
cular relaxation and weight-related thickening of the respiratory
passages. That’s why this condition is seen most often in heavy
people with thick necks. When such a person falls asleep, the air-
way is no longer held open and starts to collapse, and the person
begins to snore. When the airway collapses completely, the person
continues to try to breathe, but air does not get in. This is
“apnea,” and it usually results in the patient’s waking up. These
periods of apnea may also cause the body to receive insufficient
oxygen, leading to high blood pressure or even heart disease. 

A milder form of sleep-disturbed breathing is called upper airway
resistance syndrome (UARS). Half of all UARS patients are women,
and half of them are premenopausal, and, in contrast to the typical
patient with sleep apnea, many UARS patients are not overweight.
But the complaints sound very much the same as those of patients
with sleep apnea: poor quality of sleep, frequent awakenings, and
daytime fatigue or sleepiness. Here the problem is frequent arousals
throughout the night and not apnea. The medical consequences of
these arousals and mild blockages to breathing are still under inves-
tigation. Although they may differ from the consequences of severe
apnea, that does not make them insignificant. People with UARS
tend to have lower blood pressure and report more problems with
feeling faint than people with other sleep disorders.

This correlation and a study that shows the same relationship in
reverse may actually end up helping a great many patients with
chronic fatigue. People with low blood pressure, it turns out, com-
plain of persistent fatigue more often than those with higher blood
pressure, and this relation is strongest in women under fifty. These
two studies raise the possibility that women with fatigue and low
blood pressure may have a treatable sleep disorder. Moreover, one
recent study from the medical school at Stony Brook found higher
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rates of irritable bowel syndrome (IBS) in patients with UARS than
in patients with more severe forms of sleep-disturbed breathing.
The Stony Brook researchers believe that UARS could explain
some cases of medically unexplained fatigue and pain. In a follow-
up study to which I alluded earlier, the researchers found a very
high rate of UARS in patients with FM. Furthermore, they reported
that treatment of sleep-disturbed breathing in these women with
the methods I will discuss next greatly reduced their FM symptoms.
This is an important finding, but it is one that my colleagues and I
have not found; however, we have focused our studies on CFS. I
have recently begun a sleep study which I will discuss more in
chapter 7. That study should allow me to confirm (or not) the
results of the Stony Brook researchers and to sort out whether sleep
pathology occurs in FM but not in CFS.

Since patients with UARS don’t necessarily have to snore or to
be obese with thick necks, the cause of their problem may not be
the same as with sleep apnea. Nonetheless, UARS and sleep apnea
are diagnosed the same way: by overnight sleep studies that record
the number of apneas, incidents of reduced air flow, and arousals.
And the treatment of patients across the full range of sleep-dis-
turbed breathing is the same: methods to overcome the obstruc-
tion in the airway during sleep. An easy thing to try is an
elasticized bandage strip on the nose; these may help open the
nasal passages, which could reduce the milder forms of snoring.
Unfortunately, this treatment does not work well enough to treat
most patients with significant sleep apnea.

Sometimes the problem can be resolved simply by changing
your sleep position. Many snorers stop snoring when they shift
from their backs to their sides. But overweight people are more
comfortable sleeping on their backs. To teach yourself to sleep on
your side, you can try a snore-ball. Sew a pocket onto the back of
a T-shirt and insert half a tennis ball into the pocket. When you lie
on your back wearing the T-shirt, the snore-ball will feel uncom-
fortable, causing you to roll over onto your side. 

Other treatments require seeing a specialist. The least bother-
some is when a dentist who is an expert in helping patients with
sleep-disturbed breathing prepares a special bite plate that pulls
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your tongue forward. The standard treatment, however, is a small
pump that keeps the airway open by blowing air through a small
mask fitted over your nose. This treatment, called continuous pos-
itive airway pressure (CPAP), was used by the Stony Brook group
to relieve FM symptoms. Finally, surgery may be used to alter the
shape of the soft palate, or even the position of the jaw. 

People with frequent awakenings, a great deal of fatigue, and
high values on the Epworth Sleepiness Score should talk to their
doctors about having an overnight sleep study. Doing this is the
first step in diagnosing all of these examples of treatable causes of
severe fatigue.

So where are we now? This chapter and the previous one were nec-
essary for those of you with fatigue and pain of relatively recent
onset, because problems with masked depression, stress, or sleep
could be the culprits. I needed to lay out the facts on these issues
for you to sort through and think over. The demands of the twenty-
first century make stress a common accompaniment of everyday
life. And we all have our own personal stress “breaking point,” the
point when we feel uncomfortable or even sick while under stress.
Individuals with a high breaking point appear to manage stress
well, while those with a low breaking point easily melt down. So
the stress load is critical. When the load exceeds your particular
breaking point, fatigue and pain are common—either due to the
stress itself or to its effect on interfering with restorative sleep.

But what if you continue to feel ill despite taking these factors
into account? In the next two chapters I lay out my plan for getting
on the road to wellness. Chapter 7 explores a pharmacological
approach to handling fatigue (not so great) and pain (rather good),
while chapter 8 provides an approach whereby you can gain con-
trol over your illness. By taking the reins of your illness into your
own hands, you become empowered. A positive outlook is power-
ful medicine. Defeating the sense of helplessness and being a victim
of disease is a shift from negativism to positivism. This shift will
make you feel better, and feeling better provides you rays of hope—
the start of a cycle moving you progressively to wellness.



Just because a doctor does not know the cause of an illness
doesn’t mean he or she cannot help the patient reduce the sever-

ity of the symptoms. Helping people cope with illness-induced
symptoms is a major part of what physicians do. Surgeons, not
physicians, cure many diseases by physically removing them from
the body, but that’s an act that, no matter how much sophistication
it requires, still seems primitive to me. In contrast, physicians match
symptom, syndrome, or disease with the myriad possibilities in the
modern drug pharmacopeia with the goal of improving health and
quality of life. Learning how to do this highly sophisticated match-
ing is a major reason why physicians have to go to medical school. 

The operative words here are “improve health.” Despite all its
advances, modern medicine can only cure vitamin deficiencies, bac-
terial infections and a few caused by viruses, and the rare cancer. We
still can’t cure viruses that range from the common cold to the ones
causing SARS or HIV. But while most medicines are not curative,
they certainly can help the patient, either by beating back the cause
of the disease or by reducing symptoms. The new medicines for HIV
disease are illustrative. The human immunodeficiency virus (HIV)
causes acquired immune deficiency syndrome (AIDS). If this virus is
left untreated, more than 90 percent of the people it infects will die.
The virus grows and grows, eventually becoming present in suffi-
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cient quantity to wipe out critical parts of the immune system,
allowing horrible infections to take hold. The new treatments for
HIV kill many but not all of the virus particles. But since the viral
load gets smaller and smaller, immune function can return to nor-
mal and symptoms disappear. What is exciting about medical
advances in this field is that research doctors pretty much under-
stand how the antiviral medicines work, and so they can work to
develop new and more potent medicines to kill HIV itself. 

But AIDS is unusual in medicine because we know its cause—
HIV. In contrast, other diseases rarely have a single cause. Take
heart disease as an example. In the nineteenth century, doctors
learned that atherosclerosis, or clogging of the arteries in the heart,
was a common cause of heart attack and heart failure. The twenti-
eth century brought the understanding that nutritional factors
related to eating fatty foods increased the risk of a person’s getting
atherosclerosis and heart disease. But the twenty-first century has
brought other factors into focus—for example, that a smoldering
infection can occur within the walls of coronary vessels, and the
resulting inflammation can lead to clogging of the vessel.

Even though the cause of coronary artery disease remains
unclear, we can use medicines to treat the heart when it develops
problems pumping blood due to heart failure. When that happens,
the heart’s inability to pump blood forward throughout the body
leads to a backup of blood. This pooling of blood can lead to leg
swelling and difficulty breathing—a condition known as conges-
tive heart failure, or CHF. Doctors have recognized the clinical
syndrome of CHF for many years, and they have had an arma-
mentarium of drugs to deal with this syndrome. A great example
is digitalis. The original source of this drug was a plant called fox-
glove. Doctors in the seventeenth century learned that foxglove tea
would relieve the leg swelling and shortness of breath that a cen-
tury later would be named congestive heart failure. 

Another common example is aspirin. Take it when you have a
fever, and your body temperature will start to drop, leaving you
feeling better. So even if the exact cause of the problem is not
known, medicines do exist to help relieve the discomfort caused by
the symptoms and by the underlying illness. 
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How Drugs Help Explain Unexplained Illnesses

The doctor’s idea that patients who have symptoms without a
medical explanation have “nothing wrong” with them changes
when a medicine hits the market that removes the symptoms. Now
the person can, in essence, be cured of an illness that—according
to some doctors—didn’t exist just a short time before. Irritable
bowel syndrome (IBS), one of the conditions we’ve looked at in
this book, is a great example. Two medicines have recently come
onto the market for women with IBS. The first is alosetron
(Lotronex) and is given to women whose IBS is “diarrhea predom-
inant.” The FDA took alosetron off the market after reports of
severe gastrointestinal side effects, including gut perforation and
even death. But the drug was so effective in relieving the diarrhea
in women with diarrhea-prominent IBS that women lobbied suc-
cessfully for its reinstatement, albeit under carefully monitored
conditions to reduce side effects. The second is tegaserod (known
by the brand name Zelnorm) and is given to women whose IBS is
“constipation predominant,” meaning that constipation is the
main symptom they experience. Interestingly, the FDA just took
tegaserod off the market because of an increased risk for heart
attack or stroke. IBS support groups are already up in arms. Only
time will tell if patient demands will somehow balance the newly
discovered risks, allowing the drug to become available again,
even if only limitedly. 

Although the cause of IBS is not known, researchers do know
that movement of food through the intestines is under the control
of autonomic nerves to the gut, and serotonin is an important
player in that control. I have discussed serotonin before as a sub-
stance related to depressed mood and to pain. In IBS, the normal
tone of the gut serotonin system is turned up, sometimes by stress
and sometimes by infection, causing abdominal pain and diarrhea.
Tegaserod and alosetron have exactly opposite effects on the sero-
tonin system: tegaserod tends to turn it on and relieve constipa-
tion, while alosetron tends to block it and relieve diarrhea.

Interestingly enough, if we test a person with IBS, in most cases
we’ll find nothing wrong; no abnormality in the gut muscle, no
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infection, and no chemical imbalance, for example. And yet here
are two drugs that work to substantially relieve the patient’s
symptoms. Obviously something was wrong if drugs work to
make the patient more comfortable. So finding two drugs that act
in opposite directions on the serotonergic nervous system, and
which greatly relieve the wide range of bowel-related IBS symp-
toms, supports the hypothesis that IBS is caused by dysfunction in
the serotonin system—that is, “something wrong.”

The development of drugs like these leads to the prediction that
medicine is about to make a critical turn. It’s reasonable to say that
chronic fatigue syndrome (CFS), fibromyalgia (FM), and IBS are
“functional illnesses” in that there is no evident pathology. But it’s
no longer okay to equate “functional” with “all in your head.”
The efficacy of these drugs in relieving the symptoms of these med-
ically unexplained syndromes means that they are, in fact, real 
diseases.

Primary Drug Treatments for Fatigue

Fatigue, and the brain fog that accompanies it, can be hard to treat
because there are as yet only a few drug options. But some drugs
do exist, including a few that you might not think of as drugs. For
example, when I discussed narcolepsy earlier, I noted that caffeine
is the simplest treatment available. But while caffeine can be use-
ful in cases of mild fatigue, many people are very sensitive to other
symptoms produced by this general stimulant—the feeling of nerv-
ousness, of their heart pounding, or the need to urinate over and
over again. Another medicine that helps some patients feel better
is vitamin B12, given in large doses by injection. One study done
many years ago did suggest that it could improve general well-
being, but with only limited effects on fatigue. Medical students
are taught that vitamins are useful only in patients who, for one
reason or another, have a vitamin deficiency. However, enough
patients have reported that vitamin B12 is helpful that I am willing
to try this, especially because this vitamin is not toxic and costs so
little. Moreover, one study found evidence of lower than normal
levels of this vitamin in the spinal fluid of patients with CFS. 
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To ensure vitamin absorption, I teach relatives or friends how 
to give the vitamin by injection, which is simple to do. Although
the standard available dose of 1,000 units per milliliter is proba-
bly sufficient, Hopewell Pharmacy and Compounding Center
(800-792-6670) makes a solution with a high concentration of
5,000 units per milliliter, and I instruct the patient to receive a 1-
milliliter injection two to three times a week. 

When I turn to prescription medicines for fatigue, the first I try
is modafinil (Provigil). I described this drug in my discussion of
sleep in the last chapter, because it is FDA-approved for the exces-
sive sleepiness associated with chronic pathological conditions.
These include narcolepsy, sleep apnea, and moderate to severe
cases of a condition known as chronic shift work sleep disorder,
which gets its name from the severe sleepiness some night shift
workers feel. The advantage of modafinil over general pharmaco-
logical stimulants is that it targets the brain regions controlling
sleep and wakefulness while not affecting those sites responsible
for addiction. This enhanced specificity greatly lowers the risk of
abuse. In contrast, more broadly active stimulants have a market
on the street because they lack this specificity as is evident from
effects that can include euphoria. When drugs produce emotional
highs or lows, they are usually habit forming. Modafinil is not.

I helped conduct a double-blind, placebo-controlled trial of
modafinil in CFS that involved five different medical centers. It’s
worth explaining what this means, since you’re liable to see many
references, in ads for prescription drugs and in medical journals, to
drug trials of this kind. Sick people tend to feel better when receiv-
ing treatment of any kind. A century or more ago, medical
researchers learned that giving patients even a sugar pill—one that
looks identical to the drug being tested but has no real effect—
could make some patients feel better. So in order to figure out how
effective a new drug is in reducing symptoms, researchers compare
its effect against that of a placebo: a sugar pill. Since every patient
in a placebo-controlled trial gets some treatment, this type of study
allows the researcher to sort out the therapeutic effect of the active
drug, comparing its effect to that of just being treated with an
inactive substance. A double-blind study is one in which neither
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the patient nor the prescribing doctor knows whether the “drug”
being taken is, in fact, the real drug or the placebo. This double-
blind design turns out to be critical to remove the slightest doubt
that the researcher might telegraph information about the contents
of the pill to the patient; obviously, if this were to happen, the
integrity of the study would be in question, as would any positive
results. For this design to work, a person should not have any cues
as to whether he or she is on the drug or the placebo. Both have to
look and taste alike and produce similar side effects. So if, for
example, the actual drug tinged your vision yellow, and you talked
with other participants in the drug trial who didn’t have this side
effect, you might quickly figure out that you were on the active
drug. Whether or not it were true, your believing that you were on
the active drug by itself could make you feel better and thus con-
fuse the actual end result. 

One unfortunate reality of drug trials is that the company spon-
soring the research usually wants the results yesterday. After all,
trials cost money, and pharmaceutical companies want a quick
answer to the question: Does the drug work? The results of the
modafinil trial show why using a placebo is so important.

In our study, a large number of patients were involved at two
sites and a smaller number at three other sites, including our own.
The sites that had tested the most patients had a huge placebo
effect. In fact, CFS patients at those two sites felt better taking the
sugar pill than they did taking the active drug! I’m not sure just
what the doctors at those sites did and said to get this striking
placebo response, but I would like to bottle it. In my experience
and that of others, seeing striking improvement of fatigue with any
drug is rare, let alone finding those results with a sugar pill.

The remaining sites—including our own—showed the opposite
tendency, but the numbers of patients recruited were too small to
outweigh the negative effect from the other two sites. I’ve told you
this story to make the point that the gold standard for drug test-
ing can have flaws that muddy the water. Although the negative
results of this study could mean the drug is not helpful in treating
fatigue, I think a follow-up study should be done that will address
the shortcomings of the first one. I have used modafinil for several
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years now and am convinced that the drug has benefits, but only
for some people. Proving that is an important goal, as is determin-
ing why some patients react differently from others.

About half the patients who use this drug tell me that it does not
help their fatigue at all. Of the remaining half, half again have side
effects—nervousness, headache, more fatigue—that make it prob-
lematic to continue taking the drug. The other quarter of patients
do seem to benefit. The take-home message is that this particular
treatment for fatigue is nothing like using penicillin to treat a strep
throat. In that case, the results of a placebo-controlled, double-
blind trial would be clear. The sore throat would quickly go away
on active drug, while there would be relatively little effect from the
placebo. Here the results are muddier. 

For now I’m willing to try modafinil, at least for six weeks. I
prescribe 200 mg tablets and have the patient start with half a pill.
If the patient tells me he or she has problems with most drugs, I
will prescribe the 100 mg tablets and have the patient start with
half of one of those. If the patient feels a lot better after taking the
drug, we maintain that dosage. If there is no effect, I may prescribe
a second dose to be taken no later than 1 p.m. (taken later in the
day, the drug might disturb sleep). In cases where we find an
acceptable dosage that reduces fatigue, patients continue to take it
and the effect usually continues over time. 

When modafinil does not work or produces intolerable side
effects, I will try a general stimulant such as methylphenidate
(Ritalin). This is the same Ritalin that became well known in
reducing hyperactivity in children. Methylphenidate may calm
hyperactive children, but in some adults it helps combat fatigue.
No one really understands why the drug has diametrically differ-
ent actions in children and adults. This class of drugs is under
strict control because of its abuse potential. However, this has not
been an issue in my patient population. 

A recent double-blind placebo-controlled trial did find this drug
to reduce fatigue and improve concentration. I start with 5 mg
once a day and then, if needed, add a second, lunchtime dose. If
there are no side effects and no definite effect, I will gradually
increase the dose to as high as 20 mg twice a day. At this point, I
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may move to one long-acting dose, but I rarely go beyond this dose.
An alternative to modafinil is an amphetamine. This class of

drugs was used by the U.S. Army to offset fatigue before modafinil
was developed. An early study showed that it could be useful in
treating CFS. Despite this, amphetamines have a slew of side
effects, starting with addiction and the other side effects we’ve
already discussed, sometimes even producing agitation. However,
some people who cannot tolerate Provigil or Ritalin do just fine on
an amphetamine. With this drug, I use as little as is necessary to
produce a noticeable reduction in the patient’s fatigue.

To my amazement, some insurance companies insist that
patients try methylphenidate or amphetamines before they will
pay for modafinil, even though these drugs can have much more
serious side effects. Modafinil is not yet on the list of drugs the
FDA has approved for use in chronic fatigue syndrome or idio-
pathic chronic fatigue (ICF), although it’s approved for other pur-
poses. Not allowing a person to take this drug is clearly backward
thinking, but insurers also don’t cooperate because modafinil is
more expensive than stimulants that have been on the market for
many decades. Although reducing health costs is important, mak-
ing people take potentially dangerous drugs simply because they’re
less expensive than the alternatives is a mistake.

In the past, and occasionally still today, I prescribed another drug
that is usually used in the treatment of Parkinson’s disease, an illness
in which fatigue is often prominent. Selegeline (Eldepryl) also
appears to have a role in the treatment of fatigue that is unrelated to
Parkinson’s. Selegeline is an MAO inhibitor, one of the class of
drugs we discussed in chapter 5, but, at therapeutic doses of 5 mg
twice a day, it doesn’t have the toxic “cheese effect” I described
there. Since it has no antidepressant action at all at these doses, it is
not used in the treatment of depression. I decided to try it in CFS
when I learned that the selegeline molecule resembled an ampheta-
mine. My other reason for wanting to try an MAO inhibitor related
to the overlap between CFS and atypical depression that I laid out
in chapter 5. I did a trial of selegeline in a small number of CFS
patients and found a very small but positive effect.

So for individuals who do not respond well to modafinil or the
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other stimulants, I would try selegeline. Importantly, however,
there is a new transdermal version of selegeline (Emsam) that can
be used to treat depression. Putting the drug into the body through
the skin allows for higher blood levels without the risk of the
cheese effect. I expect this version of selegeline to work better than
the oral version I have used. The downside of using it is that it is
expensive. Nonetheless, I plan to start using this drug in my prac-
tice while waiting for FDA approval of new oral MAO inhibitors
that have antidepressant action without the cheese effect. These
could be an important new avenue for treatment in that one report
supports using such drugs in reducing fatigue in CFS.

One drug that was reported to reduce severe fatigue is hydro-
cortisone, an anti-inflammatory hormone made within the body.
You’ve probably encountered hydrocortisone before, since it’s used
as a popular treatment for itchiness and other skin inflammations.
For those purposes, it’s sold in very low doses as a topical cream.
When patients have autoimmune diseases, on the other hand, doc-
tors often treat patients with very high doses of these steroids taken
as pills. The report showing efficacy of hydrocortisone on fatigue
was remarkable in that very small amounts of this drug—actually
substantially less than the body itself makes—reduced symptoms in
a double-blind placebo-controlled trial. Unfortunately, a follow-up
trial was not effective. I have tried low-dose hydrocortisone ther-
apy on about twenty patients with no remarkable success. On
occasion, I will still try it, especially when patients also complain of
muscle pain and/or if they have elevated antinuclear or anti-thyroid
antibodies—signs of possible inflammatory or autoimmune dis-
ease. Such patients fall through the cracks of medicine because they
do not fulfill diagnostic criteria for autoimmune disease, but on
occasion such a patient does feel a lot better on steroids. This suc-
cessful outcome means that the person probably does have an
autoimmune disease causing the symptoms. 

Back in the 1980s and 1990s, many doctors believed that dis-
abling fatigue was likely due to a problem with the immune system
(called immune dysregulation). Because of this, they sometimes
prescribed intravenous gamma globulin in patients with severe
cases. However, a well-done double-blind placebo-controlled trial
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showed this treatment to be ineffective. There are still two times,
however, when this treatment is worth considering. Reductions in
some of the body’s immunoglobulins can produce a mild immune
deficiency, associated with repeated episodes of infection like a
sore throat, bronchitis, or pneumonia. If I have a patient with a
history of repeated infection as well as reduction in several sub-
classes of immunoglobulin G, I will try intravenous gamma glob-
ulin. I would also consider using this treatment if an ongoing viral
infection can be documented—very rare in my experience.

Another immune modulator that may help severe fatigue is a
drug called Ampligen, which must be given intravenously and will
probably be costly. FDA approval for this drug awaits the results
of a recently completed large multicenter trial testing its efficacy in
CFS. Preliminary results are not terribly promising, however. One
very interesting trial reported that weekly injections of another
immune stimulant improved the symptoms of pain and fatigue in
patients with no medical explanation for their symptoms. Unfor-
tunately, the immune stimulant was a vaccine that is not available
in the United States.

Drugs for Chronic Pain and the Natelson 
Six-Week Rule

Widespread bodily pain is the other major symptom that I deal
with in my practice. It is such a common and often disabling
symptom that pain management centers have sprung up all over
the United States. But you may not have such a center in your own
community, so here I want to lay out the protocol I use to help
people deal with their chronic widespread pain. You should plan
to share this protocol with your doctor.

Step 1. Most doctors first try a class of medicines called non-
steroidal anti-inflammatory drugs (NSAIDs), many of which are
available without a prescription. You’re already very familiar with
many of them—the most commonly used drug in this class is that
tried-and-true favorite, aspirin. Next is ibuprofen (often known by
brand names like Motrin or Advil). Carefully done trials of this
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class of drugs in fibromyalgia (FM) have not shown a clear thera-
peutic effect, but many of my patients swear by them. The major
toxicity from this class of drugs is gastric upset.

A new class of NSAIDs called Cox-2 inhibitors was developed
to reduce this side effect. However, a number of large studies have
found that these newer drugs have a higher rate of potentially
lethal side effects, such as heart attack or stroke, than the old fash-
ioned NSAIDs. Two of them—Vioxx and Bextra—have been
taken off the market. Although Celebrex is still available, I think
its risk for people taking it chronically outweighs any potential
benefit over ibuprofen. Whether these toxicities extend to the
older class of NSAIDs is currently not known but is a question
undergoing research.

When I recommend NSAIDs, I’m actually ignoring the fact that
no good evidence exists for their use in reducing FM pain. How-
ever, in my experience, a substantial number of patients reporting
muscle and joint pain indicate relief when using this class of drugs.
So I try them as the first step in my pain management regimen, and
I apply what I like to call the Natelson Six-Week Rule. If the
patient cannot tell me the drug has definitely helped reduce pain at
the end of a six-week trial period, I will discontinue its use. Six
weeks is long enough to know whether a drug has had a beneficial
effect, and it can be pointless—or in some cases even detrimen-
tal—to continue taking a drug unnecessarily. Many chronic pain
sufferers first arrive in my office with a suitcase full of medicines,
unclear on how long they’ve been taking them or whether to keep
on using them. In that case, I start slowly removing medicines, one
at a time. Sometimes, this “drug holiday” helps by itself; other
times, stopping the medicines produces no effect except on the
patient’s pocketbook. One thing is certain: once you’re on several
medications, it’s important to have a doctor’s supervision when
you start to discontinue them. 

Step 2. A brand-new drug promises to do for FM what Lotronex
and Zelnorm did for IBS—that is, make doctors take FM seriously.
I mentioned this drug—duloxetine or Cymbalta—in chapter 5
because it is an antidepressant. Its availability has changed the way
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I manage pain; beyond the NSAIDs, it’s usually the first one I try
to relieve widespread pain, regardless of whether the patient is
depressed. 

Duloxetine is a twenty-first-century version of an older class of
antidepressant drugs called tricyclics, but with substantially fewer
side effects. Like the tricyclics, duloxetine interferes with the
uptake of both serotonin and norepinephrine and is therefore
known as a serotonin/norepinephrine reuptake inhibitor (SNRI).
Duloxetine is the first in that class of drugs shown by double-blind
placebo-controlled trials to have two separate and independent
actions: pain relief and depression relief. Specifically, it has proven
successful in relieving both widespread FM-type pain as well as the
neuropathic, burning pain that occurs in feet and hands due to the
effect of diabetes on peripheral nerves, and it does this whether or
not depression is present. The pharmaceutical industry realizes
that pain is a huge market, and the value of the drugs in this class
in relieving FM pain has spurred other companies to work on
developing new drugs. You, the consumer, will benefit from this
change in attention. Moreover, the development of drugs specifi-
cally to relieve FM will at last revolutionize the way physicians
think of the syndrome. As we saw with IBS, when treatments exist
that really work, skeptics can no longer argue that the problem is
“all in your head.”

Another advantage to this class of drugs is that the same dose
that relieves pain also relieves depression. Treating depression,
when it is present, often has the additional effect of reducing pain.
In fact, several carefully done placebo-controlled studies have
shown that antidepressant treatment can improve some FM symp-
toms as well as improving quality of life. With SNRIs, the oppo-
site is also true: treating the pain of FM can also help relieve
depression. What is unclear in all these studies is the role of
depression in worsening pain and fatigue, but using these drugs
bypasses that question. When the depression lifts, you’ll feel bet-
ter and be more able to cope with your pain. That, of course, may
also help eliminate the pain.

Prior to duloxetine’s becoming available, my second step in treat-
ing pain was to use low doses (10 mg to 25 mg) of the old-fashioned



tricyclic antidepressants (TCAs). This early class of antidepressants
has similar dual actions on serotonin and norepinephrine and also
relieves FM pain, but with significant side effects including a very
dry mouth, a fast heart rate, constipation, and, all too often, weight
gain in women. Despite these side effects, I still use these as my first
line drug for pain in three kinds of cases: when money is an issue
(duloxetine is very expensive, but TCAs are cheap); major problems
with recurrent headaches, for which low doses of TCAs often work
wonders; and when the patient reports both pain and disrupted
sleep. Sedation is a side effect of one drug in this earlier class, amit-
ryptilene—sometimes known by the brand name Elavil—and so it
can help with sleep problems. The other drugs in this class—
nortryptilene (Pamelor) and desipramine (Norpramin)—are less
sedating but still very effective in headache. When Elavil is too
sedating, I will try Pamelor. And I will turn to Norpramin if for
some reason the person has problems with duloxetine. 

Some doctors use a class of drugs called muscle relaxants instead
of the tricyclics. Double-blind placebo-controlled trials have estab-
lished that TCAs, as well as a muscle relaxant called cyclobenzaprine
(Flexeril), help to reduce FM pain. Flexeril’s chemical structure
resembles that of Elavil, and it is also sedating, though with the same
set of side effects. So if a patient is already taking Flexeril and reports
that it is improving sleep and/or reducing pain, I do not switch to a
drug like Elavil. Flexeril probably works because of its resemblance
to Elavil, but it is marketed for relief of muscle spasms.

Physicians probably started using Flexeril for the same reason they
referred FM patients to rheumatologists: because they believed that
FM was a disease of muscle and ligaments. There is little evidence for
that line of thinking today, but one fortunate by-product of this old
idea was the discovery that Flexeril could help treat chronic pain.
This drives home an important point: sometimes drugs have many
actions besides the ones for which they are marketed. And that can
be a double-edged sword. Take, for example, another well-known
muscle relaxant, diazepam, which is even better known by the brand
name Valium. Besides being a muscle relaxant, Valium is also a gen-
eral relaxant in that it reduces anxiety and helps some people with
insomnia to fall asleep. And yet I never prescribe Valium, because no
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one knows whether the drug remains effective as a sedative if taken
for more than a few days. What is well known, however, is that peo-
ple can get chemically dependent on drugs in this class. Instead, I
sometimes turn to a different muscle relaxant, tizanidine (Zanaflex).
This drug is known to have pain-reducing properties, and one study
(done, unfortunately, without a placebo control) suggested that the
drug reduced FM pain. I have tried it, and patients report that it
helps reduce their pain. Because of this, I will often try this drug in
addition to duloxetine or the TCAs, or I will use it if the patient can-
not tolerate one of these other medications.

Step 3. When the drugs already mentioned are not enough to
make pain tolerable, the next step is to add the antiepileptics. Let
me make it clear that I do not use this class of medicines because
chronic pain has anything to do with epilepsy, but because these
drugs really do help reduce pain. Also, several of them have suc-
ceeded in relieving FM symptoms in double-blind placebo-
controlled trials. Moreover, my own experience with antiepileptics
has been positive, and their side effects are fairly minimal. One
nice side benefit is that they often reduce headaches, too. 

The first one I use is gabapentin (Neurontin). It is inexpensive
and helpful in reducing pain in some patients, although it’s not
the easiest drug to work with. It has a short half-life and must be
taken four times a day, and—although it’s not really very effec-
tive as a sedative, especially at small doses—it can induce sleepi-
ness. A new and cleaner version of this drug, called pregabalin
(Lyrica), has recently been FDA-approved for some forms of
pain. A double-blind placebo-controlled trial has shown its effec-
tiveness in FM, and it was approved in June 2007 for FM—the
first such approval. I have made it a part of my pain management
program if the patient’s finances allow. Other advantages of this
drug is that it appears to also relieve anxiety and is taken only
twice a day, thus making taking it less of a burden for patients
with brain fog.

If the patient is getting partial pain relief on Neurontin or
Lyrica, I will add a second antiepileptic working on a different
pain-relieving system. In the past, I used a drug called lamotrigine
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(Lamictal). But because it has a rare risk of serious skin allergy, I
usually first use a more benign drug such as oxycarbazepine
(Trileptal). The advantage of both these drugs is that they need to
be taken only twice a day. When the patient is overweight and
requires pain management, I often try topiramate (Topamax) or
zonisamide (Zonegran). These antiepileptics have more side effects
than the other ones; one of these is slight nausea, which helps
reduce food intake and thus can lead to weight loss. But some-
times other side effects, like more fatigue and brain fog, limit the
usefulness of these drugs. 

Step 4. This step starts with a painkiller called tramadol
(Ultram). When used on top of the antiepileptics, it can often
reduce FM-induced pain to tolerable levels. If there is minimal
pain relief or if the patient reports feeling too drugged, I stop these
drugs and move on to long-acting opiates—either methadone, a
drug called MS-Contin, or an opiate pain patch (Duragesic). While
the majority of women with widespread pain don’t require step 4,
there is clearly a need for opiates for some patients with chronic
pain. However, opiates are famously habit-forming for a reason,
and I don’t prescribe them without first establishing what I call a
“therapeutic alliance” with my patient. We agree that only one
doctor writes the prescription for this class of drugs—either me or
the primary-care provider. That allows me to know exactly how
the patient is doing at all times. 

Most primary-care doctors don’t know about the long-acting
opiates and instead prescribe short-acting ones like oxycodone with
acetaminophen (a combination drug known by the brand name 
Percocet). The increased addiction potential of this class of drugs 
if taken long-term is the reason I never use them in my chronic pain
management regimen. If you are taking this drug, I urge you to ask
your doctor about referring you to a physician expert in pain man-
agement or at least have him or her read this chapter.

Other Drugs for Pain

On occasion, I try other medicines before moving to opiates. For
people with substantial tenderness in the neck, shoulders, and
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back, I sometimes try injections of a drug similar to the one used
by your dentist to numb up your teeth before fixing a cavity. 
This is a short-acting anesthetic agent that I mix with a longer-
acting one and a drop of an anti-inflammatory steroid. I do 
this on a trial basis. Sometimes, a patient reports that this proce-
dure lessens the pain for days to even weeks. Then I make these
injections part of that patient’s pain management regimen. Some
people with more localized pain find relief from skin patches 
that release into the skin a drug like the injectable numbing 
medicine. 

In my opinion, some FM and CFS patients have a rheumatolog-
ical disease causing achy muscles or joints, but without the swollen
or red joints that a rheumatologist would use to make a diagnosis.
Lab test results can reveal an underlying rheumatological disease.
Some of my patients have sedimentation rates well above the nor-
mal of 20 and antinuclear antibodies (ANAs) levels of 1:320 or
higher, which is well above the normal of 1:40. These test results
point to an underlying autoimmune disease process. But without
swelling and redness and without confirmatory tests for systemic
lupus erythematosis (SLE) or other collagen vascular diseases, the
rheumatologist passes. He or she won’t say there is “nothing
wrong” but rather “I don’t think this is rheumatological disease.”
The result, once again, is that the patient falls through the cracks
of classical medicine.

In my view, cases like these at least suggest trying drugs 
that rheumatologists might prescribe. One reason that rheuma-
tologists may be hesitant to make a diagnosis of rheumatological
disease is because of the toxic side effects of the drugs they 
use. After all, every time a doctor prescribes, he or she balances
the risk of using the drug with its potential benefit. I deal with
this issue in two ways. First, I view my use of any of these drugs
as a trial with the goal of definite improvement within a one-
month period. Second, I use steroids, a class of drugs in use for
decades with broad anti-inflammatory actions, rather than some
of the newer, less broadly acting drugs. If the pain disappears
during this therapeutic trial, we would have all the more evi-
dence of an underlying autoimmune disorder, since there is no
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evidence—either in the literature or in my own experience—
that these drugs improve primary FM. To me, improvement 
on steroids means the FM is secondary to an underlying autoim-
mune disease. A positive therapeutic trial puts me on the phone
to my rheumatologist colleague so that we can get on the 
same page.

A second potential line of treatment may seem unusual at first
but employs a drug that’s best known for fighting malaria. In
World War II, soldiers in the Pacific were given the antimalarial
drug Atabrine to take daily. Three side effects were quickly
noticed: the soldiers’ skin turned yellow; they reported fewer
aches and pains; and they reported having more energy and less
fatigue. Subsequent research indicated that the drug had anti-
inflammatory properties, leading to a role for it in managing pain-
related symptoms in diseases of the joints and muscles. Since
Atabrine had other serious toxicities, however, it is no longer
available.

But rheumatologists routinely use a related but less toxic drug
called Plaquenil. We don’t know whether this antimalarial relieves
fatigue, but it does help reduce muscle and joint inflammation,
typically after several months of use. If my patient doesn’t report
a substantial improvement after three months, I’ll stop this drug.
Since it can have a detrimental effect on vision, I will also have an
ophthalmologist check the eyes before I start this medicine, and
recheck them every six months thereafter.

Other FM Therapies

A number of initial reports point to other potential therapies for
widespread pain with multiple areas of tenderness. People whose
bodies produce a low level of growth hormone (GH) may experi-
ence low energy, poor cognition, and an impaired ability to exer-
cise. Researchers studied what it would be like to administer
additional growth hormone to FM patients whose bodies secreted
only a low level of GH. The hormone did help reduce FM symp-
toms but with some problems: it was expensive, it had to be given
by injection several times a week, it took six months to produce a
noticeable effect, and—most important—the improvements sim-
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ply weren’t dramatic. FM patients still had FM. And a similar trial
with CFS patients had no effect at all.

Another study stemmed from the report that a drug used to
relieve nausea helped reduce fatigue in severe liver disease. A
recent double-blind placebo-controlled trial indicated that a drug
in this class, tropisetron, could relieve FM pain. Interestingly, 
this drug has the same mechanism of action as alosetron, the
selective 5-HT3-receptor antagonist used in treating diarrhea-
predominant IBS. So while tropisetron does not appear to be help-
ful for gastrointestinal pain, it may help widespread pain. If the
drug company making this product can convince the FDA of its
efficacy, it should become available for use by your doctor. 

Finally, there are positive preliminary results from an immune
active substance—low doses of interferon-alpha given under the
tongue. While tenderness at specific points in the body did not
change, FM patients who were on the active product reported
improved physical function relative to those on placebo. High
doses of injected interferon are currently part of the standard
treatment for hepatitis C, but oral preparations are not currently
FDA-approved. If and when they are, they may gain a role in treat-
ing the diffuse achiness reported by patients with CFS and FM.

Drugs for Disrupted or Unrefreshing Sleep

This symptom is very disturbing. The person reports that he or she
lies in bed all night but can barely sleep. Disrupted sleep is a treat-
able symptom, but unfortunately treating it rarely relieves symp-
toms of chronic fatigue or widespread pain, and patients still
complain of feeling unrefreshed when they awaken. It’s under-
standable that people are often terribly upset by sleep difficulties
and ask for relief.

Here’s a case where products found at the health-food store can
have a beneficial effect, at least for some people. You can start
with tryptophan or melatonin. You may be familiar with trypto-
phan, or at least its effects, since it’s present in your Thanksgiving
turkey. Its most widely remarked (if indirect) effect is to lull you
and your guests to sleep after holiday dinner. Tryptophan—or 
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the product your body converts it into, 5-hydroxytryptophan 
(5-HTP)—can be particularly useful because these substances are
part of the biochemical chain producing serotonin, a substance
in the brain responsible for normal sleep. Although I usually pre-
scribe only one dose before bed to aid sleep, a controlled study
reported that taking 5-HTP three times a day led to improved
sleep and less pain in FM patients. The second product is mela-
tonin, a hormone that is also related to serotonin. Here dosage is
an issue, with a group from the Massachusetts Institute of Tech-
nology suggesting that less was better. The problem with taking
any of these food supplements, however, is that there is no regu-
lation as to the amount of product in a pill and how much of it,
when ingested, actually gets into the bloodstream. So one reason
these supplements might not work is that there is either too little
or too much melatonin in a tablet. Because of this, a new drug
that acts like melatonin looks interesting. The drug, ramelteon
(Rozerem), is FDA-approved for insomnia. This government
approval means that consumers can be sure that the amount of
drug stated on the packet is actually in the pill and that it has
proven to be useful by a double-blind placebo-controlled trial.
However, when the over-the-counter drugs don’t work, this is
not my next step. In late 2006, this drug cost a bit less than four
dollars per pill.

My next step is to turn to the sedating antidepressants amitripy-
line (Elavil) or doxepin (Sinequan), which I’ve already described
in other sections of this chapter. At low doses these make poor
antidepressants, but they do help with sleep and pain. When the
patient still reports disrupted sleep, I will try a sedative, usually
fast-acting drugs like zolpidem (Ambien), zaleplon (Sonata), or
the newest, eszopiclone (Lunesta). Although the drug companies
push their newest product, one does not work any better than the
next. Ambien will soon be available as a generic and provides the
best overall effect of drugs in this group, so I prescribe it most
often. Since the remaining drugs in this class are quite expensive
and can also be habit-forming, my next choice is Rozerem, the
melatonin-like drug I mentioned earlier, because it is the only one
of the sleep-inducing drugs that is not habit-forming. If these are
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ineffective, I will try drugs in the benzodiazepine or Valium class,
such as temazepam (Restoril) or clonazepam (Klonopin). I don’t
like using these drugs because patients often find it hard to stop
using them, or even to reduce the dose. In fact, just tapering off
the dose can result in a major-league rebound of insomnia and
nervousness. But some patients report that this kind of drug
helps reduce daytime fatigue. Once again, while some of the rea-
sons for these effects are unclear, I’m willing to try these drugs in
some cases. 

If a drug works in a certain illness, that positive effect can tell us
something about the biological processes producing the illness. For
example, the successful outcome of a study on pharmacological
doses of 5-HTP, one of the building blocks (the scientific word for
this is substrate) for serotonin, the brain-active substance involved
in sleep and pain indicates that some FM patients have sleep disor-
ders. Several recent studies show that disturbing sleep in healthy
people can lead to increases in musculoskeletal achiness and/or
decreases in their pain threshold. To me, this means that some
patients have a problem with sleep that adds up over time to pro-
duce the syndrome of FM. Although the exact nature of this sleep
problem remains an issue for research, a carefully done placebo-
controlled trial of a drug called sodium oxalate (Xyrem) did 
show it to help FM. The drug improved sleep and diminished pain
in patients with widespread pain and tenderness. I have begun
using the drug for FM patients with major sleep problems, with
mixed results. Sometimes it is really helpful, and other times it
does nothing.

Xyrem, however, is heavily controlled for a very good reason:
when it was freely available, some men unfortunately used this
powerful sedative as a tool for date rape. The FDA wisely decided
to control its use, and now it is only available at one pharmacy in
the United States. The drug company that makes Xyrem is in the
midst of a large study on its use in FM. We will have to await the
outcome of that trial before most practitioners will consider its
use, but I am guardedly optimistic. 

In addition to the real possibility that FM may be due to dis-
turbed sleep, I strongly believe that some patients with medically



unexplained fatigue may have a sleep disorder. My line of thinking
has recently been supported by the National Institutes of Health,
which is funding my study examining sleep in CFS patients (this is
not a drug trial). I will discuss this more in chapter 11. But, if you
are interested in finding out about my research activities and those
of my colleagues at the New Jersey Medical School, check out our
Web site, www.umdnj.edu/fatigue.

The bottom line, of course, is to decide if my treatment has
allowed the patient to sleep without all the awakenings experi-
enced in the past. I ask if the patient feels slightly more refreshed
in the morning. If he or she answers no, then I discuss stopping the
treatments.

Drug Development 

The explosion in successful treatments for IBS points the way to
potential treatments for the other illnesses discussed in this book.
Prior to the development of the IBS drugs, treatment for IBS was
marginal at best. But with the success of the recently available
drugs, IBS becomes a focus for drug development. Fibromyalgia is
a close second. New treatments for FM are now on the market,
and clinical trials for more drugs are ongoing. Pain management
has become a subspecialty in medicine and is recognized as an area
needing further drug discovery by the pharmaceutical companies.
And all of these treatments for pain will undoubtedly have a pos-
itive impact on face and jaw pain, too.

Treatments for fatigue and brain fog lag behind, but, as I have
indicated, a pharmacopeia does exist. One major problem of tak-
ing medicines for any medical problem is that their use often
comes with side effects that limit the duration of time they remain
useful. I can think of several patients who got substantial relief of
fatigue with modafinil but had to stop the drug when it began dis-
turbing their sleep. Other patients reported good results from my
pain management protocol, but decided to stop the medicines due
to side effects. Subsequently, these same patients reported more
problems with pain but fewer symptoms of brain fog and fatigue.
Using drugs is a double-edged sword: they can be beneficial both

158 Y O U R  S Y M P T O M S  A R E  R E A L



in the short and the long term, but they can sometimes complicate
cases, or render treatment results unclear. Whenever it’s necessary,
as a physician, I am prepared to remove my patients from drugs,
slowly of course, so I can try to sort out the helpful and the hin-
dering components of their use. 

All of this should help you realize that drugs are not the whole
answer, at least not today. So while it would be great for the doc-
tor to have a pharmaceutical cure for your fatigue and pain, this
outcome happens only rarely. Fortunately, drugs are just one set of
tools in the arsenal. As we’ll see in the next chapter, there are alter-
natives that also work. But “alternative” is really not the right
word. The treatments I will go into next really complement drug
therapy. And they come with an advantage: they convert you from
your previous role of passive patient into being an active partici-
pant on the road to wellness.
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In many ways, all of the drug treatments I discussed in the last
chapter are just crutches. They reduce symptoms to a greater or

lesser degree, but they only rarely get a disabled person back to
work. While drugs may and probably will be part of the process of
getting you well, they are only one part of the path to wellness.

Wellness is a process, and not necessarily an easy one when
you’re feeling lousy; but the good news is that you really can take
control of your body. Certain techniques from rehabilitation med-
icine act as a major supplement to drugs and other parts of your
course of treatment. In this chapter, you’ll discover how to con-
serve energy throughout the day, and even engage in what I call
“energy building.” The purpose of this part of the program is to
help you take charge of managing your activity.

Here is an example of what not to do. Barbara Laurelton, one
of my patients, was a forty-two-year-old midlevel executive with
chronic fatigue syndrome (CFS). Fortunately for her, sometimes
she experienced periods of up to several days when she felt a lot
better than usual. Through medical treatment, I was able to make
these episodes occur more frequently. During one of these times of
relative wellness, Ms. Laurelton decided to do some spring clean-
ing. Unfortunately, though, she chose an especially energy-inten-
sive activity, and beat her rugs. That short burst of high-intensity
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activity put Ms. Laurelton back in bed. In fact, she was so frus-
trated by her slide back into exhaustion that she lost faith in her
own treatment. It was understandable for her to feel that way;
having begun to hope that her periods of energy would continue
and even grow more frequent, Ms. Laurelton was terribly disap-
pointed when she landed back in bed so soon. That made her
resistant to moving toward the next step in her recovery, which
was really too bad.

Ms. Laurelton was a victim of what is often called the yo-yo
effect, and my plan for wellness works hard to prevent it from
occurring. I’ll have a lot more to say about the yo-yo effect later in
this chapter and will provide steps to help you avoid it. But for
now, we should look at the key components that can help you
smooth out these terrible swings from heightened to greatly
reduced energy levels: energy conservation and energy building.
The purpose of energy conservation is to budget the energy avail-
able to you throughout the day, and the purpose of energy build-
ing is to help you build a suit of body armor that will protect you
from what happened to Ms. Laurelton.

The Energy-In, Energy-Out System

The principle behind energy conservation is something that Dr.
Lenny Jason, one of the country’s leading CFS researchers, calls
the envelope theory. The theory goes like this. Anyone—healthy or
sick—has just so much energy available for use in any single day.
The hardest thing someone with a new onset of severe fatigue has
to do is to learn how to budget the energy he or she does have.
This is where the envelope comes in. 

View the envelope as holding all of the energy you have avail-
able in the course of a day. The best way to figure out how much
energy you are expending each day is to count your steps with a
device called a pedometer. This is biofeedback in action. Because
it will pay to be accurate in doing this, I recommend you go with
the Yamax 701 pedometer, which has undergone the most testing
and standardization. It is available over the Internet. Set the
pedometer to give you two measures: the number of steps you take
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and the number of feet you walk during your day. Wear it on a belt
on your waist, just above the middle of a leg. Each day, record the
number of steps and the distance, and reset the pedometer. Chart
your daily activity for about a week. If you’re not doing any
unusual activity, you will find that your daily step count doesn’t
vary a whole lot. The average of that number is your “energy
out.” 

The number of steps or feet you walk per day is clearly lower
than it was when you were well. Sedentary healthy people walk
anywhere from 1,000 to 3,000 steps per day. Severely ill patients
will never hit anything close to 1,000. Don’t be concerned that
your step count is lower than these numbers. Knowing the
amount of energy you expend in an average day is simply a start-
ing point—information you need so you can track your further
progress.

Being aware of how much energy you spend is only one part of
the equation. Now let’s look at the other side: the total amount of
energy available to you. For simplicity’s sake, you can use the same
measure, and estimate the amount of your available energy as the
total number of steps available to you in a day. I know you may be
concerned about this process, since simply standing in place may
take up much of your energy, and stress may also be a factor. But
some quantification is a lot better than nothing, at least for getting
started. 

After you have done these steps, answer these questions: Is the
amount of energy available to you equal to the amount of energy
you are expending? Or, alternatively, do you think you have less or
more energy than you are actually expending? 

If, for example, you estimate that you ordinarily need to take
500 steps a day, but have only enough energy available to take 400
steps, you’ve got an imbalance—what I like to call an “in-out”
problem. I use this shorthand to look at the energy available to
you in an average day (energy “in”) and the energy you expend in
an average day (energy “out”). In this case, your “in-out” problem
is that you have energy for 100 fewer steps than you need to take. 

If at the end of each day you are feeling totally wiped out, you
probably do have this sort of imbalance, and you will probably
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have to reduce your energy expenditure so that it fits within your
own energy envelope. But if you are not totally wiped out at the
end of the day, this may mean that you actually have more energy
in your energy envelope than you are expending. A reasonable
thing to do is to adjust your activities to match your energy-out
measures.

Don’t worry, the point of this exercise isn’t to lower your expec-
tations. Instead, it’s about getting your arms around your energy
and activity levels, becoming familiar with them in a way you prob-
ably haven’t had to do before, and using these simple estimates to
gauge your progress as you begin to bring the energy-in and
energy-out into sync. Then you can move on to getting well. This
is a whole different strategy from the past. Back then you worried
about how you felt. Now you’re using the feedback from your own
activity to gauge your body—its limits and abilities—to get well.

As you start monitoring your energy expenditure, you may 
see a pattern developing, and it may have to do with a specific
activity, or even a specific person with whom you usually do that
activity. Let’s look at an example. One of my patients, Ellen Col-
lens, is a disabled nurse practitioner who has only about 1,000
steps of energy available to her each day. Last Memorial Day, she
agreed to walk around town with her niece to serve as the photog-
rapher for her Girl Scout troop. Ms. Collens prepared for this
activity by doing a little energy budgeting. She cancelled all of her
usual daily activities so she’d have enough energy for her walk.
But by the end of the day, her pedometer revealed that my patient
and her niece had walked over 5,000 steps—a distance of over two
miles—over a three-hour period. This is a very good example of
what I call an in-out disconnect. Yes, when she had to do it, she
was able to put forth the effort, but the story here is the same as
when Ms. Laurelton beat her rugs. Greatly exceeding the energy
envelope, even if you can, creates problems. Ms. Collens was so
exhausted that she experienced a bad case of the yo-yo effect,
which sent her to bed for the rest of the weekend. Nonetheless, she
told me she would never forget that Memorial Day.

The issue here is expending energy in a situation where you can-
not control it. When you do activities alone, it is up to you to
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decide whether to continue or to stop, but when you’re in social
situations, sometimes the decision is not fully up to you. Should
you cancel all of your social engagements in order to avoid an
overexpenditure of energy? 

No, this is not a good idea. Being on the wellness path requires
you to maintain social ties and not be isolated, and so a better
solution is to arrange social activities so they’re not a surprise. If
you know how much energy you’re likely to expend in a given sit-
uation, you can budget the energy you have available. What’s most
important is that you be the one to control your energy expendi-
ture, and not someone else. Being aware of the issue will help. Ms.
Collens learned from her own experience and has told me she is
now trying to get a better assessment of the energy requirement
involved in social events before saying yes.

Spend several weeks fine-tuning your energy envelope. Get to
the point where the energy available to you comes pretty close to
matching your total energy expenditure in steps. Some days you
may feel somewhat more energetic than others. In other words, the
energy available in your energy envelope may vary from day to
day, but not too greatly. After you are pretty comfortable with this
process, start thinking about making adjustments to the energy
expenditure side of the equation. If you’re consistently expending
more energy than you estimate you have available—and are feel-
ing the effects—you’ll have to cut back. Charting your energy
expenditure may allow you to notice if some particular activity
uses up a lot of your available energy in a relatively small amount
of time. Obviously you will have to compensate for this by
expending less energy during the rest of that day. Being comfort-
able with your personal energy envelope will allow you to make
these occasional adjustments.

What if the unexpected happens to you, as it did to Ms. Col-
lens? Perhaps what you intended to be a brief trip to the market
will turn into a several-hour affair. Just taking your kids to the
park might cause you to expend more energy than you’d foreseen.
You might have planned to sit on a bench watching your children
in the playground, but you actually ended up playing with them or
helping them interact with other kids. Similarly, recreational activ-
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ities with your own friends are great but can lead to your being
caught in a social situation where you’re under pressure to con-
tinue when you really ought to stop. Simply being aware that
you’re embarking on an activity where the exact energy expendi-
ture is unknown may allow you to budget better for the rest of
your daily activities, and to back off if necessary. Both of these put
you in control.

Remember Ms. Laurelton? Hers was an extreme example of
overload, one she brought about all by herself. And it produced
the “yo-yo effect plus.” Her exertions put her to bed, and then she
became afraid to try new activities. It took several appointments
with me, consisting of nothing more than discussing this experi-
ence, until she got up the confidence to try my wellness regimen
again. Ms. Laurelton’s story is an accurate reflection of Lenny
Jason’s statement that “the yo-yo effect is a killer for people who
have little energy. The key to helping the body to begin healing
itself is to not put it on overload.” Ms. Laurelton had put herself
on overload.

The kind of activity that triggers this yo-yo effect varies with
your state of wellness. If your total available energy is 700 steps,
then spending an hour shopping for food, which involves driving,
pushing a cart, and carrying many bags, could add up to over 500
steps, leaving you with little energy reserves for the rest of the day.
So some patients with low energy reserves tell me on shopping
days, the only other activities they do relate to personal hygiene.
The point here is this energy yo-yoing over a very short period of
time may exhaust your energy envelope and leave you little room
for much else. And if you keep on going, this might make you sick. 

If a healthy sedentary person takes a day off to go skiing, her
energy expenditure will exceed the envelope of her available
energy. The consequences of this won’t be severe, but she’ll be
forced to change her usual behavior: she won’t be able to go out
that night but instead will have to go to bed early, and she may
have to cut down on her activity the next day. Everyone—even
someone who is perfectly well—can exceed his or her energy enve-
lope at least on occasion. The consequences are different, though,
for people with medically unexplained fatigue and pain. They’re
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much more sensitive to the effects. So your primary goal on the
first part of the road to wellness is to stay in your envelope. Know
the amount of energy you have available, estimate (as best you
can) the amount you’re likely to need to spend, and try to avoid
surprise expenditures. 

Expect some “in-out” discrepancies until you get the hang of it.
But you will succeed, and this will reduce symptom flare-ups and
give you other pluses: improved sleep, a greater sense of control,
and more energy over the long term. You should begin to see these
effects within six weeks, and some people may see them substan-
tially faster. When you achieve this goal, we can talk about
increasing, or tipping up the end of, your energy envelope via a
walking program that starts with a low energy expenditure and
slowly raises your energy level.

If you’ve evaluated your energy envelope and find that you have
more than 1,000 steps of energy available to you, you might be
able to gauge your in and out energy levels all by yourself. But it’s
easier if you use the buddy system. Having a buddy who acts as a
coaching partner to help you can make this process easier, shore
up your resolve, and help you feel more secure in monitoring your-
self. Remember, the lower the total amount of energy in your enve-
lope, the greater the risk of the yo-yo effect. Ms. Laurelton was
well on the road to recovery when she had her major crash. Since
she went through this setback all alone, she became so frightened
that she left the road to recovery altogether for a time. 

A coaching partner can help you evaluate your energy expendi-
tures so they match the energy available to you. Choose someone
with whom you are close—a spouse or partner, a relative who lives
nearby, or a close friend—and use him or her as a sounding board.
Discuss your daily energy expenditures with this person and try to
determine if they are reasonable, too high, or too low. If you and
your partner think you can actually burn more energy, give it a try.

Review with your coaching partner the way you burn your energy.
This only takes a few minutes, so don’t worry about time. Do you
burn a big portion of your available energy in one big burst? Or do
you budget your energy to serve you throughout the day? You and
your buddy should quickly see that expending a lot of energy in a

166 Y O U R  S Y M P T O M S  A R E  R E A L



small amount of time can lead to the yo-yo effect. Your coaching
partner should help you distribute your energy expenditure more
evenly throughout the day. The buddy system approach to managing
energy within the envelope pays off. CFS patients who use the
buddy system feel stronger and have more energy down the pike.

Conditioning for Wellness

When you’re facing constant fatigue, you learn to associate
effort—any effort at all—with exhaustion. This associative learn-
ing is extremely strong. I have mentioned this before, and you may
have heard this referred to as Pavlovian conditioning. Ivan Pavlov
was a Nobel Prize–winning Russian biologist who lived from 1849
to 1936. His classic experiment showed that a dog could learn an
association between an innocuous signal—the ringing of a bell, for
example—and the availability of food. Eventually, just hearing a
bell ring made Pavlov’s dog salivate (a situation that’s probably
familiar to you if you live with a dog). 

People really aren’t very different from dogs in some ways, and
this is one of them. Many of my patients with severe medically
unexplained fatigue or pain report that just going through one or
two pairings between exercise and illness flare-ups are enough to
make them feel that any exercise at all would cause a worsening of
their symptoms. Are they wrong? Not at all. Their symptoms are
very real, and certain kinds of activity may, indeed, have made
them even worse for a time. But what varies from patient to
patient is what each does next. Some say to themselves, “I am
going to cut way back on all my physical activity,” while others
say, “I am not going to do the type of activity that made me sick.” 

These are two very different responses. In the first, the person
has become so frightened by the effects of exertion that he or she
has decided to do much, much less. In the second example, the per-
son realizes that certain activities carry a risk, but others may con-
tinue to be perfectly fine. Although the statements themselves don’t
sound all that different, they lay out dramatically different ways of
looking at the relationship between activity and pain or fatigue.
Moreover, they have everything to do with who each patient may be
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and where he or she is in life. But there is even more to the impor-
tance of personal characteristics. Some researchers believe that an
individual’s personal characteristics, habits, and beliefs influence
whether a problem with pain or fatigue will follow an attack of a
serious infection and become a long-term condition.

For example, studies have shown that individuals who have a
tendency toward anxiety or depression or who tend to have a neg-
ative point of view about life are more likely to develop irritable
bowel syndrome (IBS) after a bout of gastroenteritis. Similarly, the
presence of fatigue or psychological distress just when some
patients are also coming down with a sore throat and a cold pre-
dicts slowness of recovery and prolonged postinfectious fatigue.
Furthermore, focusing on symptoms while believing that you can
do nothing about them leads to delays in recovery.

We’re not talking about microbiological studies that show how
a germ can cause disease in a single person. Studies like the ones
I’ve just cited instead describe tendencies over large numbers of
people. This means that “person factors” are more important in
influencing how some individuals feel and less important in influ-
encing how others feel. Your friend might simply shake off
increased achiness and fatigue after exertion, while your next-door
neighbor might become quite concerned about the very same
symptoms and decide to take a day off from work to rest. The
point, however, is that deciding to engage in less activity can actu-
ally end up producing more symptoms, triggering a sort of vicious
cycle. Deciding not to take that walk, because you remember how
a shopping trip several weeks ago made you feel awful for three
days, might actually make you feel less optimistic and less well.
Budgeting your energy carefully and planning to take that walk
tomorrow, however, might buoy your spirits and make you feel
better—and never mind what happened several weeks ago.

Oddly enough, astronauts—some of the fittest people in the
world—are completely familiar with this dynamic. When they
return to Earth after being in space at zero gravity for as little as a
week’s time, astronauts nearly always become profoundly decon-
ditioned. Deconditioned means that their bodies have suddenly
become drastically out of shape. When these recently returned
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astronauts walk, they rapidly become exhausted. When they stand
up, their normal cardiovascular reflexes work poorly, and they feel
lightheaded and even faint. All this happens because astronauts in
space live in an environment lacking gravity. 

When researchers want to simulate living in a weightless envi-
ronment while still on Earth, they don’t exercise their volunteer
patients to exhaustion: they put them to bed. After days of bedrest,
these volunteers show the same kinds of biological changes as the
astronauts. When they make even minimal effort, they feel their
hearts pound and are very easily fatigued. Sound familiar? Pro-
longed resting may feel like the right thing to do; in fact, it may
sometimes feel like the only thing you can do. But prolonged rest-
ing can also have adverse health effects well beyond producing
more uncomfortable symptoms. 

When I was an intern, the standard of care for someone with a
heart attack was three weeks of bedrest. This prescription had two
negative effects: it actually increased the rate of subsequent heart
problems, and it made the heart attack survivor afraid of activity.
Of course, nowadays we know that a carefully monitored pro-
gram of aerobic activity protects against heart attacks.

If you’re sick with fatigue and pain, your situation is surpris-
ingly similar. If you decide to put yourself on bedrest, you’ll be hit
with a double whammy. Your illness, and maybe your learned
response to previous activity, will make you less active. And then
your need to rest will end up making you even more sick. 

You’re the one who can break this vicious cycle—not your doc-
tor, not your use of drugs. You can use gentle physical condition-
ing to combat the biological changes that bedrest brings about. We
now know that regardless of the disease, gentle physical condition-
ing reduces symptoms and improves quality of life. For elderly
people who have trouble walking, for people awaiting cardiac
transplant due to heart failure, for patients with multiple sclerosis
(MS) or with medically unexplained pain or fatigue, a physical
conditioning regimen helps rather than hurts—as long as it is done
right.

When we know we have to do something, but we’re afraid to do
it, we can often find ourselves stuck. Fortunately, we can use a
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process called cognitive behavioral therapy (CBT) as an “un-
sticker.” CBT was originally designed to be a treatment for depres-
sion and anxiety, but over time CBT practitioners have expanded
the scope of their work. They learned they can work with people
to improve how they cope with symptoms from any chronic ill-
ness, in effect to help them feel better. CBT, like gentle physical
conditioning, is a treatment that reduces symptoms and increases
the quality of life for people with a host of illnesses, including
prominent severe fatigue and pain. Furthermore, CBT profession-
als can concentrate on specific symptoms like disturbed sleep with
very good results. And if depression or stress is in the wings, the
CBT professional can take care of those problems too, as we’ve
already seen.

You can view CBT professionals either as therapists or wellness
coaches. Finding such a coach and using CBT can be a critical step
for anyone with medically unexplained illness. The CBT coach is
an important part of my wellness team. CBT experts have the most
experience dealing with stress, depression, and anxiety and rela-
tively less experience in dealing with chronic medical illness. Even
so, CBT is effective in reducing symptoms in half the patients who
try it. So although absolutely everyone won’t be helped by this
therapy, at least 50 percent of people who spend eight to twelve
sessions with an experienced cognitive behavioral therapist will feel
substantially better. That kind of result makes trying CBT a must.
And keep in mind that improvements you make while using CBT
are in addition to those based on the medical approach I outlined
in the last chapter. CBT is another step toward wellness.

What a shame medical schools don’t have time to teach this
kind of treatment. In fact, if I could change one thing in the mod-
ern medical school curriculum today, it would be to add a course
on the principles of wellness therapy so it could be a part of every
doctor’s own personal therapeutic tool kit. Wellness therapy uses
the strength of the doctor-patient relationship to help people with
chronic illness feel better. 

Here the key word is “better.” If you were in my office, you
would hear me say, “I can definitely help you, but I cannot predict
whether you will be just a tiny bit better, somewhat better, or a
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whole lot better.” Which of these will be the result depends on
your own personal commitment to wellness and your willingness
to trust the ideas behind wellness therapy. So really, even if I could
fix the medical school curriculum, doctors wouldn’t be the only
ones who’d need to adopt this way of thinking. You, as a patient,
have to buy into wellness therapy, too. We each have an important
part to play. Together, you and your doctor can join forces to use
everything that medicine and psychology have to offer to get you
feeling better.

What factors, besides a fear of activity, can interfere with well-
ness? One is focusing too much on how you feel. Monitoring your
symptoms and your feelings is normal, especially when you’re
sick. But there is a downside, especially if you spend a lot of time
on this form of introspection. Focusing on how you feel every
minute of every day, to the exclusion of other, more positive
thoughts that are equally valid, often makes you feel worse. 

If you need help freeing your mind to think of other things, try
this. Make a list of pleasurable thoughts and activities you can still
enjoy and that may be distracting in a good way. The next time
you find yourself running a mental inventory of all your symp-
toms—for no other reason than habit—take out your list and
choose something else to think about or do. Okay, you don’t feel
well; yes, you have a problem with achiness or fatigue. But you
have positives in your life too, right? A grandchild, a video of a
movie you love, a card game with friends. Work on developing
your own list. All of these simple, pleasurable thoughts and activ-
ities can free your mind from a constant focus on your symptoms.

Here’s the ultimate example. I’ll never forget a forty-three-year-
old patient, Doris Ellings, who arrived in my office with the sur-
prising and happy news that she was pregnant. The baby changed
her whole attitude about herself and her illness. Although Mrs.
Ellings wasn’t well, her symptoms diminished in intensity.
Granted, nothing could be more distracting than a baby, and 
not every patient with chronic pain or fatigue will find herself 
prepared for pregnancy and childbirth. But the good news is that
far less intense activities, and even training your mind to think
pleasant thoughts, really can free you from the shackles of 



thinking only about your symptoms. The bottom line is to “accen-
tuate the positive and eliminate the negative.” Think of a few of
your favorite things!

Illness is disempowering. Feeling sick without an obvious rea-
son or an easy cure can make it seem that there is nothing you can
do to help yourself. This sense of helplessness can interfere with
wellness. But you can turn this around. Getting on the path to
wellness is empowering. Making your available energy fit within
your own energy envelope starts you on the path by putting an end
to the yo-yo effect. The next step is to tip up the end of the energy
envelope over time, gently increasing your daily activity. And this
really works even for those people who feel they can do little
beyond what they absolutely must to get through the day. When
someone comes to my office and tells me he or she is walking reg-
ularly, I don’t change the regimen but simply help manage and
expand the current ones. Every patient in my practice who has
conscientiously tried my regimen (or his or her own with my
input) has felt better. That’s 100 percent! 

Walking toward Wellness

To tip up the end of your energy envelope, you first have to save a
bit of energy for some structured activity. The easiest is a bit of
walking. Let’s assume for a moment that you experience severe
fatigue, but you’ve learned to balance your energy envelope at 800
steps per day—somewhat less than a quite sedentary but otherwise
healthy person. Chose a small number of steps for a brief walk
that you are pretty confident won’t be a problem. Now plan to cut
back on your energy expenditure by about 100 steps each day.
Spend those saved steps on getting up and walking out of the
house to the driveway. The goal is to keep the initial amount of
activity small, so that it fits within your energy envelope. This puts
you in control of your energy expenditure and prevents the yo-yo
effect. It makes sense to bounce your choice off your coaching
partner. Just plan to err on the conservative side. Here are some
different scenarios for getting started with your walks, depending
on your initial energy level.
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A Plan for Those with Low Energy Capacity

Especially if your energy envelope contains relatively few steps at
first—fewer than 1,000, for example—you may initially feel
winded, short of breath, or even more fatigued. Don’t be fright-
ened of these symptoms; they reflect your body’s response to inac-
tivity—the same thing those astronauts experienced. By exerting
yourself just a little bit more than usual, any symptoms of added
fatigue that do develop will not last long. 

Then, instead of just walking to the start of the driveway, walk
to the middle of the driveway (if you don’t have a driveway, you
could start by measuring a point several feet down your hallway
or sidewalk). Yes, you might feel tired, but you’ll bounce back as
long as you’ve made room for this energy expenditure in your
energy envelope. The gentle nature of this incremental activity will
allow you to accomplish this slightly longer walk. You may need
to stay at the same level for several weeks, but keep at it until it
becomes a part of you. The next target will be the end of the drive-
way (or a point further down the hallway or sidewalk). Force
yourself to be patient, adding activity in small increments. Fatigue
has been a problem for a long time, and there is no reason to rush
the recovery process. As you get comfortable doing this walking
and more confident of your ability, add a second walk the same
day, and later a third. Give yourself a minimum of ten days
between increments. 

So where do you go from here? If you were very inactive
(pedometer readings of less than 700 steps per day), you should
now be walking to the end of your driveway and back, two to
three times a day. Walking slowly to the end of the driveway and
back can take several minutes. Therefore, your total activity time
will add up to be around 5 or even 6 minutes. Extend your dis-
tance 25 feet further; that should add another 10 to 15 seconds to
your activity time. Be sure that you can fit this level of activity into
your energy envelope. In order to do so, you may need to cut back
on other activities to save some steps, at least initially. You will
find that the total energy available to you in your energy envelope
will slowly increase as you do more. This is a critical point to the
wellness path. If you had to curtail one of your other activities in

Step Four:  The Integrat ive Mind-Body Approach 173



order to take your daily walks, you’ll soon find you have enough
energy to accomplish both.

Give yourself at least 10 days to incorporate this activity into
your energy envelope. Then increase your distance by another 25
feet. Continue doing this slow incremental increase in walking dis-
tance until you get to three minutes of continuous activity. At that
point, drop back to doing only two sessions per day. Continue to
slowly increment your daily activity until you get to 5 minutes at
a time; at this point, drop back to only one session per day. At this
point, daily walking is no longer necessary. Move to an every-
other-day (or a three-times-a-week) plan. 

Expanding the Energy Envelope

When you reach this point, reevaluate your daily activity. You’ll be
amazed that your energy envelope has expanded. Whereas you
may only have been walking 500 steps on an average day, you’ll be
surprised to see that it is now more than that—maybe by only 10
or 20 steps but more nonetheless. This is what I mean by tipping
up the edge of the energy envelope. This whole incremental
process is step one in building a suit of “fitness armor” around
yourself. When you’re encased in this armor, you will be more
resilient and will be able to do things that you have not done in
months or even years. 

Over the course of the next few months, you will slowly and
gradually increase the amount of time you spend walking. By fol-
lowing this plan, you’ll be filling the envelope with added energy—
energy you can start to expend accordingly. By adopting a very
gradual program of structured activity and keeping at it over time,
your health and quality of life will slowly improve, and you will find
yourself able to slowly increase your level of activity even further.

Slowly is the key word. Every person is different. You may have
to wait for more than ten days before you lengthen your walk, or
even feel you must stick at any one stage for up to a few weeks. But
the critical thing is that you’re taking control of your illness and fit-
ting this additional activity into your own personal energy envelope.
The envelope will prevent you from doing too much in any one ses-
sion while strengthening your resistance to the yo-yo effect.
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For Those Starting with Higher Energy Capacity

Let’s say you’re starting from a slightly higher energy level—over
1,000 steps per day—or you’ve slowly increased the size of your
energy envelope so that you’ve now arrived at this higher level.
You can start with this same walking regimen until you’re com-
fortable with the added activity. But you may be able to increase
the length of your walks somewhat more quickly than if you
started out with lower energy levels. 

If your energy out value is 1,000 steps or more per day, start
with the 5-minute program, three times a week, even if you sus-
pect you could do more. Starting on the low side gives you a
chance to integrate that activity into your energy envelope. Every
step, even if small, puts you more and more in control and gives
you confidence to move ahead with the program. If you have been
sick for months to years, getting started is the important thing, not
starting at a higher level. 

Once you’ve reached this point, you’ll be able to decide whether
walking is for you or whether you want to choose a different activ-
ity. Walking is a relatively low-impact exercise that most of us can
do around our own homes, without need of any fancy equipment.
But some of my patients note that walking bothers their joints or
backs. As an alternative, I often recommend they join an aquatics
class, one especially designed for people with medical problems
like rheumatoid arthritis. When you’re in water, you weigh sub-
stantially less than you do on dry ground. Walking in a swimming
pool actually relieves pressure on your back and reduces the strain
of your foot hitting the ground. Some of my patients prefer to try
to tread water or even to swim. This gentle version of aqua-fitness
has been shown to help patients with fibromyalgia (FM). Remem-
ber while getting started that it’s important to keep your level of
activity to a minimum, giving yourself time to incorporate the new
activity into your energy envelope. Once you find your ideal start-
ing point, stick with that amount of activity until it is totally inte-
grated into your energy envelope. Then you can begin ramping up,
but slowly. 

But let’s return to the walking example. Now’s the time to
actively use your pedometer. Up to this point, you have used it to
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give you the total number of steps available in your energy enve-
lope each day. Now, I want you to use it to give you the number
of steps you take in your walk. Repeat this over a week or two.
Your walk-related step count should remain about the same from
day to day. Now increase your walking time by 15 seconds every
10 days. So instead of walking for 5 minutes, you will walk for 5
minutes and 15 seconds. Slow is good. If you have been sick for
years, your progress is the important thing, not your speed. Ten
days later, increase the length of your walk by another 15 seconds
of duration. It will take you more than a month to get up to 6 min-
utes of walking. If you’re starting with an energy level above 1,000
steps per day, you may be able to increase by 30-second incre-
ments every 10 days (or even every week), but it’s always safer to
try 15 seconds first, just to be sure that it will fit in your energy
envelope.

As the duration of your walks increases, you will become more
aware that your energy envelope is expanding. Make note of these
changes, and continue this gradual incrementing process every
week to 10 days. The next major milestone is 20 minutes. For
some, getting here will take months, while others will attain this
milestone faster. Either way, soon you’ll be walking for a longer
time, and taking more steps.

But—and this is important—even when you increase the length
of your walks, you should still be walking slowly and no more
often than three times a week. Twenty minutes is the magic num-
ber for reconditioning—the process needed to tone your muscles
and your cardiovascular system. But in order to guarantee that this
physiological process happens, you have to exceed 20 minutes. So
gradually increase your walking duration to 30 minutes, still
walking slowly, still walking only three times a week.

When you’re comfortable walking for 30 minutes three times a
week, you are firmly on the wellness path. Check out your energy
envelope. Has your total step count increased again? If you are still
making your walks three times a week, plus accomplishing all the
other tasks you did when the walking program began, then the
answer has to be yes. This means you have expanded your per-
sonal energy envelope. And you may even note that you have the
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energy available to accomplish a few other activities during the
day, too. So success to this point puts you in control and adds pos-
itivity to your personal equation. Walking to wellness is a method
that switches focus from the negative to the positive. It works for
my patients and will work for you. 

For Those Starting with Normal Energy Capacity

Don’t be put off by this subheading. While you may still have an
energy problem, you have made short walks part of your weekly
regimen. But this is also the entry point for people who don’t have
a major problem with severe fatigue. Take, for example, Connie
Lowell, a thirty-seven-year-old veterinarian who came to see me
about a five-year problem with achiness all over her body. On
examination, she had fifteen of the eighteen tender points I
reviewed with you in chapter 3. I diagnosed fibromyalgia. Despite
her pain, she was able to live a relatively normal life. Dr. Lowell
was less active than she had been prior to the onset of her pain
problem, more tired at night, and less willing to do social activities
than before. But still she considered her activity levels pretty nor-
mal for her.

Though her main complaint was pain and not fatigue, my
walking regimen will still help Dr. Lowell. People with FM alone
report that this walking technique considerably reduced their
soreness. So if you are like Dr. Lowell, start a program of gentle
walking lasting 30 minutes. Buy a pedometer to learn how many
steps you walk in 30 minutes. Get in the habit of taking these
walks three times a week. You may prefer to do these walks alone,
but it might be more pleasant if you walked with a companion.
Once you’ve made this part of your weekly routine, you are ready
to take up the pace.

Picking up the Pace to Wellness

Whether your difficulty is with pain, low energy, or both, you can
now consider increasing the speed at which you walk. The 30-
minute duration of your walks opens the door to biological ton-
ing, which is only just beginning when you walk at lower speeds.
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This toning process directly combats fatigue and pain, so maxi-
mizing it is important. Your pedometer is a tool that can help you
increase your walking speed, by giving you feedback on how many
steps you’re taking in your walks (your total step count) as well as
the distance in feet that you’ve traveled. Increase your total step
count by 25 steps and walk this distance in the same 30-minute
duration that you have been doing. As was the case with the dura-
tion of the walk, take your time in increasing walking speed. A
week to 10 days later, increase your speed by another 25 steps. Be
sure you can fit the slightly increased energy expenditure into your
energy envelope. You should be very comfortable in doing these
assessments by this point. If you are not sure, just go slower. If you
have a coaching partner, work with him or her so you can be clear
about your energy envelope.

You will already have noted that your body provides you a
rhythm for walking. As your right foot hits the ground, your left
hand is in front of you. As your left foot hits, your right hand
leads. Left foot, right hand; right foot, left hand. You will find
yourself falling into a rhythm. 

Now I want you to add words to the rhythm. These words are
my “wellness mantra”: “I’m better today than yesterday.” As you
pick up speed, you may find yourself streamlining these words so
they sound more like: “M’better t’day than yestaday.” If you pre-
fer a different phrase, go ahead and use it; I want you to find a
phrase that works for you and is positive. As a matter of fact, I
urge my patients to say this to themselves the moment they open
their eyes in the morning. Try it. It will start your day out more
positively than without it. Saying these words when you awaken
and during your walks is important because they are positives.
Remember that positive thinking is part of getting well, while neg-
ative thinking just restarts that old vicious cycle again and makes
you focus on your symptoms. Being positive leads to wellness.

The well-known writer Norman Cousins was sick with a severe
rheumatological illness and used humor as a wellness tool. He dis-
covered that maintaining a positive attitude, partly by using a mas-
sive helping of humor, made him feel better both physically and
emotionally. Reciting your wellness mantra as you walk will make
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it easier for you to pick up your walking pace, and this will make
you better. It’s another kind of cycle, just not a vicious one.

Continue this gradual incrementing process by adding 25 steps
every week to 10 days. Remember to keep your walking time to 30
minutes. Obviously it will take some practice to learn how to do
this, but your pedometer will help. The next milestone is walking
at 1 mile per hour—that is, half a mile in 30 minutes. Depending
on your step length, that is about 1,000 steps. Remember back to
when you totaled less than this in a whole day? This is progress!

Once you reach this milestone, you can increase your incre-
ments by 50 steps every week or 10 days. When you get to 2 miles
per hour, you will still be walking at a comfortable pace. Now
you can increase your increments by 100 steps every week or 10
days.

Susan Dobbs, a patient of mine, was able to follow the basic
outline I have set out for the wellness path, until she hit 2.4 miles
per hour. Every time she increased the speed on her treadmill to
allow her to walk at 2.5 miles per hour, she developed achiness. At
2.4 she was fine; 2.5 seemed to be too much. So she came up with
a novel solution: She walked at a speed of 2.5 miles per hour for
just 1 minute and then set the speed back to 2.4 miles per hour for
the remaining 29 minutes. On her next walk, she increased the 2.5
mile per hour duration to 2 of the 30 minutes. Slowly but inex-
orably, she got around what had seemed to be an impossible
block. The take-home message from Ms. Dobbs’s story is that you
don’t have to make a complete jump every time you go up on
duration or speed. Her solution prevented the yo-yo effect and
worked for her. After attaining 2.5 miles per hour for the entire 30
minute walk, she was able to continue to the final target speed—a
brisk walk of between 3.2 and 3.5 miles per hour. Chose 3.5 if you
are tall or are already feeling fine when you walk at 3.2. 

When you use the program to get all the way to the speed of 3.2
miles per hour, your pedometer will show that you have walked
1.6 miles in the course of your 30-minute walk. That’s over 3,000
steps for this single walk. Walking at this speed for 30 minutes will
increase your heart rate and may make you sweat. Finding these
signs of biological activation is good in that their presence leads to



improved function and the ability to withstand small energy
expenditures that used to produce the yo-yo effect. 

Prove to yourself that your body is responding by taking your
heart rate at rest and at the end of your walk. The simplest way to
count your heart rate is by putting your index and middle fingers
together under the crook of your neck, about an inch from the
middle of your wind pipe. Count your pulse for 15 seconds and
then multiply by four; for a slightly more accurate record, count
for 30 seconds and multiply by two. Your resting heart rate may
vary from 60 to 90 beats per minute. At the end of your walk,
your heart rate should be at least 30 beats per minute faster than
your heart rate at rest. Don’t be frightened if your heart rate is
higher; this is totally normal and simply reflects your own biolog-
ical response to the toning stimulus. 

Experiencing these physiological changes related to your walks
indicates that your body is becoming more fit and is evidence that
you’re building the armor needed to allow you a better quality of
life. Getting to this point will take many weeks and months, but if
you create a diary of what you are doing every time you walk, you
will see your progress. All you need to do is write down the date,
how long you walked, and for what distance (or for how many
steps). You will be impressed!

But what will most impress you is the fact that you now have an
energy reserve. You will see that your energy envelope has broad-
ened substantially. You will be able to do more in any day than
you were able to do prior to initiating this activity program. And
you’ll find that you can do more without paying for it. Yes, you
may have some setbacks. You may walk one day and have some
worsening of your fatigue and pain. But on a three-day-a-week
walking plan, you can always allow yourself an occasional “bad”
day when you don’t walk. 

The bottom line: if you keep at it, your ability to tolerate activ-
ity will increase, and your actual amount of activity will increase
too. And even more importantly, you will start feeling in control.
Each of these is a step to wellness, and a step away from the
deconditioning of your body that came from months or even years
of inactivity. The symptoms of deconditioning will disappear, and
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with them your tendency to focus on your symptoms instead of on
the positive aspects of your life. You’ll be less afraid of activity
because you’ll begin to see it as a tool toward wellness, not a hin-
drance that will always set you back. 

If You Think All This Is Impossible

If you’ve read to this point but your current level of energy makes
this wellness plan sound like pie in the sky, please don’t become
discouraged. I know from years of experience with hundreds of
patients that you may think you’ll never again regain the kind of
energy that would enable you to walk as far as your driveway. Just
getting out of bed may seem to demand all the energy you can
muster right now. You’re not alone, and your feelings are very real
and entirely understandable. I’m just asking you to suspend disbe-
lief and imagine for a moment that you can conserve all your
energy to make that first, very short, very slow walk. Once you’ve
done that, you’ll be only at the beginning of your road to wellness.
But that’s better than not being on the road at all. Commit to well-
ness and you will succeed.

Everything I’ve mentioned here is a step-by-step roadmap to
wellness. I’ve provided it in case you need to get yourself onto this
road all by yourself. But finding a coach will help immeasurably. I
mentioned the coach concept earlier in this chapter when I dis-
cussed cognitive behavioral therapy (CBT). Just who should this
coach be? Let me start out with some don’ts: Don’t pick a trainer
and don’t go to a physical therapist. Although people in these
occupations are experts at helping people improve their fitness,
they rarely have experience in dealing with people who have seri-
ous problems with fatigue or widespread bodily pain. They push
too hard, often with disastrous results. Thus their weekly exercise
prescription will almost definitely produce the yo-yo effect. And
that is something to avoid.

In my own practice, I work with a wellness counselor who is an
expert at coaching people to get on and stay on the road to well-
ness. Early on, while people are learning about their own energy
capacity and daily expenditure, I recommend that they meet with
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the wellness counselor every two to three weeks. In effect, she acts
as the person’s buddy in designing the energy envelope, and then
provides feedback in the earliest stages of moving along the road
to wellness. So the goal is to find this kind of wellness counselor. 

The most practical way to do this is to turn to CBT. But not just
any cognitive behavioral therapist will be right for you. The best
one will be a psychologist with complete training in CBT as well
as experience in dealing with medically ill patients. Depending on
where you live, your local pain management center (which may be
freestanding or part of a hospital or clinic) is an excellent place to
find such a counselor. If you can’t find a pain management center,
visit www.academyofct.org or www.nacbt.org, which provide a
list of people who have gone through formal training to do this
work. Before making an appointment, ask the person about his or
her experience at dealing with people with chronic medical illness.
You will need a person with that expertise to serve as your per-
sonal coach to wellness.

Why invest in CBT? Because unless you are an exceptionally
self-motivated person, you will need someone to help you get on
and stay on the wellness road. This means that you will need a
guide to help you through the thicket of dealing with uncertainty.
Unfortunately, doctors are not reimbursed purely on the basis of
the time we spend talking with patients. That’s too bad, because it
means that doctors will not make this aspect of patient care part
of their practice. But finding another professional who can be your
guide on the road to wellness will be worth the effort.
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P A R T  T H R E E  

WHAT ELSE YOU

NEED TO KNOW





L et me lay out the golden rule of academic medicine. Re-
searchers work on developing treatments, eliminating the

myriad possibilities that either don’t work or have more negative
than positive effects. Finally, after arduous and expensive clinical
testing for efficacy, the drug company submits its drug to the Food
and Drug Administration (FDA) for approval. Only then does
research turn into practice. We call this evidence-based medicine.

But as the last two chapters show, there are not that many treat-
ments available for chronic fatigue syndrome (CFS), fibromyalgia
(FM), and the other illnesses we’ve been discussing. So how can I
promise to help every patient who walks into my office? I have my
own golden rule that trumps the golden rule of medicine: I can
always do something to help, so I never tell a patient the situation
is hopeless. Traditional Western medical techniques fall under the
heading of allopathic medicine, and serve us well as far as they go.
But when they fall short, I try treatments some physicians would
never think of trying—as long as they’re safe. These methods
aren’t routinely taught to medical students, but they seem to help
some people feel better. I view them as complementary to my usual
medical approach.

But let me be clear: I have a set of rules for trying these treat-
ments. Those rules are relatively simple, but they are still rules.

9

Complementary Treatments
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The premise for using these nontraditional treatments has to be
rational and based on logic—or better yet, actual evidence—
rather than simply on intuition. The treatment cannot be danger-
ous, and it cannot bankrupt the patient.

To these rules, I add the Natelson Six-Week Rule: I give a treat-
ment six weeks to show that it helps. If after six weeks, the person
isn’t sure whether the treatment worked, I stop it. Discipline and
medical common sense require that there be minimal uncertainty
as to a treatment’s efficacy, especially when drugs are involved.
That prevents what I call the wheelbarrow phenomenon. My
office asks new patients to bring all their medicines in, whether
prescription based or not. Sad but true, too often the patient has
accumulated so many medications over time that he or she practi-
cally needs a wheelbarrow to bring them to my office. It’s no
longer clear which of these drugs work and which don’t. Very
often we find they were prescribed by multiple physicians and spe-
cialists, or, in the case of food supplements or over-the-counter
products, by no one at all.

The wheelbarrow goes beyond drugs. People who have been sick
for a long time are apt to become more and more desperate in seek-
ing help. When doctors tell such patients there’s nothing wrong
with them (and show them to the door without helping), they feel
they have no alternative but to seek alternative treatments on their
own. Since patients can’t prescribe drugs for themselves, they often
turn to an endless procession of nutritional supplements.

I’m still surprised by patients’ automatic trust in these “natural”
products. I sometimes find that when I do prescribe a drug, a
patient making a return visit will tell me that he or she didn’t try
it, afraid of the side effects. But paradoxically, the patient will also
tell me that he or she is taking a series of nutritional supplements
or other products from the health-food store, without ever ques-
tioning the effects they may be causing. No matter where they
were purchased, these products can have significant side effects of
their own, either directly or by influencing how well actual drugs
work. Just because they’re “natural” does not mean using them
carries no risk.

Need proof? Arsenic is a chemical element found in nature. It
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was used therapeutically in high doses in the eighteenth century,
but today we know it to be a deadly poison. I’m not against novel,
alternative treatments; as I said, I use them in my own treatment
programs. But my first rule is to be cautious. Today’s nutritional
supplement could prove to be tomorrow’s arsenic. Statistics main-
tained by the American Association of Poison Control Centers
make this point and are scary. The number of poisonings from
herbs, vitamins, and other dietary supplements increased nine-fold
from 1983 to 2005. Of the 125,600 incidents reported that year,
27 ended in death. Even more worrisome is an FDA consultant’s
estimate that for every serious adverse event that is reported, 99
other serious events are not.

How can you be cautious? You can speak with your doctor.
When doctors ask patients about medicines, the patient often
assumes the doctor means prescription medicines. That’s only part
of the story. I want to know about all of the medicines and supple-
ments my patients are taking and how much of each: prescriptive,
over-the-counter, herbs, or something from the health-food store.
Everything. That way I get an accurate index. When your doctor
asks you about medicines, tell him or her about everything you
take in the hope of improving your health.

The Case for and against Nutraceuticals

We’ve all heard a lot lately about nutraceuticals. These naturally
occurring chemicals are a part of our food but in addition to having
nutritional value, they can influence how we feel. One well-known
example is St. John’s wort. While a number of early studies showed 
a positive effect of this nutraceutical in reducing symptoms of depres-
sion, a carefully controlled study sponsored by the National Institutes
of Health (NIH) came up negative. So whether this food supplement
is helpful in relieving depression is still up in the air. Nevertheless,
consumers often buy it in an effort to try to help themselves.

These results lead to several immediate questions. Are nutraceu-
ticals safe? Do they do what they say they’ll do? While the stan-
dard of proof set by the FDA is high for pharmaceuticals, it is
quite low for nutraceuticals. As long as a company can show that
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the product derives from food we would normally eat, it doesn’t
have to prove much else—as long as it doesn’t claim the substance
“cures,” “mitigates,” “treats,” or “prevents” any specific illness.
Talking about improving how the user “feels” or “functions” is
perfectly fine. So actual therapeutic efficacy is not required for
these substances to be on the market.

Some nutraceuticals have been tested a great deal; others, prac-
tically not at all. Let’s look first at those nutraceuticals with a
stronger scientific basis. A whole set of studies has focused on car-
nitine, a building block of life (an amino acid) that permits mus-
cles to work normally. Carnitine is in food but it is also made
within the body. Since carnitine plays an important role in muscle
function, it is reasonable to check whether levels are low in people
with medically unexplained fatigue and pain. And, in fact, some
evidence exists that carnitine is low in people with these symp-
toms. Carnitine may be working in the brain rather than in the
muscle. One elegant study showed that acetylcarnitine, another
form of carnitine, was found in low levels in a number of brain
regions. Moreover, an unblinded trial of carnitine was reported to
produce symptom improvement in CFS.

Earlier, I described how double-blind drug trials, in which nei-
ther the patient nor the scientist knows who is receiving the real
drug and who is taking a placebo, are the most accurate. We did
our own double-blind placebo-controlled trial of Enerdyn, an
Italian-made product containing proprionyl carnitine (a substance
similar to acetylcarnitine). This nutraceutical also contains
amounts of a vitaminlike substance called NADH, which was
reported to improve CFS symptoms. If the claims about carnitine
were right, it should have had a beneficial effect in chronic fatigue
patients—and adding NADH to the Enerdyn preparation should
have made it even more potent. But we found no evidence for
improvement in the group taking the Enerdyn. They did no better
than the group taking the placebo.

We had done an earlier study of a nutraceutical called Ambro-
tose and also found it to be ineffective in relieving symptoms of
fatigue, poor sleep, and widespread pain. Another recent double-
blind study of vitamins and antioxidants done in Europe also
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proved ineffective. These studies are important to consider because
many people move to alternative medical treatments when classi-
cal medicine is not terribly helpful. I will discuss the tendency for
you to do this and its consequences in more depth in the next
chapter. But this brief review should raise a red flag for you. While
the idea that a “natural” product may hold the answer for symp-
tom relief in CFS, FM, or irritable bowel syndrome (IBS) may
seem attractive, the few carefully done studies don’t support your
spending money to try them. And because these products are not
under tight governmental control as is the case for drugs, they may
have unknown, dangerous adverse effects.

Drugs can go through careful placebo-controlled double-blind
trials and achieve positive results. But positive results don’t always
stand up to time and experience—especially if they are not based
on large numbers of patients. And that’s precisely why I turn to the
Natelson Six-Week Rule. Even if a study seems carefully done and
the product is neither expensive nor dangerous, sometimes it fails
to survive the Natelson Six-Week Rule. Tested or not, I will then
cease to use it with patients. 

What are some examples? I can think of six reported to help
CFS: evening primrose oil, a source of essential fatty acids neces-
sary for building cells; a critical substance made in the body called
SAMe (short for S-Adenosyl-Methionine), which was found to
have a possible positive effect on depression but is quite expensive;
intramuscular injections of magnesium to treat low red blood cell
magnesium (besides not working, the shots hurt like the dickens);
the vitaminlike substance called NADH that I mentioned earlier,
which influences how cells work; and supplements of an adrenal
hormone called dehydroepiandrosterone (DHEA), thought by
some (but with little support for this stance) to be lacking in
patients with the “invisible illnesses.”

For a fact to be believed or a treatment to really work, more
than one research team must show the same results; this process is
called replication. And as a physician treating patients, I still apply
one more obvious criterion: the treatment has to actually work in
my patients, without causing any harm. I have tried each of the six
treatments just mentioned but without any appreciable success.
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In sum, the same caution that applies in using mainstream
treatments also applies in using complementary or alternative
ones, and even more so. But all of that said, the good news is that
several complementary treatments are effective in reducing
symptoms in people with medically unexplained illnesses. Let’s
look at them next, keeping in mind that there’s more to alterna-
tive treatments than drugs and nutritional supplements. We’ve
already seen how exercise and sleep can play roles in improving
your health. In the sections that follow, we’ll look at additional
treatments, ranging from massage to yoga to changes in the diet
and even tai chi.

Alternative Treatments for Pain

People often ask me about three very common alternative treat-
ments for pain: acupuncture, hypnosis, and massage. Three well-
controlled studies have evaluated acupuncture in FM, and two of
them reported positive results in reducing symptoms. One of these
studies noted that fatigue was the symptom most improved, but
that improvement tended to wane over time. In contrast, another
study done on women with neck and shoulder pain producing
headaches found improvement lasting several years. These studies
were beautifully done in that the patients could not tell whether
they were actually receiving acupuncture or not. These studies cer-
tainly encourage a trial of acupuncture for CFS, FM, or IBS pain.
The nice thing about this course of treatment is that it fits within
my Six-Week Rule. You will know by that time whether it works
for you. 

Hypnotherapy is another potentially useful technique with data
suggesting its efficacy in reducing pain. One recent paper reported
that hypnotherapy was initially helpful to a large group of patients
with IBS; and, importantly, many of them maintained their
improvement over time. Just how hypnosis actually works in IBS
is a question for further research, but it is known to be useful for
other kinds of pain too. So it should be able to help patients with
FM as well as those with IBS. 

Patients often report that massage helps relieve their pain. A
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physician at our local rehabilitation center got me interested in one
particular form of massage known as Rolfing or structural integra-
tion. The theory behind this form of massage is that stress or
injury displaces muscles and ligaments, causing other parts of the
body to compensate. With prolonged compensation over time, the
displacement becomes semipermanent. The idea of the treatment
is to use deep massage to return these pathological states to nor-
mal. Because of the nature of the treatment, I call it deep fibromus-
cular massage or release.

The massage practitioner asks the person to walk, or else
directly examines the muscles and joints, and is trained to see
changes in motion of the body and thus to identify areas of 
restriction amenable to treatment. Treatment consists of ten ses-
sions lasting about an hour each. While some patients with severe
FM cannot tolerate this treatment—because it does stretch mus-
cles and ligaments and can be quite painful—others report reduced
pain and improved function afterward. This rather common out-
come plus the fact that the treatment is relatively short in duration
leads me to prescribe it for widespread pain. But I do this keeping
two thoughts in mind. First, just because the treatment works does
not mean that it does so because of the theories behind structural
integration, and second, I don’t know if this type of massage is any
better than other methods of massage. What we have done is a
very preliminary uncontrolled trial, and I have already explained
to you why such results might disappear in a carefully done con-
trolled trial. But the bottom line is that the treatment can help, and
some of my patients swear by its use. 

Improving Balance and Wellness in Severe Fatigue

As a neurologist, part of my assessment of any new patient is a
careful evaluation of his or her brain and nerve function. Fatigue
can be a symptom of neurological disease, so I evaluate patients
carefully for diseases such as multiple sclerosis that can cause
fatigue. My basic rule is to confine the diagnosis of CFS to only
those patients who have a normal neurological examination. But I
will allow one abnormality: a minimal problem with balance. I do
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this because I do not believe that such a problem could in any way
produce the kind of symptoms so common in my patients. I test
balance by asking a patient to walk heel to toe, the way a police
officer would test a suspected drunk driver for high levels of blood
alcohol. In addition, I ask patients to maintain the heel-to-toe pos-
ture for a five-second period without moving and with their eyes
closed. I would estimate that more than 10 percent of my patients
have trouble with either of these tests. 

That brought up an important question. Could I find objective
evidence for these balance problems in CFS patients compared to
people without CFS? To get answers, we used a computerized plat-
form, which tilts back and forth while the patient tries to maintain
balance, and found objective evidence that CFS patients do, indeed,
experience more balance problems than other people. This is impor-
tant because it is further evidence for our belief that some people
experience severe fatigue due to some aberrancy of brain function. 

Because some of our patients undergoing deep fibromuscular
massage said they felt better overall and had less pain, my col-
league, an expert in physical medicine, hypothesized that the treat-
ment might improve the balance of CFS and FM patients. So he
and another colleague, who was an expert in clinical research,
tested patients’ balance before and after they completed their
course of massage treatment. To provide a comparison, they also
tested untreated CFS and FM patients and healthy people on two
occasions separated by several weeks. 

If massage improved balance, we would expect to find better
balance scores on the second trial than on the first. Since the com-
parison groups had no specific treatment between their two balance
tests, we would expect similar scores on the two tests. The graph on
page 193 shows the data. The dashed line going from the lower left
to the upper right of the plot depicts the values that would be the
same on the two balance tests. If balance did not improve, symbols
representing each individual patient should lie on or near the dashed
line. If balance did improve on the second trial, symbols should be
above the dashed line. The data show that we found what we had
expected. The normal volunteers and the untreated patients have
results on the two test sessions that tend to lie on or along the
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dashed line. In contrast, patients undergoing the structural integra-
tion massage tended to have their points shifted up from the dashed
line. So the data shows little or no change over time for healthy or
sick people not given the massage treatment but improved balance
for patients given the treatment. Moreover, the effect of the treat-
ment was greatest for those people whose scores had started off the
worst. After the massage intervention, they were the people who
showed the greatest improvement in balance. And coincident with
the improved balance, treated people reported having less pain.

The results of this study answer some questions and leave oth-
ers unanswered, which is typical in research. For example, we
know about the improvements, but we don’t know why both bal-
ance and state of health improved with the massage. We also don’t
know what it was about the massage that led to these improve-
ments. One possibility is that something related to muscle tight-
ness or soreness interfered with the brain’s control of balance, and
that massage relieved this impasse. If so, it may have led to
improved brain function, and that may have brought about
improvements both in balance and the patients’ overall feeling
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states. Answering these questions will take clever thinking with
good experimental planning.

These preliminary data are quite encouraging, and our group is
currently working on an application for federal funding to allow
a more formal study on the effect of Rolfing on fatigue and pain.
But until we can do such a study, I do think a trial of this type of
massage is worth doing for anyone with deep muscle tenderness
and balance problems. You will probably have a good idea as to
whether you have a balance problem just based on your abilities to
move around your home and outside environments. But if you
want to confirm this, just try my heel-toe balance test with your
eyes closed. If you are in this group, you can probably get a refer-
ral to a physical therapist or massage therapist who knows this
technique, and your insurance will probably cover the treatment. 

I’m giving balance particular attention because of our prelimi-
nary results. I don’t know yet if other massage-related treatments
besides fibromuscular massage improve balance and wellness, but
my guess is that they might. That may be one reason why some of
my patients with pain often report being helped by chiropractic
massage and manipulation. Once again, applying the Natelson
Six-Week Rule is important. If you see a benefit after six weeks,
you and your doctor should discuss continuing the massage treat-
ments. If you honestly haven’t seen any results after six weeks, it
will be time to move on to other treatments.

Tai Chi

Another way to improve balance is to try tai chi, an ancient Chi-
nese martial art that has become popular in this country as an
exercise and relaxation technique. I mentioned this form of gen-
tle exercise in chapter 6 as a way of reducing stress. Before I devel-
oped the walking regimen that I laid out in chapter 8, I had used
tai chi to get people started increasing their activity. My current
use of this exercise is for people with balance problems on the
neurological exam. Although tai chi has never been formally
tested in medically unexplained illness, a number of studies have
shown that it improves balance and stability. Given the positive
results we’ve seen from fibromuscular massage, I’m willing to try
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a safe technique that improves balance, may reduce other symp-
toms, and may also improve a person’s overall well being. For
individuals who cannot gain access to fibromuscular massage, tai
chi is an appropriate alternative. Even if you can’t find a tai chi
class in your area, you’ll certainly be able to learn the basics from
books.

Vibration

Finally there is a new experimental way of improving balance.
This method uses a new concept in neurological research—that
marginally effective parts of the nervous system will work better if
the connections to them are enhanced by stimulation from an out-
side source. Using a similar balance testing device to the moving
platform I’ve already mentioned, Dr. Jim Collins was able to
improve the relatively poor balance of elderly people by having
them stand on vibrating inner soles. The vibration was transmitted
through peripheral nerves into the brain to augment the activity of
its balance center. Dr. Collins is developing a version of these inner
soles that may soon become available in stores.

Improving Breathing to Reduce Stress

The last chapter in this book will answer the question that every
one of my patients asks, “What’s new [in CFS, FM, IBS re-
search]?” But one of these novel areas of research can’t wait until
then. The story began with a report that patients with medically
unexplained fatigue and pain developed very low blood pressure
and fainting during a postural challenge—lying on a table that
tilted up. This result received a great deal of attention in the
national media, because it suggested that patients with CFS or FM
had a disease of the nerves to their heart and blood vessels. The
publicity about this delayed neurogenic hypotension was such that
many patients went to their doctor asking to get tilt testing.

As I have explained, science advances when important results
can be replicated by other people in other laboratories. Several
groups, including our own, tried to duplicate the tilt-testing result 
but came up empty-handed. We had two explanations for the 
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discrepancy. First, the original study required subjects to have an
intravenous needle in place; it is well known that puncturing the
skin predisposes people to fainting. And second, subjects in the
original study—but not in our own—might have been taking low
doses of drugs that could affect transmission of nerve impulses to
the blood vessels. But not all of the results have been negative. A
colleague of mine at New York Medical College has replicated
these results in unmedicated children and adolescents with CFS.
To me, this suggests that CFS behaves differently in kids from how
it does in adults.

Regardless, these experiments focused my attention on the com-
mon complaint that patients with CFS or FM often feel worse
while standing than they do when lying down. While delayed
drops in blood pressure did not seem to be a problem after all, dra-
matic increases in heart rate when standing did seem to be an
issue, and one seen in some patients with CFS. This sensitivity to
standing manifested by an increase in heart rate is called postural
orthostatic tachycardia syndrome (POTS). The causes of POTS
will be discussed in chapter 11. 

Because of the existence of POTS in some CFS patients, and
because many of my own CFS patients say they feel much worse
while standing, I did a preliminary or pilot study that extended our
biological measurements to include breathing as well as cardiovas-
cular function during a simple postural challenge. I asked my
patients to start by lying quietly in the supine position. In that
position, I counted heart and breathing rates, measured blood
pressure, and also measured the amount of carbon dioxide
exhaled with each breath. There is very little carbon dioxide in air;
it is made in the body when foods are burned with oxygen. The
carbon dioxide goes from the blood into the lungs, where it is
excreted with each breath, and levels fall to very low values when
a person hyperventilates. 

Each of these measures has a range that is considered normal:
heart rate from about 60 to about 85; blood pressure from about
100 over 60 to just under 140 over 90; breathing rate per minute
from about 10 to 18; and exhaled carbon dioxide from 36 to 44.
Then I continued doing these measurements every minute for eight
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minutes with the person standing while leaning against a wall and
not moving.

I found surprising results in the sixty-two patients I studied.
More than half had some abnormality. Although I expected to find
a lot of POTS, I found it in a minority—in only five of the thirty-
two patients with abnormalities. But the biggest group was one I
hadn’t previously identified: thirteen of my patients had what I am
calling postural orthostatic syndrome of hyperventilation (POSH).
While lying down, these patients breathed normally; but when
they stood, they breathed more than necessary, and so their
exhaled carbon dioxide levels fell to 30 or below. This marked
change in breathing with resulting low levels of carbon dioxide in
the blood is probably responsible for some patients feeling awful
when they stand for prolonged periods of time. I am currently
working on experiments to understand the why of this important
finding. 

In addition, I found that two patients hyperventilated—
breathed more than was necessary—both while lying quietly in the
supine position and while standing. This overbreathing reduced
their blood levels of carbon dioxide to low levels that are associ-
ated with symptoms including severe fatigue, achiness, dizziness,
and numbness in the fingers and toes and around the lips. Early
work trying to understand the cause of chronic fatigue syndrome
suggested that it was due to chronic hyperventilation through
most of the waking day. This pilot study shows that this result can
happen but not frequently. So chronic hyperventilation may be one
cause of CFS, but certainly not a common one.

It’s still worth while, however, to consider whether chronic
hyperventilation is a factor for you. If you want to test yourself
for hyperventilation, you can do so quite easily. Use a watch to
determine how long you can hold your breath after you breathe
in deeply. Most people can hold their breath for about forty-five
seconds. If you can hold your breath for only thirty-five seconds
or less, you may have this breathing problem. To determine
whether you might have POSH, stand up straight without mov-
ing for at least eight minutes. If you feel ill while standing, you
might have “orthostatic intolerance,” which could be due to
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POSH. To check this out, repeat the standing test later, this time
breathing into a paper bag held across your nose and mouth.
(Don’t use a plastic bag, which could be dangerous.) The paper
bag acts as a reservoir for carbon dioxide, preventing you from
blowing off too much. If you are more comfortable standing
while you breathe into the bag, this is pretty good evidence that
you are blowing off too much carbon dioxide and that you have
POSH.

Whether hyperventilation or POSH is the diagnosis for you, you
may be able to use breathing retraining to lessen your symptoms
and feel better. The way you breathe influences the autonomic
nervous system, or ANS—the nerves that connect the brain to the
heart, blood vessels, and the gut. When your body is preparing for
action, your heart rate and blood pressure go up, while digestion
stops. Later, when calm returns, your heart rate and blood pres-
sure return to normal, and digestion resumes. So there are two
parts of the ANS—one to prepare for action and the other to pre-
pare for relaxation. Good health requires a balanced ANS. If the
ANS is not properly balanced, you can experience diarrhea, con-
stipation, abdominal pain, and fatigue. Moreover, changes in ANS
balance can produce POTS as well as a sudden decrease in blood
pressure when you are standing. 

The Autonomic Nervous System

One major factor in producing autonomic imbalance is stress. We
don’t know all the ways that stress alters the autonomic nervous
system, but we do know that one mechanism is by changing the
way you breathe. There is a natural coupling between healthy
breathing and the time between individual heart beats. If you
breathe into your belly, slowly and completely, the speed of each
beat of your heart varies considerably as you breathe in and out.
If your breathing is rapid and irregular, and if you don’t com-
pletely expand and empty your lungs, variability between beats
disappears, and your heart beats like a metronome. In general,
breathing from your abdomen or belly is healthier than breathing
from high in your chest. Chest breathing consumes energy and is
inefficient. Abdominal, belly, or diaphragmatic breathing is effi-
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cient and will help you stop overbreathing. Naturally enough, the
variability between heart beats is called heart rate variability, and
higher levels of this breathing-related variability are associated
with a more balanced ANS and better health. In short, deep
breaths are better than shallow ones, and a variable heart rate is
healthier than a completely regular one. By retraining the way you
breathe, you can rebalance your ANS. This should help you feel
less stressed—and help you stand up longer without feeling awful. 

It can be very instructive to check on your breathing habits in
this way, and if you find an abnormality you’ll actually have
learned something potentially very positive. And simply being
aware of what is happening can be reassuring. You will under-
stand that some of your most uncomfortable feelings of pain or
fatigue may be caused by a breathing problem you can easily treat,
not by some horrible disease. If stress is a problem for you or if
this chapter has helped you identify breathing as a possible prob-
lem, ask your doctor to send you for physical or respiratory ther-
apy. Some but not all physical therapists or respiratory therapists
are knowledgeable about how to help you change the way you
breathe. 

The important thing to emphasize here is that breathing retrain-
ing works and can help you feel a lot better, so commit to doing it.
If you choose not to go to your doctor, here are two self-help
methods to try. The first method uses biofeedback, a technique
mentioned in chapter 6. Biofeedback means that you can alter
your biology if you can see it in action and practice making it go
in a direction associated with feeling better. Many biofeedback
therapists do work on helping people learn new ways to breathe,
but few use the special equipment needed to measure levels of
exhaled carbon dioxide. Since devices to do this have been expen-
sive until recently, appreciation of breathing pattern disorders by
both doctors and psychologists is not as high as it should be, and
so this cause of symptoms often goes unrecognized.

Additionally, not all biofeedback therapists have experience
with breathing retraining, since most patients referred to this ther-
apy suffer from migraine headaches. Biofeedback therapists reduce
stress—and thus the risk of migraine—by teaching people to use
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the ANS to relax and dilate (enlarge) their blood vessels, usually in
the fingertip. They know this has happened when the temperature
in the fingertip increases, which shows that more blood is reaching
this extremity. Since the ANS is also involved in breathing, you can
see how the same mechanisms might be used to help people
improve their breathing techniques. In fact, biofeedback experts
can now use a computer program supplied with a heart rate sen-
sor called Freeze-Framer to track breathing indirectly, based on the
relation between breathing and heart rate variability—the tighter
the link, the lower the stress level. There will be further discussions
on this link in chapter 11. But it’s useful to know that advances in
computer technology have brought the cost of the Freeze-Framer
down from thousands of dollars to $275 on the Internet—still a
lot, but a big improvement. This form of biofeedback may thus be
within your reach to try at home, whereas just a few years ago
only a handful of specialists could have afforded it. And besides
reducing overbreathing and stress, my colleague Dr. Paul Lehrer
tells me that use of a method similar to Freeze-Framer was effec-
tive in reducing pain and improving function in FM patients. 

Freeze-Framer gives you an overall look at how well your
breathing is linked to your heart rate. In addition to the display of
your heart rate over time, it gives you an accumulated coherence
score. As the link between your heart and your breathing continues
to improve, your coherence will go up, and the program will tell you
that you are in the zone. This indicates good coupling between heart
rate and breathing, a state in which stress begins to disappear. Twice-
daily breathing practice using the Freeze-Framer device can help you
employ healthier breathing. After a week or two of practice, you may
be able to do this breathing exercise at the highest skill level in the
program or even without the biofeedback provided by the Freeze-
Framer program. That means that you can adapt this breathing strat-
egy when you feel the first biological manifestations of stress or if you
feel uncomfortable while standing. Do a Web search for Freeze-
Framer to learn about the program and get this tool for the best price.
I provide detail on its use not available in the instruction manual 
in an appendix at the end of this book. A portable version not
requiring a computer became available in the spring of 2007.
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Special Yogic Breathing Exercises

A second strategy for retraining breathing (and thus reducing
stress) uses a form of yoga in which breathing exercises are empha-
sized over more demanding physical body movements—Kundalini
yoga (KY). In chapter 6, I mentioned Hatha yoga as a technique for
reducing stress. However, Hatha yoga requires considerable
amounts of energy and often proves difficult for people with severe
fatigue or pain. In contrast, KY is less physically demanding. There
really aren’t any data on the efficacy of these breathing exercises in
improving fatigue, but healthy breathing means good ANS balance
with fewer symptoms and, ultimately, less stress. In addition, they
are simple and cost nothing. Despite the lack of scientific data, peo-
ple have done these exercises for many hundreds of years. It seems
reasonable to me to assume that people have done these yogic prac-
tices over the years because the exercises made them feel better.

Kundalini yoga is based on a Hindu understanding about the
way the body is organized. Quite frankly, though, I’m less con-
cerned with the theory and philosophy underlying these exercises
than with their medical effects, and I encourage my patients with
breathing problems to give these exercises a try. Some of the exer-
cises designed to get you into a relaxed state require you to say or
chant a few phrases. This is called a mantra. Chapter 6 noted that
Dr. Herbert Benson dispensed with these in teaching people a sim-
plified way to meditate. However, the teachers of this form of 
yoga are pretty adamant that the sound you make when you say
or chant the mantra can be health enhancing. So why not chant
the mantra?

David Shanahoff-Khalsa, a researcher studying how these
breathing exercises affect the body and an expert in KY, introduced
me to this form of yoga. There are a huge number of possible exer-
cises to do. I asked David to suggest a few specifically aimed at
reducing fatigue. I haven’t given you all the ones he suggested
because I believe in starting low and going slow. Do the following
sample exercises only once a day. 

The tuning-in exercise. The purpose of this first exercise is to relax
you and to prepare your entire body for the subsequent exercises. 
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Sit in a chair with a straight spine and with your feet flat on the
floor. Put your hands together at the chest in prayer pose, pressing
the palms together with a medium amount of pressure. The area
where the sides of the thumbs touch rests on your sternum or
ribcage, with the thumbs pointing up, and you should keep your
fingers together and pointing up and out, at a sixty-degree angle 
to the ground. Close your eyes, but focus as if you’re looking off
into the distance. Inhale first through your nose and chant “Ong
Namo,” with an equal emphasis on “Ong” and “Namo.” Then
immediately follow with a half-breath inhalation through the
mouth and chant “Guru Dev Namo,” again with approximately
equal emphasis on each word. The sound you generate is thought
to help you relax. (The easiest way to learn the rhythm of this
mantra is to hear it chanted by an expert, which you can do on the
Internet at the Web site www.kundaliniyoga .net/fy1.htm.) Repeat
this breathing cycle at least three times and then stop. Do this once
a day for a sufficient amount of time that you are comfortable
with this exercise. Then over the next two weeks, increase the
number of repetitions from three to ten.

Spine flexing for vitality. Avoid eating just before doing this
exercise. Sit in a chair, holding your knees with both hands for
support and leverage. Pull the chest up and forward, inhaling
deeply at the same time. Then relax the spine into a slouching
position as you exhale. Breathe both in and out through your
nose. To prevent a whip action of your neck, try not to let your
head move much with the flexing action of the spine. Start slowly
to loosen up your spine—one cycle every 2 to 3 seconds. Close
your eyes and concentrate on the sound of the breathing. If your
mind wanders, try to bring it back to focus on your breathing. Do
this for 1 minute at first, gradually increasing over time to 2 min-
utes. Then over the next several weeks, pick up the speed at which
you do these exercises until you can do one cycle of spine exten-
sion and flexion in one second. Feel free to extend the duration of
this exercise to up to 5 minutes. Should you feel light-headed, stop
momentarily and then continue. Relax for 1 to 2 minutes when
finished.
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Shoulder shrugs for vitality. Sit with your spine straight, resting
your hands on your knees. Inhale and raise your shoulders up
toward your ears, then exhale, letting your shoulders down
again. Breathe only through your nose; keep your eyes closed
and focus into the distance. As before, listen to the sound of your
inhalation and exhalation. If your mind wanders, try to bring it
back to the sound of your breathing. Continue this action rap-
idly, building to three times per second for a maximum time of 2
minutes. 

Technique against fatigue and listlessness. If you are pregnant or
have high blood pressure, skip this exercise. Sit with a straight
spine. Place the palms together as you did in the tuning-in exercise.
Close your eyes, trying to look up to where your nose meets your
eyebrows. As you inhale, break the breath into four equal parts,
while counting one-two-three-four. Hold your breath for a few sec-
onds and then exhale by again breaking the breath into four equal
parts, again counting out loud. Then hold your breath for a few sec-
onds before starting the cycle again. On each part of the inhale or
exhale pull the navel point in slightly. One full cycle or breath takes
about 7 to 8 seconds, and you should continue this pattern for 2
minutes. Then inhale deeply and press the palms together with
medium force for 10 seconds. Relax for 15 to 30 seconds. Then
repeat this entire procedure twice. When finished, if necessary, lie on
your back with your eyes closed and relax your entire body for 2
minutes. As you become more comfortable doing this exercise,
increase the force with which you press your palms together over a
number of sessions, finally doing it with maximal force. Then
increase the duration of the entire exercise to 3 to 5 minutes.

Nutritional Issues

People always ask me whether changing their diet might help them
feel better. The idea that you can greatly influence your health by
taking food supplements or by altering your diet seems natural and
is encouraged by the health food industry. There will be more to
say about this industry in the next chapter. Changing what you eat,
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and how you eat it, doesn’t necessarily mean buying a lot of
expensive new products. And, indeed, there have been reports of
health improvements following dietary manipulation. Much of the
research on the effects of diet on rheumatological diseases, includ-
ing FM, comes from Scandinavia. A number of trials have shown
some success in reducing symptoms and signs of inflammation in
rheumatoid arthritis following limited periods of fasting and with
subsequent strict dietary restriction. Similarly, being on a strict
vegan diet for three months led to improved sleep and less pain in
a group of FM patients. The diet used is called the living food diet:
all food is served uncooked and consists of fruit, berries, vegeta-
bles, mushrooms, nuts, seeds, legumes, and cereals.

With such a diet, vitamin supplements are a must. Diets such as
these are usually less than 2,000 calories per day and so lead to
weight loss—a side benefit. On the other hand, your body can’t get
all of the vital nutrients it needs from fruits and vegetables alone, so
this diet can be dangerous; that’s the reason vitamin supplements are
critical. As you can see, this is a very strict diet that you may decide
is not terribly practical even to consider. The bottom line is that these
diets can help, but they are very demanding and in this regard not
terribly practical. But if you are interested in trying one of these, I
would recommend that you do so in close consultation with a nutri-
tionist.

Even if symptoms are not improved by these diets, they do
accomplish one thing—weight loss, and for many that result is
desirable and empowering because you put yourself in control and
did it. I also use a diet as part my therapeutic approach, but one
that is easier to follow and better balanced than these exclusion
diets. In coming up with my own diet plan, I have opted for the
sensible rather than the dramatic. 

The Natelson Diet

Weight gain is a problem for many people with medically unex-
plained illness. Some of this is a side effect of being less active than
previously. Sometimes it is a side effect of treatment for depres-
sion. The selective serotonin reuptake inhibitors (SSRIs) and the
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tricyclic antidepressants (TCAs) are notorious for causing weight
gain. Prior to the release of duloxetine onto the market, I usually
initiated my pain management program with low doses of the
TCAs and still do so when finances are an issue. Even though these
medicines do help, even at low dosages they can promote a weight
gain so bothersome that some patients will stop taking them. This
seems to be less of a problem when I start my pain management
regimen with duloxetine (see chapter 7 for details).

However, weight gain remains an issue for the majority of my
patients who are taking antidepressants and have had to greatly
reduce their physical activity because of fatigue or pain. A major
way to combat this is the program for gentle aerobic conditioning
that I laid out in detail in the last chapter. The Natelson diet is the
second arm of this treatment. 

Exercise and diet lead to weight loss. Although the craze seems
to be fading now, in recent years much of the United States was
swept away by the high-fat, low-carbohydrate diet fad. Even
though cholesterol and other cardiovascular risk factors actually
improve on this diet in the short term, I still have concerns about
its emphasis on ingesting a lot of fat. My diet is still low on carbo-
hydrates, but I’ve taken care to balance increases in fat intake with
increases in protein intake. I like to call it the “healthy Atkins
diet”—in contrast to the less-healthy original—so don’t expect to
see me recommending that you eat tons of butter and bacon. I
have to hasten to say that I have not done any controlled studies
on the efficacy of the Natelson diet, but my patients do lose weight
on this diet, and then find it easier to do the walking exercises I
recommended earlier—as well as feel better about themselves. 

So please try this diet for three weeks. Why do I ask for three
weeks instead of the six I require so much of the time? Any diet is
hard to follow, because it means changing habits that may have
been with you for many years. But I’m sure you’ll agree with me
that a three-week commitment is not much of a hardship, espe-
cially if you see results. The other nice thing about the diet is 
that it is another way to put you in control of yourself. As I’ve
mentioned previously, illness is disempowering, and very often
people feel that they’ve lost command of their own bodies. Here’s
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a way to get back into control. If at the end of the three-week trial
you have lost any weight, you should view that as a success—and
worthy of extending the trial for another three weeks.

The basic idea is to move toward a simple elemental diet while
restricting carbohydrates. The nice thing about this diet is that you
can eat as much of the allowable foods as you want to fill up. By
“elemental” I mean that you should eat foods without additives
like food coloring or stabilizers. In fact, the only additives allowed
are Nutrasweet or Splenda to substitute for whole sugar. 

And you’ll have to stay away from carbs altogether. I don’t
think it essential to have a workbook with a list of the carbohy-
drate counts in each food. A simpler way to avoid high-carb foods
is to remember which general categories you should avoid com-
pletely. Stop consuming anything with alcohol in it (wine, beer, or
liquor) and stop eating starchy foods like rice, potatoes, corn,
bread, or cake. In fact, you should cut out desserts altogether for
these three weeks—don’t even think about buying the so-called
low-carb desserts or supplements that are now filling the super-
market. For this diet to work, you really have to cut back on car-
bohydrates, not substitute one for another.

You should cut out fruits, too (they’re loaded with sugar), and
eat only green leafy vegetables—no beets or carrots, and no toma-
toes or tomato products, such as ketchup. Plus, you should drink
at least eight glasses of water a day. The fluids help prevent one of
the common side effects of low-carbohydrate diets—constipation.
Obviously, if you start out with constipation as a primary symp-
tom, this diet is probably not for you.

I should say a bit more about beverages, because water—while
unbeatable—can get pretty boring after a few days. Alternatives
include homemade lemonade or a low-calorie version you can buy.
Making your own lemonade isn’t nearly as hard as you might
imagine. Fill a glass with ice and seltzer water. (I prefer seltzer
water to club soda because it is usually cheaper and has no added
salt.) Hand-squeeze a quarter of a lemon or lime into the glass.
Add some sweetener to your taste (Nutrasweet or Splenda—not
sugar) and drink. You will have no trouble drinking eight glasses
of either of these choices per day.
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If possible, over the three-week trial, try to follow the food rec-
ommendations that I lay out next, which is simpler than trying to
come up with alternatives each day. Breakfast may seem like a
problem at first, since carb-laden breads and cereals are out; but
here’s a great substitute that’s easy to prepare, and more interest-
ing than toast anyway. Buy the cheapest version of Egg-Beaters
that you can find. Essentially, this food product removes the cho-
lesterol from eggs while leaving all the healthy parts behind. If
your supermarket carries tofu products (look in the coolers in the
produce aisle, or even the department that sells sliced cheese and
meat products), you can liven up scrambled Egg-Beaters by adding
tofu pepperoni (use two to three slices per plate) and tofu cheese
slices (I prefer the pepper jack or cheddar with jalapeño). So
breakfast consists of a scrambled Egg-Beater omelet with phony
pepperoni and phony cheese. No fat and plenty of protein. The
easiest way to make this dish is via the microwave. Cook the egg
and pepperoni for 1 minute; then add the tofu cheese and
microwave the dish for another 40 to 60 seconds, depending on
the amount of Egg-Beaters you started with. For a change of pace,
substitute pieces of smoked salmon or mushrooms instead of the
pepperoni. This omelet, plus coffee or tea, is your breakfast. If you
drink tea, choose green tea. 

Lunch could consist of canned tuna fish or salmon with low-fat
mayonnaise and cucumber slices on top of a slice of lettuce. For a
change of pace, eat four to six slices of low-fat sliced cheese with
mustard, or go with the tofu cheese. Use nuts as snacks if you get
hungry between lunch and dinner. Dinner requires a bit more
work in that you will have to prepare the main dish—either
chicken, turkey, or fish. If you crave red meat, that’s okay, but not
more than once a week. Limiting red meat reduces your fat intake
while still giving you a lot of protein. 

Consider roasting a small turkey. You’ll have plenty of leftovers
for several lunches, either as slices to be eaten with mayonnaise or
mustard or as turkey salad with mayonnaise, cucumbers, and
onions. (Again, remember—no bread.) Vegetables with your din-
ner should consist of mushrooms, asparagus, broccoli, or green
beans. No broad beans of any sort (lima, navy, Boston, or the
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like), which are starchy, and again no potatoes, corn, or rice. For
those of you who don’t want to have to think about just what to
prepare, a good book that you can use to fill in the blanks about
what to serve when is The 30-Day Low-Carb Diet Solution by
Michael R. Eades, M.D., and Mary Dan Eades, M.D.

One supplement I do recommend when you are on the diet is a
good once-a-day vitamin tablet. If your doctor is in agreement,
perhaps he or she will prescribe Strohvite Advance. I prescribe this
vitamin to patients with mild to moderate fatigue and to patients
going onto my diet. It’s a prescription vitamin usually used during
pregnancy, so it is very complete. It’s not gender-specific, so it’s fine
for men too.

Although you can switch from red meat to fowl and then to fish,
you probably should try to stick with only one major food source
for at least a week, allowing yourself red meat on the last day of
the week. The simpler and more consistent your food intake is
from day to day, the easier it will be to figure out if any of these
food restrictions has an effect on your symptoms. Even if no sin-
gle restriction makes you feel better, it’s likely that the overall diet
will; and as I said before, you’ll also benefit from feeling that
you’ve taken charge of your health again. 

If you can combine this diet with a gentle aerobic conditioning
regimen, that will improve the weight-loss results. Remember that
one reason diets often seem to fail is that people continue to avoid
exercise, even when they’re capable of doing it. Reducing your
caloric intake is great, but living a sedentary lifestyle makes your
metabolism slow down. When that happens, weight gain is more
common than weight loss, even if you are on a diet. So try to do
some walking. Follow the regimen I laid out in chapter 8. 

Here’s another tip: Don’t obsess over your scale. While you’re
on the diet, don’t weigh yourself more often than once a week.
Weighing yourself more often is practically a guarantee of disap-
pointment, like watching a kettle come to a boil. You’ll need to be
on the diet for some days before you see any results, anyway. But
if you find that you have lost weight after the three-week trial
period, continue with the diet for at least another three weeks. See-
ing pounds disappear over a six-week period should encourage
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you to continue for another six-week period. Your new eating
habits will seem less strange by then—you may even find you’ve
come to enjoy “cheese” made out of tofu. And if you have noticed
any relief of your pain or fatigue, I urge you to stick with the diet
a full three months, which is usually an adequate period to see real
results.

Then, even if you add some carbohydrates back into your diet,
you will probably continue to have the health benefits of the diet
if you continue with the same elemental food outline, except now
the diet will be well rounded. Feeling poorly about yourself
because of weight gain is a negative that we can all do without.
Losing weight on the Natelson diet is part of your toolbox for get-
ting on the road to wellness.
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I t’s useful to draw lines between treatments that are beneficial,
those that are not beneficial but are essentially harmless, and

those that are not only useless but potentially harmful.
You already know that allopathic (or Western) medicine is bene-

ficial, even though the treatments doctors prescribe often come with
the bite of unwanted and potentially dangerous side effects. Despite
this cost, traditional medicine’s evidence-based progress over the
decades has led to fantastic results. Americans live longer than ever
before, and do so with a much higher quality of life than at any time
in history. Better research and an ever-expanding arsenal of drugs
has virtually eliminated diseases like polio and smallpox that once
ruined or even ended lives, and terrified just about everybody.

The current focus of medicine is to use high-tech approaches to
develop new drugs and medical procedures. Despite the benefit for
patients, this approach leads to a problem: some of the lower-tech
means of treating patients—the art of medicine that allows the
doctor to hear the patient—fall by the wayside. This problem is
due not only to high-tech ways of developing new medical treat-
ments, but also to decisions about what medical insurance will
cover, and for how much money. Unfortunately, an entire way of
thinking about and relating to patients and their wellness has been
a casualty of the new emphasis on high-tech and fast results. 
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The consequences of this focus have not hit yet, but they will.
Medical schools will spend even more of medical students’ time on
teaching new mechanical procedures and techniques and less on
teaching them how to hear you and understand how you feel and
think. That will lead to more diagnoses of “nothing wrong”—even
when something very definitely is wrong. Then people will again
be left feeling that they’re on their own when it comes to finding a
pathway to wellness. But that’s not to say that we should leave the
evidence-based approach behind. Whatever its drawbacks, if com-
bined with the low-tech “art of medicine” approach, the evidence-
based approach is still the best at informing doctors about what
medicine or procedure to use to relieve patient suffering. 

In chapters 7, 8, and 9, I guided you through a series of possi-
ble therapeutic steps, some of them very definitely rooted in com-
plementary medicine. Rejecting this broad-brush approach means
that you will have to be your own doctor. I don’t think that’s ever
a good choice. There’s a difference between taking an active role in
your care while working with professionals and imagining that
you can do it all by yourself, deciding which treatment practices to
choose and rely on. Too often, the do-it-yourself approach leads
people down a slippery—and often costly—slope, toward medi-
cines and treatments that are not supported by findings based on
any scientific evidence. I call this approach “alternative,” in that
its methods are radically different from the broad-brush approach
we’ve been discussing up to this point. 

There’s room in this approach for complementary techniques.
These are techniques that are an adjunct to standard medical prac-
tice. For example, I might add acupuncture to my pharmacologi-
cal pain management regimen, detailed in chapter 7. I go further
than many doctors in trying complementary techniques like yoga
and breathing exercises with my patients, and discussed many of
these techniques in the last chapter. Many of these treatments
grow out of non-Western medicine, a branch of medicine that is
not so much evidence-based as it is time-tested. And I am sure that
as Western medicine learns more about these techniques—and has
the opportunity to test them further—still others will come into
use. But in order to be adopted more widely, any treatment has to
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be shown to work—just as was done with acupuncture—by care-
ful clinical trials looking at actual health outcomes. 

Alternative Medicine

There’s a difference, then, between complementary medical tech-
niques that can work alongside allopathic medicine even though
they come from other traditions, and alternative medicine that
turns its back on the traditional approach outright. Some exam-
ples would include the belief of some chiropractors that spinal
manipulation can treat diseases such as asthma, or the idea of
homeopathy that diluting a toxin a million-fold makes it able to
relieve symptoms that are similar to those produced by the toxin.
Some people believe there is an herb to treat every complaint. Your
grandmother may have believed, as mine did, that chicken soup
was the perfect cure for a fever. The way my grandmother’s soup
tasted, it sure couldn’t hurt one way or the other, and it certainly
was soothing and comforting. But even though some research has
suggested that chicken soup does, indeed, have antiviral proper-
ties, it is not a valid first-line treatment for an infection. Giving up
on allopathic medicine for any of these unproven alternatives just
doesn’t make sense. 

Some of my patients tell me they feel better after taking supple-
ments. The problem with such a testimonial is that it is from only
one individual. While improvement is wonderful even for one per-
son, you can’t count on being number two. The FDA never allows
a drug to come to market until it has been shown to work across
large numbers of patients. The long wait for approval may seem
frustrating or even cruel, but it’s far better than the alternatives:
allowing drugs with dangerous side effects to come to market or
allowing patients to rely on drugs that cause improvement in few
patients, or none. A few positive results, even if wonderful, don’t
count. Anyway, why should you accept the claims of those who pur-
vey alternative treatments—with no proof—that their method
works to the exclusion of all others? Let me be clear. I am not say-
ing that alternative methods do not work. I simply do not know and
am leery about your spending your money on unproven therapies.
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After all, peddlers of alternative therapies may simply be trying to
sell more of a product: not exactly a good reason to trust someone.
And remember the issue of toxicity that I just mentioned. Traditional
medicine has plenty to offer; you just have to find the right doctor.

Today, alternative treatments are legion. Magazine ads and
Web sites offer testimonials about the efficacy of literally thou-
sands of food products that sound as if they might be helpful. Be
careful—more often than not, these seemingly heartfelt comments
by “actual” users amount to little more than a high-pressure sales
technique—one aimed specifically at people whose chronic ill-
nesses have made them feel desperate. Especially when they have
the added feeling that the medical system has bounced them
around without really listening or caring, they may be all too sus-
ceptible and vulnerable to claims that a cure lies just around the
corner, from a pill or a powder. If this promise were real, I would
have no patients. But I have all too many. 

My Approach

So now you need to take personal account. If you’ve used the
advice in this book to find a physician who really listens and
works with you, then traditional allopathic medicine—plus my
prescription for getting you on the path to wellness—can help you
feel better. I view my job in helping you like painting by number.
First, I fill in the threes and reduce some of your fatigue. Next, I fill
in the ones and then the sevens, and you tell me that your pain is
a bit less. After still another intervention, you may report that you
are no longer depressed. I don’t promise a cure, and you should be
wary of anybody who does, particularly if that person has a prod-
uct to sell. The operative word is better. I think my promising to
make you better is very good when you remember that this prom-
ise doesn’t hold for many diseases. 

Moving to wellness is a slow process, and frustrating for that
reason. The doctor alone cannot help you; you have to participate
in wellness yourself. And this is not easy. The fact that all this is
hard leads to the understandable desire for a faster and easier
result—something you can take or do and get instantly better. But
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the solution isn’t to move more quickly; it’s to find a doctor who
will be patient with you, and who will keep working with you to
improve your health bit by bit. And it takes your own commit-
ment to wellness.

An actively engaged relationship between you and your doctor
can help you sort through the many available alternative therapies
to find those that truly can be complementary to the other parts of
your care. While I’m negative about therapies that make outra-
geous promises, I’m probably more accepting of nonallopathic
approaches than many of my colleagues are. What’s important, for
me and for my patients, is that I work to understand their frustra-
tions and their efforts to do things on their own. If one of my
patients feels strongly about trying an alternative therapy, I lay out
the risks as I see them. If I think the patient is taking a health risk
with a therapeutic choice, I try hard to convince him or her not to
try that treatment. If the risk is only to the pocketbook, I say to
give it a try but to keep my rules in mind.

Is the treatment risky? The alternative practitioner is not the
person to ask. You don’t need your doctor’s endorsement of the
alternative treatment you are going to try, either—just his or her
help in assessing the risk of that treatment. Then follow the Natel-
son Six-Week Rule. If you are confident that this treatment makes
you feel better, continue. Maybe you are the one in a hundred for
whom this treatment works or maybe the treatment would work
on others if it were actually tested. If you feel the same or worse,
stop. Remember that having these rules gives you some degree of
control in a very cloudy area and gives you the perspective to
move on if you’re not sure whether you are better.

The Modafinil Trial

Now, before going on, I need to make a point that may help make
the rest of this discussion clearer. In chapter 7, I told you about the
double-blind placebo-controlled trial we did in collaboration with
four other sites for the antifatigue drug modafinil. I told you the
results of the trial were negative in that we were unable to prove
that the drug relieved fatigue. But then I told you that I continue
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to try it on patients anyway, which is contrary to the rules of evi-
dence-based medicine I have tried to share with you throughout
this book. I break my own rule for two reasons: I am quite posi-
tive the drug helps some people (this seemed to be the case for sev-
eral of the smaller sites in the multicenter trial I headed), and
modafinil happens to be a drug we can try within the standard of
the Natelson Six-Week Rule. If it fails to have an effect, we’ll know
it within six weeks. 

Modafinil is not like an antibiotic that is nearly uniformly suc-
cessful in curing infection. Instead, its effect varies depending on
the person, with only about a third reporting really good results.
Since chronic fatigue, fibromyalgia, irritable bowel, and the other
conditions we’ve been discussing are all syndromes, by definition
they lump together illnesses with multiple causes. If that is the
case, no drug will have a uniform result on everyone who tries it.
The trick will be to design another trial that takes this variability
into account. I hope to do this. Meanwhile, although I am bend-
ing my own rule a bit when I try modafinil with some patients, I
do it only within narrow parameters, and with a definite therapeu-
tic plan in mind. Doctors often conduct such “single-patient ther-
apeutic trials” in their attempts to help their patients.

But what happens when you’re on your own, trying an alterna-
tive medicine product without a doctor’s guidance? The only
expert you can rely on is the product’s own manufacturer and the
broad claims on the product label. Not only may these claims
have no limits, but neither may the quantities of the product
you’re expected to buy before you’ll see results. You may be tak-
ing a product for months only to find that it’s had no positive
effect. My advice is buyer beware. There are plenty of quacks out
there.

Quacks

The extreme definition of a quack is simple: someone who know-
ingly tries to defraud you into spending money with a false prom-
ise of either a cure or substantial relief, someone who makes a
living selling the promise of wellness with products that couldn’t
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possibly do anything. These are the snake-oil salesmen of the
twenty-first century.

There are knowing charlatans, but there are also people who are
true believers in the treatments they espouse, even though those
treatments may be totally ineffective. They may latch onto an idea
that makes sense to them and try it on a few patients. Because of
their belief in their idea, they may think it works even when it
doesn’t. Sometimes their profound belief in the treatment is so per-
suasive that the placebo effect takes over, and the patient actually
believes there have been positive results. Would that the medical
profession could bottle this effect.

So, consider the practitioner who has a treatment guaranteed to
cure you; the physician who charges you $5,000 for an evaluation
and then sells you a product that he or she endorses (and may even
make); or the physician who listens to your story and then goes to
the medicine cabinet for drugs that he or she claims are specific for
what ails you. Which of these is a quack, and which one believes
in the treatment he or she espouses? I can’t read their minds, but I
do have a pretty good sense of which treatments are no better than
the mustard plaster your grandmother applied to your chest when
you had bronchitis. There’s nothing wrong with being a true
believer, but if you sell the stuff you believe in, you should be able
to show evidence that indicates you’re right. 

I don’t mean to point fingers only at people who make and dis-
tribute diet supplements and other products. Completely main-
stream medical disciplines sometimes have trouble explaining
what works and why. Back when I was trying to choose a medical
specialty in the 1960s, I remember wondering about psychother-
apy as a treatment. There were many different “schools” of psy-
chotherapy, each applying its own principles to understand and
change human behavior: the Freudians, the Jungians, the Adleri-
ans, and many more. Members of each group adamantly defended
their approaches and argued that their treatments must be work-
ing because their patients kept coming back for more sessions. It
was not until the late 1970s that studies found that the particular
school or philosophy was nowhere near as important as the rela-
tion between therapist and patient. As I said before, a good doc-
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tor-patient relation is a powerful tool for wellness. Those earlier
therapists turned out to be right: when patients returned, it was a
pretty good indication that they’d found a given doctor’s treat-
ment beneficial—one kind of successful outcome. But what
schools those therapists had come from didn’t matter a whit. 

Some common medical treatments are actually supported by
only thin logic—for example, taking thyroid pills when there is no
evidence of reduced thyroid function. Here’s the logic some doc-
tors (and patients) use. The patient complains of body temperature
that is lower than it used to be. The doctor knows that a poorly
functioning thyroid gland can lead to low body temperatures, and
concludes that the patient must have something wrong with the
thyroid. The logic flaw here has to do with what you remember
your temperature to have been in the past. Were you aware that
average temperature over a twenty-four-hour period is 98.2
degrees and not 98.6 degrees, as we once thought? It turns out that
it’s normal for your temperature to be lower than 98 degrees at
certain times of the day, and body temperature in chronic fatigue
syndrome (CFS) patients is no different from that of healthy peo-
ple. We might know this if we were used to taking our temperature
all the time, but of course we don’t; we take our temperature only
when we feel sick. If you found a temperature of 97.5 degrees in
your current health state, it may have startled you, but it is not
abnormal. So going on thyroid replacement medicine based on this
single reason makes no sense and carries with it unnecessary risks.

Intravenous Treatments

Some of my CFS patients arrive in my office telling me that they
felt better after they’ve had an intravenous vitamin treatment.
With an intravenous drip, a plastic tube is run into your vein, and
liquid drips directly into your bloodstream. These intravenous
drips are comprised of two elements: a hefty amount of saline
(basically saltwater) plus the addition of vitamins and minerals.
Dr. David Bell, a pediatrician in New York State, sees many CFS
patients. He has given intravenous saline to patients with postural
orthostatic tachycardia syndrome (POTS) and reports that they
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feel substantially better after the volume load. This probably hap-
pens because the saline counteracts an overall reduction in blood
volume in patients; essentially, they feel better because their veins
and arteries are carrying the amount of fluid they were designed to
carry (I will discuss this and other research on POTS in the next
chapter). But Dr. Bell shares my view that saline alone might do as
much as saline loaded with vitamins and minerals. It certainly
would be a lot cheaper. But like the psychotherapists in the 1960s,
the doctor who chooses infusion therapy is never willing to devote
the time or resources to find out if his treatment actually works.
And the treatment remains totally unproven. Unfortunately, there
is not one bit of evidence that flooding the body with vitamins and
minerals has efficacy in any illness or disease. In fact, a carefully
done double-blind placebo-controlled study of vitamins and
antioxidants taken by mouth proved ineffective at relieving the
symptoms of fatigue and soreness in CFS patients.

Some doctors add chemicals to the mix. In a treatment called
chelation therapy, the practitioner employs a chemical that’s nor-
mally used to bind heavy metals (like mercury and lead) to treat
people poisoned by these metals. Some doctors have the idea that
unexplained fatigue and chemical sensitivity are due to heavy
metal toxicity. While exposure to heavy metals can cause many
symptoms, there is no good evidence that heavy metals have any
role at all in CFS, fibromyalgia (FM), multiple chemical sensitivity
(MCS), or irritable bowel syndrome (IBS). Despite this, some
practitioners frighten patients by telling them the mercury in their
dental fillings may be the factor making them sick. This issue has
been examined, and there is no evidence to support the assertion.
Nonetheless, I have several patients who were convinced of this
and went through the long, expensive, and painful process of hav-
ing all their amalgams removed. Unfortunately, they are still ill.
Any believer can act as an authority and state that heavy metals or
mercury from teeth are responsible for your being sick. And if
there is M.D. or D.O. (Doctor of Osteopathic Medicine) after his
or her name, that practitioner can use intravenous chelation as a
treatment. 

Using chelation as a treatment for CFS or FM is extreme even
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for believers in chelation. Its major suggested use in alternative
medicine is as a treatment to clean out plugged arteries. A number
of small controlled studies found no support for this hypothesis,
but in 2002, the National Center for Complementary and Alterna-
tive Medicine (NCCAM) and the National Heart, Lung, and
Blood Institute (NHLBI)—both of are part of the National Insti-
tutes of Health—announced that they had launched the Trial to
Assess Chelation Therapy. This carefully designed double-blind
placebo-controlled trial will tell us about the treatment’s efficacy
as well as its toxicities. We will have a better idea of whether it
works when the trial is completed, but until then I would stay
away from this treatment. Even if chelation helps your coronary
arteries, that doesn’t mean it will do anything for your fatigue.

In fact, I would urge you to be leery of taking any intravenous
treatment that hasn’t been proven effective. By definition, these
treatments introduce drugs and other substances directly into the
bloodstream. If any of the materials in the infusion have the poten-
tial to be toxic, putting them directly into the bloodstream
increases those chances. There’s often more than one way to
administer a drug; even if it could cure the common cold, I doubt
you’d want to inject yourself with chicken soup.

NCCAM and Clinical Research

More research is seldom a bad idea, which is why I’m happy that
our government is using taxpayer money to fund NCCAM, whose
mission is to support research on using alternative and comple-
mentary approaches to develop new treatments for disease. The
institute was headed until recently by a smart clinical researcher
who was heavily involved in CFS research prior to taking charge
of this new institute. His leadership and strong scientific back-
ground in experimental design laid the groundwork for the kind of
research necessary to discover and test wholly new approaches to
treating the invisible illnesses. 

Clinical trials have two possible outcomes. The first supports
use of the product, device, or treatment for a specific illness. The
second does not support that use. A negative result can actually be

From Complement ary  Medicine to  Quackery 219



helpful, because it will usually discourage people from spending
limited resources on a treatment with no apparent value. As I was
writing this chapter, newspapers were reporting negative results
from a large trial of the nutraceutical echinacea for the prevention
or treatment of the common cold. I’ll give you another example
that pertains to fatigue in the next section of this chapter.

The problem with any negative study, on the other hand, is that
it cannot absolutely prove the negative. One can always say that if
the study had been done differently, a different (and more positive)
outcome might have occurred. And as I said earlier of our own
modafinil study, some individual patients may still be helped even
when a well-designed study has negative results. But not all stud-
ies are alike. The echinacea study, which was reported in a major
American medical journal, the New England Journal of Medicine,
was particularly thorough. People may continue buying echinacea,
but, if it works, it does so because of their belief in its efficacy
rather than because it has a specific antiviral effect. 

Nutraceuticals

Echinacea is an example of a nutraceutical, a class of food-based
chemicals that are thought to have an effect on health. The num-
ber of these products multiplied greatly after Congress passed the
Dietary Supplement Health and Education Act (DSHEA), a law
that allows the sale of “natural” health products or nutraceuticals
with only minimal government oversight. While DSHEA did leg-
islate FDA oversight of these products, the rules governing their
use are extremely liberal. Since evidence of effectiveness is not
required, the only rule is that nutraceutical manufacturers can’t
make health claims about their products. So marketers have to be
careful not to say that their product can relieve symptoms such as
fatigue or pain. Doing so without evidence and FDA approval is
illegal, although a glance at just about any health magazine shows
ads that do make substantial health claims.

In addition, the entrepreneur selling these products does not
have to demonstrate that they are safe. The bottom line is that
what is available for purchase—even if “organic”—is not neces-
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sarily safe. In fact, I know of one proposed clinical trial at my
institution with a nutraceutical that was found to be contaminated
with lead. Perhaps just as troubling, nutraceutical manufacturers
don’t need to set uniform dosages either. Assuming they’re even
made the same way, two similarly labeled products from different
manufacturers might be totally unalike. It’s like comparing apples
and oranges. 

It’s important to talk about these products in the context of
chronic fatigue and pain, since the long and sometimes difficult
course of treatment suggested by classical medicine—or even by
valuable complementary therapies—often results in people being
tempted by the lure of relief from products that are sometimes
expensive but of unknown and probably limited efficacy. Let’s
look at a few of the dozens of products that are relevant here. I’ll
start with a few whose effect has been studied. 

Siberian Ginseng

The first is Siberian ginseng for people with CFS. The reason for
trying ginseng is that it is thought to be a tonic and stimulant. The
ginseng trial was double-blinded. Half the patients received gin-
seng and the other half placebo. Both groups showed an improve-
ment in their fatigue over the two months of the trial, but the
improvement was the same for the two groups. A subgroup analy-
sis suggested that the ginseng treatment did help those patients
with less severe fatigue, but there is a problem with subgroup
analyses: they tend to be done only when the primary outcome
turns out to be negative. When that happens, investigators start
sifting through their data in the hopes of finding something useful.
And when they try every type of comparison they can think of,
they often find a positive result. Statisticians have taught us that
this is likely just due to chance and probably would not stand up
if the trial were repeated.

Although the law does not require nutraceutical manufacturers
to provide proof that their product has a beneficial outcome for
any health issue, some companies are willing to support research
to see if actual data are as positive as the testimonials they receive
about their product. While this is obviously not terribly common,



it does occur, and the results that emerge from such studies are
worth taking a look at. 

Ambrotose

In addition to the Enerdyn trial I mentioned in the last chapter, 
I have done another double-blind placebo-controlled trial of 
a nutraceutical called Ambrotose. Ambrotose is an extract of 
the aloe plant. The company making this product was willing to
pay for the costs of doing the trial due to multiple testimonials
about how well their product relieved fatigue and pain. While I
think that decision was the right one, our study was negative: 
we found no evidence that it worked any better than placebo 
in relieving symptoms of fatigue, poor sleep, and widespread
pain. 

BioBran

A rather different example has to do with the nutraceutical Bio-
Bran, a product made by breaking down rice bran with enzymes
from the shiitake mushroom. In contrast to some heavily pro-
moted nutraceuticals, this food supplement actually seems to do
what it is said to do—that is, improve an aspect of immune func-
tion. The company selling this food supplement lists dozens of sci-
entific studies, including ones on people, indicating that the
product can improve natural killer (NK) cell activity. This is par-
ticularly interesting in CFS because immune activation is one of
the mechanisms forwarded by some to explain the sick feeling,
fatigue, and soreness characteristic of CFS. I’ll go into this hypoth-
esis in more detail in the next chapter but need to touch upon NK
cell function here. NK cells work to target and kill virally infected
cells and tumor cells, so these cells are an important bodily defense
against virus infection. Therefore, high numbers of these cells and
the ability to easily kill target cells are desirable. Importantly, the
one immune variable that has been rather consistently reported to
be abnormal in CFS is the NK cell. Some papers report that the
numbers of these cells circulating in the blood is reduced, and oth-
ers say they function less well than they should. Having a product
that actually improves the ability of NK cells to kill virally infected
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cells therefore allows us to see if the NK cell plays an important
role in producing CFS.

A double-blind placebo-controlled trial of BioBran over an
eight-week period was done with thirty-two CFS patients getting
placebo and thirty-two the food supplement. In addition to fulfill-
ing the case definition for CFS, all of the study participants had to
have at least two of the following symptoms suggestive of immune
activation: tender glands, a sore throat, or something called poor
temperature control. The results of the trial were clear. Although
both groups improved as to symptom severity over the course of
the study, those getting BioBran did not do better than those get-
ting the placebo. The only limitation of this study was that the
researchers did not assess NK cell function directly. It is possible
that the patients in this study did not have low NK cell numbers or
activity to start with and that the study would have been positive
if just that group had been identified and randomized. But the
researchers did pick patients whose symptoms suggested immune
activation. Although BioBran may have worked on other CFS
patients, with the group chosen for study, BioBran did not reduce
CFS symptoms. A critical take-home message for you is the impor-
tance of having the placebo group. Without it, you and others
might run to the store to buy BioBran. The other important con-
clusion from the study is that altered NK cell activity doesn’t seem
to be an important factor in producing CFS symptoms. Keep this
study in mind when I turn to the next nutraceutical, Fibronol. 

Fibronol

I saw a press release saying that the company manufacturing
Fibronol had done a clinical trial of their product in FM with
striking improvement in energy and moderately large reductions in
pain and fatigue. Intrigued, I went to the company Web site and
found what seemed like more good news: the trial had apparently
been double-blind and placebo-controlled. As in the case of the
BioBran study, this should mean that approximately equal num-
bers of patients got active product and placebo and that neither
the patients nor the people administering the trial knew what was
being dispensed. 
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Then I read the following pieces of information. The design
called for three groups of ten patients, in which eight of the
patients received active product and only two received the
placebo. This occurred for two weeks, and then even the placebo
patients were switched to the active product. That certainly did
not sound as if “double-blind placebo-controlled” to me. Instead,
it sounded as if the vast majority of patients received only Fibronol,
and the few who started out on the placebo were switched to
Fibronol shortly after starting the trial as well. 

Then the information got even more confusing. Somehow, the
study was conducted in ten “centers,” with twenty-two patients in
Korea and fourteen in Seattle. How ten centers in two countries
recruited thirty-six patients is beyond me. If true, this means that
ten different doctors ran the trial, and each center had an average
of only four patients—very unusual indeed. Usually treatment tri-
als seek to recruit substantially more patients from each site. And
it got still more complicated. Some of the patients, it turns out,
were put on a high dose and some on a lower dose of Fibronol. By
now, you should be as confused as I was.

Then I turned to the objectives of the study. One was to demon-
strate the safety of Fibronol. Secondary aims were to see if a sin-
gle dose of Fibronol improved pain or fatigue and to see if high
dose was better than a lower dose. What was absent? The key
objective: to see whether Fibronol worked or not compared to
placebo.

As to the primary objective, Fibronol seemed relatively safe,
although 20 percent of the patients could not tolerate taking this
product and dropped out during the study—most for worsening
problems with preexisting diarrhea. I couldn’t find any informa-
tion on outcomes concerning the secondary aims of the study, but
there was plenty of attention to symptom improvement, even
though there didn’t seem to be any comparisons between product
and placebo. Why did the patients improve on Fibronol? Due to
the design of the study, we can’t know if symptom improvement
was due to the nutraceutical or to the placebo effect. Using the
BioBran trial as a point of reference, this study was of such poor
quality that it would never be published in the medical literature.
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Thus the company simply bypassed that process and put the study
on the Internet. 

Buyer Beware

I ask myself how such companies manage to be so successful. And
successful they are. The company selling Ambrotose reported sell-
ing $194 million worth of products in 2004. One obvious answer
is that these companies do not publish negative data, like those in
my Ambrotose trial. Or they pick the results that make the best
case for their product even if the findings were not part of the
original study design, as seems to have been the case with
Fibronol. This careful editing out of negative results, and massag-
ing of the rest, of course multiplies the hope that these products
engender. Add to that the desperation of so many patients to
believe in self-proclaimed “cures,” and it’s much easier to see why
they sell. 

But there is another factor. These companies take a leaf from the
old “Avon calling” salesbook, using multilevel marketing. In this
method, an individual patient can greatly reduce the cost of buy-
ing product—and actually earn a living—by using the product and
extolling its value to others. A one-month supply of Fibronol costs
about $79, which is comparable to the cost of many of the drugs
I recommended in chapter 7 (except that those are often covered
by insurance). Buying the product in quantity does reduce the cost,
but you still have to lay out a lot of money. If you can get a few
friends or fellow patients to sell the product, however, your cost
goes down considerably. And if they can get a few of their friends
to successfully sell the product, you can be in business and actually
start making money. Imagine how this situation might magnify a
placebo effect. You’re sick and someone tells you they felt ener-
gized when they took this food supplement. They tell you to try it,
then if you like it, you can get it less expensively if you become a
seller yourself. Moreover, you can make money selling the product
to other patients. That’s powerful medicine! 

The bottom line, of course, must always be improved health—
wellness. But you should remain aware that many companies ped-

From Complement ary  Medicine to  Quackery 225



dling health nutritional supplements may be selling a very expen-
sive form of hope. Only real, controlled research will show which
of these products, if any, have a demonstrable effect on CFS, FM,
and the other unexplained illnesses. The BioBran story makes the
point that some of these food supplements can alter biological
processes that have an impact on health. But the company making
this product paid for quite a large number of studies documenting
the immune-activating power of their product. Look for lists of
such evidence when you evaluate the Web site of a company sell-
ing a nutraceutical for CFS, FM, temporomandibular joint disor-
der (TMD), and the like. Be sure that the list includes reports in
scientific journals and not just reports at medical meetings. These
latter have not received the careful, independent scrutiny of papers
published in the scientific or medical literature. If the company
Web site lists no studies or only a few reports at medical or scien-
tific meetings, be skeptical about the company’s claims. Without
saying these products are absolutely bogus, I can at least point to
the historical track record. Nutritional supplements of one kind or
another have always existed, and we’ve all heard about cure-alls of
the past that were later debunked. The old rule of buyer beware is
even more important when your health hangs in the balance. 

In addition to companies selling hope, there are doctors who 
do the same thing. They make promises of wellness tied to easy
(and/or expensive) cures. If the solution to your illness were
“easy,” you would not be sick now. But there is a way to cope with
illness—the path to wellness that I laid out in part 2 of this book.
It is not easy, and does demand your active participation. But if
you commit to it, you will feel better. I too am selling hope: the
hope that you can improve your own health without paying thou-
sands of dollars to do so.
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Besides wanting to know how I can help them right away, most
of my patients want to know the latest news about their ill-

nesses, and whether new treatments are on the horizon. Ironically,
invisible illnesses are one area where patients are often more up to
date than their physicians. But since my patients know that one of
my major focus areas is research, they expect to hear from me
things that they can’t find out for themselves.

My patients are right about my focus on research. But it’s also
true that medical knowledge grows very slowly; sometimes it feels
as if the gods are against us researchers. If anything can go wrong
in a research project, it certainly will, at least for a time. And the
actual work of doing laboratory and clinical research is incredibly
slow even when everything is working beautifully.

So when I tell interested patients that there is not much new
since the last visit, I can understand the disappointment. However,
that’s the way research goes—by microsteps, until all of a sudden
the little bits of information add up to allow the researcher to
make a discernible step forward. These statements are true of
research in general, but even more so for illnesses with no bio-
markers. I liken my own research to sculpting granite with a rub-
ber chisel—apt to bear results, but not very quickly.

You might wonder why I am so committed to research. Because
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when I knock a chip off that granite block, and it starts to take a
form, I am the first person to see the truth. That is the thrill of dis-
covery, the joy of understanding just a little bit more than we did
before. Being the first person to see and understand a biological or
medical truth is a wonderful experience, and an ample reward for
hours and sometimes years of hard work.

The Idea of Truth or Fact in Science

In this chapter, I’m going to describe the latest advances that
research has brought us in understanding syndromic illness, but
first it’s important to discuss the basic idea of facts in research. The
bottom line is that what scientists know to be true today may not
be true tomorrow. New knowledge sometimes proves that what
was thought to be a fact is not. This is partly because science
plants one fact on top of a foundation of earlier facts and these
new facts can actually modify the old ones. But science is also built
on the repetition of experiments by other researchers, to confirm
that the original research reached the right conclusions for the
right reasons. Sometimes, these repeat experiments lead instead to
different and unexpected outcomes. So over time, our understand-
ing about any area in science or medicine slowly changes. The
principal driver of this change is the researcher’s need to replicate
a finding. 

Chronic mononucleosis is one case where research changed doc-
tors’ understanding of the facts. Acute infectious mononucleosis
starts quite suddenly with symptoms of severe fatigue and a sore
throat; on examination, the patient will usually show a fever, a red
throat, and swollen glands in the neck and armpits. You will recall
that mono is caused by infection with several viruses in the her-
pesvirus family, most commonly the Epstein-Barr virus (EBV). For
many years, when a person came down with mono but never
recovered fully, it seemed likely that the patient had chronic
mononucleosis. In the 1980s, this became an accepted diagnosis,
and it seemed reasonable since these people appeared to have evi-
dence of chronically active EBV infection: elevated antibodies to
the virus. So the idea that there was a chronic form of mononucle-
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osis became a fact, and doctors began ordering EBV tests for
patients whose fatigue had no apparent medical cause. 

Here’s the problem: subsequent work showed that almost every-
one had elevated levels of these antibodies, because most of us are
exposed to EBV as kids (it usually takes the form of just another
sore throat). So much for chronic mono, which was subsequently
renamed chronic fatigue syndrome (CFS). The symptoms were real
enough, but the explanation that had seemed like a fact no longer
made sense. While other studies have found that these patients
tend to have higher EBV antibody levels than healthy people, there
is an enormous overlap. Today, we know that there are no con-
vincing data showing that persisting viral infection is the cause of
illnesses like CFS. However, the chronic viral infection hypothesis
persists for other viruses. I will discuss those possibilities later in
this chapter.

How Research Answers Questions

There are a number of different approaches to understanding the
causes of a clinical illness. These approaches are quite different
from those we use when we’re trying to understand basic biologi-
cal questions, such as how a cell works. That’s called basic
research. Clinical research may be very hands-on, with patients
actively involved in experiments, or it may be applied, with a
researcher comparing biological samples from patients—for exam-
ple, blood or muscle tissue—to those from healthy comparison
subjects. In this way, scientists can discover differences that might
lead to an understanding of the biology of the disease.

Another kind of clinical research consists of doing drug trials.
Drug trials have two purposes: to develop new treatments to help
patients with a disease, and to prove specific ideas about how a
given disease is caused. I gave you one example in the last chapter
when I discussed the BioBran trial. A positive outcome would have
provided ammunition for the immune dysfunction hypothesis as
the cause of CFS. Another example was a trial of an antiviral med-
ication in people with CFS. If the patients improved, that result
would have supported the idea that an active viral infection, such
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as chronic mononucleosis, was responsible for CFS. However, that
was not the outcome. The people receiving the treatment—one to
eradicate EBV—showed no more improvement than those receiv-
ing a placebo.

My patients know that I am a researcher, so they often wonder
whether I’m wearing my doctor hat or my researcher hat when I rec-
ommend a given course of treatment. I can understand this confu-
sion because I ask some of my patients to participate in my research.
It’s easy to tell the difference between doctorly advice and actual
research, however, since no one can be part of a study without sign-
ing a form known as a research informed consent. This document
explains exactly what participating in a study will involve, and any
risks that may arise. Nowadays, research cannot be done without
your informed consent. If you do not have a document indicating
that you have given your consent to participate in research, no one
is allowed to conduct research in which you’re a subject. But it’s
wonderful when people take the opportunity to participate in
research, because this is how medical advances are really made. If
the afflicted did not volunteer to participate in research on the invis-
ible illnesses, we’d never be able to move ahead.

Now that you have a sense of what research is about and the
importance of participating in it, I’ll describe the most cutting-edge
research areas and why some of them are so promising and excit-
ing. I’ve worked to make these understandable because I’ve found
that my patients are always curious about, and fascinated by, the
latest research directions. Based on past experience with my
patients, I’m sure you’ll be able to digest the science that follows.

Genetic Research

As in many areas of medicine, some of the key research into med-
ically unexplained illnesses today involves inheritance, or genetics.
The most powerful way to study inheritance is to examine pairs of
twins, in which one twin is healthy while the other exhibits a med-
ical problem. If the problem relates to inheritance, then the rates
of disease will be higher in identical twin pairs than in nonidenti-
cal twin pairs. If the problem relates to situations within the envi-
ronment, then the rates of disease should be equal in identical and
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nonidentical twins—that is, assuming they don’t live in radically
different environments. Two groups have conducted research into
chronic fatigue with twins as the subjects, and both reported sim-
ilar results—the rates of fatigue were higher in a group of sick
identical twins than in a group of sick nonidentical twins. That
was an important finding, especially coming from two different
studies, because it showed that a tendency toward chronic fatigue
could be inherited; in other words, it may run in your family. 

One of the studies found an equally important second result:
that fatigue and depression did not go hand in hand but instead
had independent risks related to inheritance. Another group 
used a second approach—the family method—to look at the ques-
tion of heredity in fibromyalgia (FM). In the family method,
researchers ask questions over the phone to ascertain if a relative
of the patient has the same medical condition or symptom, in this
case, medically unexplained pain. The researchers found that FM
existed in 19 percent of the relatives of patients with FM but in
only 4 percent of the relatives of patients with rheumatoid arthri-
tis (RA). The group also found a raised rate of depression in the
relatives of FM patients compared to what was found in relatives
of RA patients. The fact that this association was not found in
chronic fatigue suggests that illnesses characterized primarily by
fatigue may differ from illnesses characterized primarily by pain.
Depression and pain may be linked somehow, while depression
and fatigue are not. But finding a link between FM and depression
is important in and of itself. The results of the studies just men-
tioned suggest that whatever produces FM also may produce
depression, a possibility I discussed in chapter 5. 

One major problem with this family method study is that the
researchers did not confirm the diagnosis of FM by doing a tender
point exam. To remind you, the diagnosis of FM requires wide-
spread pain plus multiple tender points. However, in the family
study performed by my colleague Dr. Karen Raphael, she rectified
this problem by assessing people for tender points too. She found
the same result: family members of patients with FM had an
increased risk for having both FM and depression and not neces-
sarily at the same time. As in the family study conducted without a
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tender point exam, the increased risk was about 20 percent. Obvi-
ously this is a lot less than half, so we can deduce that genetics are
not the whole explanation. But the studies do add up to mean that
inheritance is one factor in producing medically unexplained
fatigue and pain. Such a link is important because it indicates that
these illnesses should not be in the “nothing wrong” category; they
exist and have a genetic explanation, at least for some patients.

Finally, a group at the University of North Carolina has made a
major step ahead in understanding how genetic predisposition can
lead to pain-related problems. This group genotyped 202 healthy
women, looking specifically for different forms of a gene related to
pain sensitivity called COMT; prior to this work, interest in this
gene was mostly focused on the fact that its primary action was to
produce the hormone adrenaline. Importantly, the researchers
found that specific forms of the gene predicted increased sensitiv-
ity to painful stimuli. Over the three years of the study, fifteen
women developed temporomandibular joint disorder (TMD); of
these, half had the genotype for increased pain. Yes, this is a small
number, but the results will encourage further research—again
with the goal of replicating this result. Nonetheless, this result sug-
gests that genetic factors play an important role in the develop-
ment of this regional pain syndrome. My guess is that the same
genetic sensitivity will be shown to be important in irritable bowel
syndrome (IBS) as well as in FM. Being able to pinpoint a gene is
the first step in coming up with therapies to reduce its role in mag-
nifying the intensity of a painful stimulus.

The Immune System Connection

Some of my own research has looked at the idea that the immune
system may be involved in chronic fatigue and pain. In the same
way that early work suggested that viral infection might be the
cause of isolated fatigue and widespread pain, similar logic impli-
cated the immune system. When you get the flu, it is not the virus
that makes you feel awful; instead, it is your body’s response to the
virus that causes symptoms like elevated temperature and fatigue.
Unpleasant though the result may be—no one likes to be bedrid-
den with the flu—we can take some small comfort from knowing
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that if we feel awful, our body is probably trying to fight the infec-
tion. Researchers reasoned that in the case of many diseases, it is
the factors that produce the immune response that protect a per-
son from infection.

Over the past decade, drug companies have worked hard to iso-
late these immune active materials, which are called cytokines. In
studying the actions of cytokines, researchers learned that they can
also improve health in diseases with dysregulated cytokine release
or viral infection. Therefore the pharmaceutical industry has
invested many millions of dollars to develop cytokines—or sub-
stances that neutralize the actions of cytokines—for use as drugs.
Currently, cytokines or cytokine blockers are used in the treatment
of autoimmune and virally related diseases including multiple
sclerosis, rheumatoid arthritis, and hepatitis. And researchers are
working hard to identify other diseases that could be improved by
manipulating immune activity.

When cytokines are given to a person, the drug itself makes the
person sick—just as in the case when the body makes cytokines as
a reaction to viral infection. Realizing that cytokines given as
drugs often produced flulike symptoms and diffuse soreness,
researchers began to hypothesize that unexplained pain and
fatigue had an immunological basis. In fact, patient advocates ini-
tially labeled patients with prolonged and disabling fatigue as hav-
ing chronic fatigue and immune dysfunction syndrome (CFIDS). 

This idea led to a flurry of research in the 1980s and early 1990s
that found immunological abnormalities in people with CFS,
which also extended to people with other unexplained illnesses,
such as FM. Focus on CFS was most intense because of the flulike
symptoms that were part and parcel of that illness. However,
research done to try to replicate these early reports, including our
own, found relatively little difference in the immune function of
patients and of healthy people. 

One explanation for this result lay in the fact that data from
extremely sedentary patients were compared to data from active
healthy people; these differences in activity or fitness alone can
explain much of the difference between patients and controls.
However, our own careful review of the immunological literature
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noted that one test—for natural killer (NK) cells—was frequently
abnormal across studies, with either low numbers of cells in the
blood or low activity of existing cells. High counts and high activ-
ity are thought to be healthful in that the job of these cells is to tar-
get and kill virally infected cells and tumor cells. 

Importantly, new evidence exists to indicate that these results
are not simply due to differences in activity between the healthy
comparison group and the patients. A recent study from the Uni-
versity of Miami found the same reductions in patients compared
to sedentary but otherwise well controls. In addition, they found
that those patients with low NK cell activity have more symptoms
and do worse on cognitive tests than those with normal levels.
Finding objective differences in cognitive function is important
and does suggest using NK cells as a marker of a subgroup of
patients with immune dysfunction. However, as I discussed in the
last chapter, BioBran, a nutraceutical that increases NK cell activ-
ity, did not improve CFS symptoms. This negative result leads me
to conclude that NK cell dysfunction is not a cause of the disease
but a marker perhaps related to disease severity or inactivity. But
identifying markers is still very important in allowing us to iden-
tify subgroups of patients that each may have different reasons for
illness onset. 

Besides the NK story, there really is little to support the idea of
immune dysfunction as a cause of medically unexplained fatigue
and achiness. But here’s an interesting twist: Digging a little deeper
into the research, I learned that all of the studies looking for all
types of immune differences had looked at blood drawn during the
daytime. What happens at night might also be well worth study-
ing and nocturnal alterations in immune function might produce
chronic fatigue and pain by disturbing sleep.

The immune system is known to regulate sleep via a balance
between sleep-producing and sleep-disturbing cytokines. Perhaps
some patients had a disease of cytokine regulation in which the
normal balance of the different kinds of cytokines was tilted in
favor of sleep-disturbing cytokines, resulting in night after night of
poor sleep. Obviously such people would have fatigue, and some
data existed to indicate that they would have pain too. In contrast
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to this, I thought that poor sleepers—people with insomnia—
would show an imbalance in favor of sleep-producing cytokines.

As we discussed in chapter 6, unrefreshing sleep is a hallmark of
medically unexplained fatigue and pain, and sleep studies in
patients with these problems found disrupted sleep with frequent
periods of awakening throughout the night. My idea was to sam-
ple sleep-producing and sleep-disturbing cytokines while CFS
patients and healthy comparison subjects slept. If my hypothesis of
a disturbed cytokine sleep network in patients with FM and CFS
was correct, then a night of total sleep deprivation for both
patients and healthy controls should magnify the differences. The
sleep cytokine network of healthy people should tilt toward sleep-
producing cytokines to compensate for the abnormal situation,
leading them to fall asleep quickly. But the unhealthy patients,
unable to produce sleep-producing cytokines in sufficient numbers
(or with sufficient function), probably wouldn’t be able to get to
sleep despite their fatigue, because of their underlying immune
dysfunction. Instead—if I were right—they would still overpro-
duce the sleep-disturbing cytokines and continue to show prob-
lems falling asleep.

My proposal to study the sleep-cytokine system in CFS was
finally approved by the National Institutes of Health (NIH). As I
write this chapter, the work has been going on for more than two
years. Women with CFS are coming to our university for medical
evaluation and, when appropriate for research, they return to our
laboratory for blood sampling while they sleep. If you’re curious
about how the work is going, I’m afraid you’ll have to be patient
a while longer; but in 2008, you should be able to find the results
in medical journals. Just type “PubMed” into any Web search
engine and then enter my name, and you’ll be able to find the
National Library of Medicine’s list of articles.

So, if I am right, I will have found an explanation for some cases
of what had been labeled as “medically unexplained illness”—an
immune dysfunction that robs some patients of adequate rest. As
I explained in the early chapters of this book, this incremental
approach is the way medicine advances. But even if my hypothe-
sis is correct, I have to emphasize that it really will apply only to
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some cases. I don’t expect it to hold for those patients who com-
plain of unrefreshing sleep but who actually have normal sleep
patterns. In contrast, my hypothesis should hold for those patients
whose sleep is shown to be characterized by multiple mini-
arousals—brief episodes of wakefulness of which they might not
even be aware. And then what? I will work with pharmaceutical
companies to develop a drug to right the imbalance, either by
blocking the action of the sleep-disturbing cytokines or by increas-
ing the release of the sleep-producing cytokines. But, obviously, all
this will take time. 

I also gave some thought to the fact that nearly every study on
immune function had looked within blood. That left out a whole
range of other possibilities. One of the first studies I ever did
showed that patients with fatiguing illness—produced by CFS or
MS—also had cognitive problems. As a neurologist, I immediately
came up with the idea that some patients with fatigue might actu-
ally experience their symptoms due to a brain problem. It occurred
to me that the place to look for immune abnormalities might be
the fluid that bathes the brain—spinal fluid—rather than blood. To
evaluate that idea, I conducted a study in which I collected spinal
fluid from patients with CFS, as well as from healthy comparison
subjects. 

The spinal tap—also known as a lumbar puncture—sounds
scary to many people, but research has shown that most people
find it less uncomfortable than getting an injection in the buttocks.
And in this case, the discomfort may well have been worth it,
because our study found two potentially important results: first,
30 percent of the patients had minor abnormalities in the makeup
of their spinal fluid, but none of the people in the healthy control
group showed these abnormalities. Second, I found increases in
one cytokine for CFS patients with sudden illness onset, and
increases in a different cytokine for those who had the abnormal
spinal fluid results. These results certainly should put to rest the
idea that patients with this disorder have the “nothing wrong syn-
drome.” This study is particularly important because it is one of
the first to document immune dysfunction related to the brain.
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The Role of the Brain and the Heart

These results with cytokines supported our earlier work suggesting
that some people with CFS have a subtle neurological disorder. In
those earlier studies, we had found that CFS patients with no evi-
dence of depression were the ones with worse cognitive function
than CFS patients who had experienced depression. The way we
check cognitive function is to conduct neuropsychological tests.
The complaint of fuzzy brain, while fairly common in CFS
patients, usually expresses itself only in subtle ways, but neu-
ropsych testing showed problems in doing at least one set of tasks:
those that require both mental processing and a physical, motor
response. (As an example of this, we might ask a patient to look at
a series of numbers on a computer—the processing part of the
test—and press a button to indicate whether the newest number 
is the same as the one that appeared two numbers before (the
“motor” part). 

A second important finding was that people who had never
been depressed had more abnormalities on brain magnetic reso-
nance imaging (MRI tests) than people who had also suffered with
depression. These abnormalities were usually tiny lesions, few in
number, and they could occur in healthy people too—but only
rarely. Some evidence exists suggesting that these MRI abnormal-
ities are only the tip of an iceberg. A recent report indicated that
the part of the brain responsible for cognitive processing, called
the cerebral cortex, was smaller in CFS patients without evidence
of depression than in healthy people. Patients who were the least
active had smaller cerebral cortical volumes than those who were
more active. Although it is possible that this was a product of inac-
tivity, the more likely explanation is that the results reflect some
smoldering ongoing disease process. 

The bottom line is that some form of brain dysfunction, which
can be measured and which may take a physical form, may be the
cause of your severe fatigue and pain. To a neurologist, the com-
bination of mild cognitive problems, minor abnormalities on brain
magnetic resonance imaging, and minor abnormalities in spinal
fluid—in the absence of depression—adds up to something wrong
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with the brain, but just how they do so is a question for further
research. No one wants to have brain dysfunction, of course, but
where there are physical abnormalities, there is always a hope of
treatment. And at the very least, this procession of studies point-
ing to differences in brain function—or even in the physical con-
dition of the brain—is early evidence of an explanation for
illnesses that had previously been thought to have no medical
explanation, or even worse, were imaginary. 

To shed more light on how we carried out all this research, it’s
worth talking about how MRI scans work. You’ve probably heard
of these tests, which enable doctors to see the anatomy of every-
thing under the skin, but few people are really aware of how they
work. The most common application of MRI is to look for
anatomical abnormalities. The scans work by imaging the amount
of water in different bodily tissues, with bone having the least and
spinal fluid or blood having the most. The slight differences in
water composition within the brain, for example, lets doctors eas-
ily differentiate the part of the brain housing the brain cells, called
neurons, from the neighboring fiber tracks connecting those neu-
rons with one another. And seeing a tumor or an abnormal collec-
tion of blood vessels is easy with MRI. In contrast, functional
magnetic resonance imaging moves past anatomy; it can localize
the part of the brain responsible for different bodily functions or
different feeling states. 

As an example, let’s consider how an MRI would show the part
of the brain that’s active when I tap my finger on a desk. In order
to tap my finger, the neurons that control the muscles in my finger
need to turn on. Active cells require oxygen and the body’s major
nutrient, glucose, in order to continue working efficiently. To get
these substances to the brain cells that are suddenly active when I
wish to tap my finger, blood vessels near those cells open up
(dilate), bringing more oxygen into the working cells. The detectors
in the MRI scanner can sense the change in oxygen, and so when
the brain is imaged, the area housing the active cells lights up.

My colleagues used functional neuroimaging during a mentally
challenging task given to CFS patients and during the time that a
warm, nonpainful stimulus was applied to the hands of FM
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patients. Despite very different stimuli and different patient
groups, the general outcomes were surprisingly similar. The brains
of the CFS patients acted as if the task was much harder than it
actually was, while the brains of the FM patients acted as if the
stimulus was painfully hot rather than warm. In other words, a
healthy person would have to have been given a very difficult task,
or subjected to a much more painful stimulus, to produce the same
response that the CFS and FM patients experienced when receiv-
ing rather easy tasks and stimuli that weren’t painful at all. Why
the brain overreacts to these inputs is not known, but FM
researchers speculate that muscle injury may alter inputs to the
brain in such a way to lead to this kind of sensitized response. 

While these results could suggest that the brains of all the
patients were set at a higher notch than would be the case for
healthy people, another explanation could be that the CFS and
FM patients were hyperalert to any stimuli—more expectant that
something was going to happen. However, if that were the case,
one would expect to see areas of the brain involved in arousal or
anticipation to light up also, and this was not the case. So the idea
of hyperalertness does not really explain a major finding in
fibromyalgia—that FM patients report pain when they’re sub-
jected to lower amounts of physical pressure than people without
this problem. That this was not the case suggests that painful (or
even not-so-painful) stimuli cause the brains of these patients to
overreact; this is called central sensitization. That interpretation is
buttressed by experiments showing that FM patients show a dis-
tinctly different physiological response to a painful stimulus from
healthy controls. People with both FM and IBS show the same
reduction in pain threshold as patients with FM alone. Oddly
enough, though, when IBS occurs without FM, the situation
changes; these patients are actually less sensitive to pain in most
parts of the body, but they’re hypersensitive to the painful stimu-
lus of rectal distention. This result may mean that IBS alone is a
different disease from IBS with FM.

A rather different way of looking for brain dysfunction is to see
how the brain responds when it is activated. A common way to do
this in the laboratory is to impose a stressful demand—a physical
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stress like vigorous exercise, or a mental stress like asking the sub-
ject to do math computations in his or her head. Researchers then
gauge brain activation by looking at the organs the brain controls,
such as the heart, the blood vessels, and the gut. These organs
receive their instructions from the brain via the autonomic nervous
system (ANS), and the brain can alter the function of these organs
by turning the ANS on or off. The ANS has two branches: the
sympathetic nervous system that prepares the body for a “fight or
flight” reaction, and the parasympathetic nervous system that pre-
pares the body for eating, digestion, and sex. 

When the body gets ready to run or fight, digestion stops, sex-
ual arousal withers, heart rate and blood pressure zoom, and the
adrenal gland pumps out two hormones: adrenalin, which
improves alertness and further turns on the cardiovascular system,
and a variant of cortisone called cortisol, which works to release
the body’s major fuel, glucose, from its storage reservoir in the
liver. Now the body has plenty of fuel, enabling you to run, fight,
or do whatever else you need to do to protect yourself from immi-
nent danger. Once the emergency is over, everything returns to
normal, and the sympathetic and parasympathetic limbs of the
ANS come back into balance. In contrast, when you are eating or
resting, your parasympathetic nervous system takes the lead.

You now know that when people with unexplained symptoms
are stressed, their brains tend to overreact compared to the brains
of healthy people in a control group. You would think that the
body, responding to this increased brain activity, would also
become even more poised for “fight or flight” than the bodies of
healthy people. Instead, the opposite happens: in people with CFS
and the other “unexplained” illnesses, the body actually responds
less! So if you have one of these illnesses and you suddenly find
yourself in a stressful situation, you’ll actually experience a double
whammy: Your brain will work harder, but your body will be less
responsive. Perhaps this combination of mild biological deficien-
cies adds up to produce the dramatic symptom worsening that
people report after even minimal effort. 

This line of research has led to the idea that medically unex-
plained fatigue and pain may be stress-related disorders. A
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reduced cardiovascular stress response could explain why patients
report feeling so much worse after even relatively minor physical
or mental stress. The brain is alert, but the heart doesn’t pump
enough blood to meet the need; when that happens, your organs
may not get enough oxygen. You feel stressed, but instead of being
poised for action, you feel sluggish. 

In addition to reduced “stress reactivity,” another measurable
difference in people experiencing these illnesses is abnormal day-
to-day activity of the stress hormone cortisol, which varies from
being on the low side for CFS to being on the high side in TMD.
Low levels are associated with fatigue and reduced capacity to deal
with infection while high levels over long periods of time can lead
to cognitive problems. In addition, there are data—clearer for FM
than for CFS or IBS—that stressful life events can trigger the start
of these illnesses.

What about the autonomic nervous system, which is supposed
to be carrying all of those instructions from your brain to various
parts of your body? We know that when healthy people keep
physically fit, their ANS balance tilts in favor of increased
parasympathetic tone; that’s why athletes have such slow heart
rates. Deconditioning and disease, on the other hand, reduce
paraysmpathetic tone, leading to a predominance of sympathetic
tone. Your heart rate increases and you’ll feel more stressed. 

Our group was one of the first to note that parasympathetic
activity was below normal in people with CFS, and the way we did
this is interesting. Feel for your pulse, either in your wrist or just
to the side of your windpipe in your neck. Breathe in very slowly
and then breathe out very slowly. You may feel your pulse rate
slow down as you breathe in, and speed up as you breathe out.
This “heart rate variability” is due to coupling between breathing
and pulse and is called the respiratory sinus arrhythmia. It is pro-
duced when the parasympathetic nerves connecting your brain to
your heart cycle on and off, and is totally normal. Naturally, then,
losing this kind of arrhythmia is abnormal. The more clocklike the
pulse rate, the poorer the parasympathetic tone. People with dis-
eases such as diabetes, heart failure, CFS, FM, and IBS may find
that their pulse does not vary greatly with breathing. This sounds
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like a good thing, but actually it isn’t. Reduced parasympathetic
activity means that sympathetic nerves are working more than
they should.

To combat this imbalance, I suggested you consider buying
Freeze-Framer, the biofeedback software I described in chapter 9.
That computer program shows just how well your parasympa-
thetic nerves to the heart are working and allows you to practice
improving your parasympathetic tone. Kundalini yoga probably
does much the same thing because of its attention to breathing.

Abnormalities in autonomic balance in favor of the sympathetic
branch may explain why some CFS patients have a heart rate
problem. Remember that when the sympathetic nerves fire, your
heart rate goes up. Consistent with their having increased sympa-
thetic tone, some CFS patients have heart rates that are either too
high or too reactive. Either their pulse rate at rest is rapid, over 90
beats per minute, or their pulse rate increases by more than 29
beats per minute while standing or hits an absolute value of 120.
In the 1980s, when women with these reactive hearts also reported
having symptoms of fatigue, chest discomfort, and feeling worse
after exertion or after standing, they were usually referred to car-
diologists to be sure they didn’t have heart disease. Such women
received the diagnosis of mitral valve prolapse, a condition where
blood sometimes backs up in the heart due to a malfunctioning
heart valve. However, advances in cardiac imaging made it clear
that these women did not have any heart abnormalities. They were
no longer given unnecessary referrals to cardiologists, but unfortu-
nately they were instead left to fend for themselves. They were
among the many classes of patients who fell through the cracks of
classical medicine. 

In the late 1990s, this reactive heart problem was given a new
name: postural orthostatic tachycardia syndrome, or POTS. I
touched upon this issue in chapter 9. Translated into English,
POTS is the syndrome of excessive heart rate acceleration after a
person goes from the lying to the standing posture, and it is age-
related. POTS is very common in kids with CFS and a lot less com-
mon in CFS patients in their late thirties and forties, the average
age group of patients in my practice. In contrast, we have recently
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learned that about 20 percent of our older patients have a differ-
ent problem related to standing. We call this postural orthostatic
syndrome of hyperventilation, or POSH. Here instead of the heart
rate zooming, people breathe more deeply and effectively hyper-
ventilate. In doing this, people exhale the carbon dioxide dissolved
in their blood more than would normally be the case. Low levels
of carbon dioxide in the body produce a host of symptoms, and
one early notion—which my colleagues and I examined and
rejected years ago—was that CFS was nothing other than hyper-
ventilation syndrome.

In reality, however, hyperventilation and POSH are quite differ-
ent. A major difference is that CFS patients with POSH breathe
normally when lying quietly; it’s only when they stand that they
change the way they breathe. Nor were our patients hyperventilat-
ing (in the usual sense) because they were anxious; our research
shows that anxiety and depression scores are the same for CFS
patients with POSH as for those without it. 

POSH can coexist with POTS. And CFS patients with either
POTS, POSH, or both of these abnormal conditions feel worse
when they stand than CFS patients without them. Their presence
certainly tells us something. One similarity between POSH and
POTS is that patients with either one have less blood in their chest
than is normal. Intrathoracic hypovolemia is normal when you
quickly transition from lying to standing. Switching your posture
like this leaves a pint of blood—the amount you would donate in
a blood drive—behind in the veins of the legs and buttocks, thus
temporarily shortchanging the brain. That’s why some people get
slightly dizzy when they stand up too fast—especially if they’ve
been out in the sun, where the heat causes blood vessels to dilate
and pool more blood than when they are constricted (which
occurs when you are cold). If you’re a healthy person and sud-
denly stand up on the beach on a hot day, you might experience
this dizzy feeling for a moment, only to have it pass quickly. The
dizzy feeling has to do with less blood getting to your brain than
should be. 

Your body is set to deal with these minor orthostatic stresses
and does so by adjusting heart rate and blood pressure, so that
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blood flow to the brain remains normal. But certain patients—very
often with complaints of chronic fatigue and achiness—don’t
show these normal reactions. For reasons researchers are still
studying, these patients instead develop POTS, POSH, or both of
these physiological abnormalities while stating that they feel a lot
worse when they stand up. This symptom is known as orthostatic
intolerance, and our working idea is that orthostatic intolerance
may lead to reduced blood flow to the brain, which may produce
chronic fatigue.

While nothing is known about the physiological processes pro-
ducing POSH, quite a lot is known about POTS. It seems to
develop via several possible mechanisms: because blood exudes
out of vessels in the legs into the tissues beneath the skin to pro-
duce swelling or edema, because the muscles in the leg that usually
pump blood up into the chest don’t work well, because blood
pools somewhere below the chest, or because there is too little
blood altogether. Currently laboratory methods allow us to iden-
tify only the last of these. This is done by a radiological test to
determine total blood volume and mass of red blood cells. But I
have little doubt that research will lead to a better understanding
of the rest of these symptoms and of POSH, and that’s why these
subjects are a cornerstone of my own research goals for the rest of
this decade.

Why am I stressing POTS and POSH so much? They fill a gap
in trying to understand chronic fatigue. I made a big point earlier
in the book about splitting syndromes into subgroups that might
allow us to better understand cause and then move on to treat-
ment. My efforts in doing this depended on what patients told me
about their illness. In contrast, POTS and POSH produce frank
abnormalities that I can measure. They are biological markers for
an underlying physiological abnormality that may explain chronic
fatigue and widespread pain. Having a physical abnormality pro-
vides me more secure ground for splitting patients into groups
than would be the case with patient-reported symptoms. Then I
can focus on that subgroup in an effort to find its underlying
causes and then develop ways of treating or interfering with this
process. This process is what is needed to move from the “nothing
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wrong” explanation to the idea that something definitely is wrong.
Diagnosing POTS or POSH in a CFS or FM patient is the way to
move ahead with this plan. 

What appears to be low blood volume could explain an impor-
tant finding we have recently made. We divided our CFS patients
into those on the severe end of the illness spectrum and those with
less-severe CFS. We called a case “severe” if it fulfilled the original
1988 case definition for CFS with symptoms reported to be sub-
stantial, severe, or very severe (rather than mild or moderate). We
then measured the amount of blood the patients’ hearts pumped
with each beat (that is, stroke volume). Those with severe CFS had
lower stroke volume than less severely ill CFS patients or the
healthy controls. If sufficient amounts of blood do not reach the
heart—as would be the case with low blood volume—then stroke
volume will be low. But stroke volume can also be low if some-
thing is wrong with the heart. One of the earliest symptoms of car-
diac dysfunction is exertion-related fatigue.

Could underlying heart disease cause CFS? We certainly know
that if a heart is damaged either by a heart attack, infection, or
having to pump against pressure, as in the case of hypertension,
the heart goes through a lengthy process of dealing with the
insult. Often, it doesn’t completely recover. This is the first step
toward heart failure, and it can be decades before the patient has
visible signs of this problem, including swollen legs and shortness
of breath when lying flat. One group of researchers has suggested
that some CFS patients may really have chronic viral infections of
the heart. Though they were unable to find an actual virus, they
did find antibodies to viral building blocks in some CFS patients.
This is an important hypothesis that we are also pursuing, but I
don’t think it will prove to be a major factor for many CFS
patients. In sixteen years of practice, I have not seen one patient go
on to develop anything suggestive of heart failure. 

The idea that some infectious viral or bacterial agent, or a frag-
ment of such an agent, causes CFS or FM continues despite many
negative studies. My own experience with treating possible bacte-
rial infection is equally negative. Since I have never seen a patient
improve while on antibiotics, I ask patients to stop taking them if
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they tell me they are taking them chronically. I believe patients
should not receive treatment for infectious agents unless testing
definitively confirms infection, because the medicines used to treat
infections have marked side effects and can be dangerous.
Nonetheless, there is one line of research that supports the idea of
chronic infection. Studies that began at Temple University showed
that CFS patients have activation of the body’s innate antiviral
defense mechanisms, a system that normally goes into play only if
there’s a viral infection. This finding has been replicated in several
labs and the system is not activated in fatigue related to depres-
sion. Whether this activation reflects a specific underlying infection
is not known, but I think research in this direction is important
and bears watching in the next few years.

A final possibility is infection of muscle. Early on, some
researchers supposed that abnormalities in muscle tissue—infec-
tions or some other kind—might explain the muscle achiness of
FM and CFS. One recent paper reported finding evidence for viral
infection of muscle in 21 percent of CFS patients and in no con-
trols. Those patients positive for infection had more problems on
exercise testing than those without infection. This suggests that an
infection had affected their ability to use their muscles to exercise.
Again, we need to wait for this study to be replicated by others.
The research process is a slow one, but I’m confident it will even-
tually tell us, once and for all, whether some form of infection is
responsible for medically unexplained fatigue or pain.

The excitement of research is being able to sort out this tangled
web of possibilities. Though we don’t yet have final answers for
the causes of CFS, FM, and the other illnesses that are the concern
of this book, I think some of the most promising research of all is
in progress now. And of all of this research, studies on the auto-
nomic nerves, muscles, and vascular control—the bodily systems
we’ve looked at in this chapter—are among the most promising.
These studies are likely to find physiological causes for the symp-
toms of many patients, and perhaps for you.

The very fact that this chapter exists means that despite millions
of dollars of research and a great deal of hard work by thousands
of scientists, doctors, and patients, we still haven’t arrived at a
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commonly agreed upon cause of multisymptom illness character-
ized by fatigue and pain; for the most part, they do remain med-
ically unexplained. Understanding POTS is certainly a step ahead,
and I hope to do the same for POSH in the next few years. It’s
heartening to know that the quality of research in understanding
the causes of chronic fatigue and both widespread and localized
pain is improving every year. As a result, we’re way beyond where
we were one or two decades ago. I believe that further study of the
heart, blood vessels, brain, and the linkages among them will pro-
duce the answers we’ve all been looking for. It has already led to
one very important conclusion that more physicians need to
embrace: the illnesses we’ve been discussing may remain unex-
plained, but they are no more unreal than they are invisible.

Hope for the Future

Let me now lay out for you some of the treatments that are in the
pipeline.

Treatments for Orthostatic Intolerance

Orthostatic intolerance means feeling sick when you are on your
feet. Current methods for treating this problem are not very spe-
cific, and mainly act by trying to expand your blood volume. You
can do this by drinking at least eight large glasses of fluid a day
and by using salt freely. (Don’t do either of these, though, if you
have any evidence of high blood pressure.) Sometimes medicines
can be added to either expand blood volume even more, or else
constrict the blood vessels. In addition, gentle physical condition-
ing—like toe rises to strengthen the calves or crunches to improve
abdominal muscle strength—can help pump blood back up to the
heart during standing. Medically prescribed Jobst support stock-
ings may also help, especially full tights that cover both your legs
and abdomen. They come in different leg tightnesses; patients with
orthostatic intolerance should try the firmest compression—30 to
40 mm, as ordered by your doctor.

Scientists at the University of Miami received federal funding 
to test a different means of expanding blood volume using a 
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pharmaceutical approach—injection of a hormone, erythropoi-
etin, that regulates red blood cell synthesis. Giving this hormone
increases the numbers of red blood cells in the body and thus
expands blood volume. The prediction for the project was that this
treatment would relieve symptoms of CFS as well as those of
orthostatic intolerance in CFS patients who start out with a low
blood volume. Preliminary results from the Miami group con-
firmed that the drug expanded blood volume in those who started
out on the low side and also improved a patient’s ability to stand
for prolonged periods of time. But CFS symptoms did not
improve. This was disappointing, but unfortunately, that’s the way
research works. Your ideas don’t always pan out. Some other way
of expanding blood volume may work. Dr. David Bell gives some
patients with orthostatic intolerance a daily infusion with up to
two pints of saline solution. He’s done this over long periods of
time and strongly believes this treatment can work. The treatment
certainly is simple, but it requires a chronically implanted catheter,
and these can get infected. 

Drug Trials at Our Center 

We are doing a number of potentially important therapeutic trials
in my clinical and research group. The first has to do with the drug
Xyrem, which I discussed in chapter 7. While there has been one
double-blind placebo-controlled trial of this sleep-inducing drug in
FM patients, no one has studied what it will do for chronic
fatigue. I expect that the drug will relieve the feeling of awakening
unrefreshed after a night’s sleep. That trial should be underway at
the time this book appears in print.

A second path we’re pursuing has to do with my ideas concern-
ing the drug selegeline. In chapter 7, I mentioned that the drug
given orally in rather low doses showed a slight but positive ther-
apeutic effect. I would expect that giving the drug in higher con-
centrations may work even better. The availability of a trans-
dermal form of the drug allows this testing to be possible. Whereas
high doses of the drug taken by mouth expose patients to the risk
of the toxic “cheese effect,” this risk is dramatically lessened in the
transdermal preparation. Currently the only FDA-approved indi-
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cation for this preparation is depression, but this drug is much
more expensive than other antidepressant drugs available. So your
insurance company will balk at paying for this drug, but it may be
possible if you have both depression and CFS or FM. If you fall
into this group, you should discuss the possibility of this treatment
with your doctor. We know your depression will improve; my
hope is that your medical symptoms will too. Obviously the best
way to learn this is via an appropriate clinical trial. This depends
on the interest of the pharmaceutical company. I am currently test-
ing those waters.

A Device Instead of a Drug

If you think back to the discussions in chapter 7 of the way I treat
pain, you will see that treatments for pain often consist of drugs
with antidepressant properties and others that treat epilepsy.
Although depression and pain can be related, there is no other
seeming relation between pain and epilepsy—except for the suc-
cess of a common group of drugs in both conditions. That is the
start of a story about vagal nerve stimulation. The vagus nerve is
part of the autonomic nervous system. This particular autonomic
nerve carries information from the brain to the heart and stomach
and intestines and from those organs back up to brain. It is the
parasympathetic branch of the autonomic system that is involved
in turning off the fight-or-flight response, moving the body back
and forth from a state of alert to one of calm. Vagal nerve stimu-
lation (VNS) is FDA-approved to treat epilepsy when that condi-
tion continues, despite good medical treatment. No drug is specific
enough to activate only one nerve, so VNS is done by a device.

The story of VNS is fascinating because it is another illustration
of how medicine often advances via serendipity. When people with
severe epilepsy underwent VNS, an interesting side effect was
noted: those with depression felt less depressed. The company that
makes the stimulator then adapted the same tactic to target
depression that they had used with epilepsy. Since they had tried
VNS therapy with patients whose seizures continued despite 
the proper use of drugs, they did the same with patients whose
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depression continued despite adequate medication. An interna-
tional trial showed that VNS is effective, and now the FDA has
approved it for treatment-resistant depression—not its original
intent, of course, but a great development. Had the device never
been used for epilepsy, no one would have dreamed that stimulat-
ing the vagus nerve would relieve depression.

But the serendipity continues. Some research on animal test sub-
jects seemed to indicate less pain during VNS. In addition, studies
on patients undergoing VNS as a treatment for epilepsy noted a
reduction in a different medical problem, namely migraine
headaches, as well as learning that stimuli that had been painful in
the past no longer were. All these results seemed to be pointing to
a brain mechanism that somehow tied epilepsy, depression, and
pain together via a brain system that could be damped by VNS. 

The fact that people reported less pain during VNS suggested
that the treatment reduced the brain sensitization that I had men-
tioned earlier. This line of thinking led my associate and wife, Dr.
Gudrun Lange, to propose doing a preliminary study of VNS to
relieve FM pain. That proposal was funded last year, and it has
taken her one entire year to get over the various regulatory barri-
ers to allow her team to implant this stimulation package into
some FM patients. Specifically, she had to get agreement about all
the steps needed to do such a study from the FDA and our own
Human Studies Review Board. Approval had to come from one
group at a time, so the approval process was long.

Despite those delays, the project is moving ahead, and we
implanted our first VNS stimulator in April 2007. Our group at
the New Jersey Medical School has a lot of experience in implant-
ing and using these stimulators for patients with epilepsy. Moving
to FM is what is novel. We are only considering the treatment for
FM patients who continue to have a substantial amount of pain
despite treatment with a pain-relieving antidepressant and at least
two antiepileptic drugs. Implanting VNS is pretty much the same
as putting in a cardiac pacemaker, but a lot less dangerous since
we don’t go anywhere near the heart. A battery pack strong
enough to last a decade is placed under the skin, beneath the clav-
icle or under a muscle on the side of the chest, while the actual
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stimulating electrode is placed around the left vagus nerve. This
lies to the side of the artery you could feel with your fingers earlier
in this chapter.

FM patients are sensitive to painful stimuli, so one purpose of
Dr. Lange’s study is to determine if FM patients undergoing VNS
stimulation are bothered by side effects more than the other
patient groups. These side effects could include voice alteration,
hoarseness, cough, headache, and feeling short of breath. Since
these side effects tend to disappear over time for patients receiving
VNS for epilepsy, I expect that they won’t be a barrier to the
potential use of VNS to reduce FM pain. If this initial study shows
that FM patients have no more trouble with VNS than patients
with depression, Dr. Lange will mount a larger study to test the
efficacy of VNS in treating FM. I am expecting this to happen.
And of course, the side benefit of her study will be to prove that
FM pain is in the brain and can be reduced without drugs.

Keeping Up with Clinical Trials

The status of the NIH-approved clinical trial I just described can
be followed at a government Web site, www.clinicaltrials.gov. This
site plus another one, www.centerwatch.com, track ongoing clin-
ical trials that are initiated by researchers like me. Of the dozens of
trials listed, one is for a drug in the same class as Cymbalta but
with no proven antidepressant effect. Treatment with this drug,
milnacipran, reduced pain and other FM symptoms. The company
manufacturing the drug should be moving toward obtaining FDA
approval to bring it to market soon. I think approval of this drug
will act as a major incentive for other drug companies looking for
new markets for new drugs. Nonmalignant pain and fatigue are
finally coming into the purview of the pharmaceutical industry.
However, drug companies are notoriously secretive about dis-
cussing their ideas for treating any disease because of patent issues
and their chances of giving leads to another company. It’s hard for
anyone, including researchers like me, to know what other drugs
are already in trials, but the two Web sites listed here may tip you
off to new and early studies. 
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Finally, I wanted to discuss an entirely new class of drugs that is
under the investigative microscope for treating fatigue and pain.
The drugs act to stimulate one specific serotonin receptor in the
brain. The neurotransmitter serotonin is definitely involved in
depression, fatigue, and pain, and the specific serotonin receptor
targeted by these drugs may primarily influence fatigue and pain.
The only one of these drugs available on the American market is
ondansetron (Zofran), which is FDA-approved to treat severe nau-
sea and vomiting. One physician reported successfully using it to
treat the horrible fatigue that can accompany hepatitis C infection.
Zofran, however, is far too expensive and carries too many poten-
tially serious side effects for its use to be considered in a larger
context. A group of German psychopharmacologists have been
working on another drug from this class, called tropisetron, with
potentially fewer side effects. They published a series of studies in
2000 and 2001 suggesting that tropisetron could greatly relieve
FM pain. The fact that side effects were still a problem may
explain why little else about this drug has appeared in the medical
literature since then. However, pharmaceutical companies are now
able to “engineer” the drugs they develop so they can hit the tar-
get receptors while triggering fewer side effects.

The message I would like you to take home from this section of
the book is that illnesses such as FM, CFS, TMD, or IBS are no
longer “invisible” to researchers, whether they work in academia
or in the pharmaceutical industry. That industry understands that
fatigue and pain—whether localized to the mouth or the gut or
widespread—are very common and need attention. They are
responding to that need, but the process of identifying a molecule
that may work and then being sure it does work with limited side
effects is a lengthy one. In the meantime, you have this book and
your doctors to help you.
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Freeze-Framer is a device often used by biofeedback therapists,
but if you take your time and follow the instructions, you can use
it independently. I have no commercial interest in this device, and
others like it do exist. I use this one on the advice of several
biofeedback therapists whose opinion I value.

Put the pulse detector on a finger and then click Heart Rhythm
Display. Select the easiest challenge level and click Start. A few sec-
onds later, you should see your actual heart rate—both as a num-
ber and in a graph that moves from right to left, showing your
heart rate changing over time. If you don’t see this display or if
there are a lot of red lines, the pulse sensor is on too loose or your
finger is too cold. When your fingers are cold, your blood vessels
constrict, making it difficult for the sensor to detect your pulse. If
that is the case, just run your hand under warm water for 30 sec-
onds or so. Once you see a good representation of your heart rate,
you can follow how well your heart rate tracks your breathing by
selecting the box called Coherence Ratio. The goal is to have as
high a ratio as possible, which is indicated by a green color. If your
heart rate does not cycle from faster to slower with each breath, the
link between breathing and heart rate is poor and you will see more
red than green. Most people trying Freeze-Framer for the first few
times see a lot of red and not a lot of green.

APPENDIX

Use of the Freeze-Framer
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To move things from the red to the green—and from stress to
calm—make sure that you can sit in front of your computer with-
out any outside distractions for 7 minutes. Then watch the video
display while you slowly breathe in and out. Slowly is the opera-
tive word. Try to concentrate only on the sound of your breathing
and not on other thoughts. As you relax, your breathing rate will
slow down. As this happens, you’ll start to see the red disappear,
and the blue (or even green) will start going up. Put your hand on
your tummy as you breathe. You may initially not feel your hand
move much, meaning you are breathing mostly through your
chest and not through your abdomen. That form of breathing is
tiring and is not well coupled with heart rate. As you breathe, try
to do it in such a way that you feel your hand move in and out.
This abdominal breathing activates the connection between
breathing and heart rate. Focusing on positive emotions will help
you maintain this peaceful state. 

As you achieve change in your breathing, the graph of your
heart rate over time may become more variable—going slowly up
and then down with each breath—and your coherence values will
probably begin to shift from red, to middle levels (blue), and to the
tightest link between heart rate and breathing (green). This switch
means you are breathing healthily. The critical things that will help
you make this change are quiet abdominal breathing and focusing
on your breathing alone. If extraneous thoughts pop into your
head, refocus on your breathing. The exercise only lasts for a 
7-minute period, so this is not hard to do. Sometimes the shift
from poor to high coherence between heart and breathing can be
helped by exhaling a bit more air at the end of each breath. But
just concentrate on quiet breathing with no distracting thoughts in
your mind.

Freeze-Framer sums up how well you are doing in something
called an accumulated coherence score. As the link between your
heart and breathing gets better and better (a lot of green, perhaps
a bit of blue, and not much red), the program will tell you that you
are in the zone. This indicates good coupling between heart rate
and breathing, which leads to your feeling less stressed. Try to
increase the amount of this kind of healthy breathing you do each
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day by practicing at least twice per day. Eventually, as you get
good at this, raise the challenge level at least one notch to Normal.
At that point, it might be more fun to move to one of the games
provided in the program. To reduce any tendency toward the pos-
tural orthostatic syndrome of hyperventilation (POSH), practice
this breathing exercise while standing as well as while sitting.
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1. You, Your Symptoms, and Your Doctor

10 evaluated the records of 1,000 patients Kroenke, 1989
10 a problem in women’s health Kroenke, 1998
11 the pilot was right to be concerned Thompson, 2004
13 doctors listen to their patients for only 18 seconds Beckman, 1993
14 565 patients who had general medical examinations Boland, 1998
15 top twenty-five reasons that patients set up an appointment Boland, 1998
19 to actively take on the health concerns Nimnuan, 2001

2. Tests You Should Expect and Why

28 your doctor to test for this infectious agent Rivera, 1997
30 Hashimoto’s thyroiditis Pamuk, 2007
33 attack of some of their salivary glands Sirois, 2001
38 Ron Glaser, a virologist at Ohio State Padgett, 2004
40 they are having trouble concentrating DeLuca, 1997
40 problems processing complex information DeLuca, 1997
41 the tap is less painful Simini, 2000

3. What Doctors Know about Medically Unexplained Illnesses

48 0.23 percent of all women and 0.02 percent of men Swartz, 1991
48 97 percent of patients would receive the diagnosis Johnson, 1996
55 a fifty-fifty split Jason, 2003
56 numbers with clear CFS get quite small Jason, 1999
57 fatigue associated with psychiatric illness Jason, 2002
57 fine one day and horribly sick the next Solomon, 2004
57 Rates of CFS approach 9 percent White, 1998
57 just getting a bad viral illness Hotopf, 1996
57 41 percent versus 6 percent Solomon, 2004

Notes
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58 experienced infectious-type symptoms and fatigue Hamilton, 2001
59 a seven-fold increased risk Lucas, 2004
59 people living near Lake Tahoe Buchwald, 1992
60 for the location of the tender points Wolfe, 1990
61 peaking at 25 percent for women aged sixty to sixty-four Bergman, 2001
61 Rates of FM in Amish women and men White, 2003
64 The group made the decision to diagnose IBS Manning, 1978
64 questionnaire to 1,344 introductory psychology students Taub, 1995
65 use of each of these different clinical case criteria Boyce, 2000
65 One study followed 122 IBS patients Hahn, 1998
66 a greater impairment of normal social functioning Gralnek, 2000
66 One study in Minnesota Talley, 1991
68 One group looked at that exact question Aaron, 2000
69 syndromes are just variations of one another Barsky, 1999
69 those with CFS alone were twice as likely Cook, 2005
69 a severe GI infection increases the risk for developing IBS Moss-Morris,

2006
70 the DePaul researchers Taylor, 2001

4. When to Seek a Second Opinion and When to See a Specialist

83 women with CFS feel less stigmatized Green, 1999
86 George Engel, a farsighted physician Engel, 1977

5. Step One: Getting beyond Depression

101 We have compared a group of women Johnson, 1996
106 500 patients coming to the doctor Bridges, 1985
106 as the number of medical symptoms went up Kroenke, 1997
107 Patients around the world Simon, 1999
107 rates of alexithymia didn’t differ Kooiman, 2000
113 MAOIs are thought to be especially useful Quitkin, 2003
116 Both Beck and Ellis have written books Beck, 1985 & Ellis, 1998
116 Fifty-five percent of patients with depression Keller, 2000

6. Step Two: Removing Stress and Improving Sleep

118 risk factor for developing Kato, 2006
119 Hurricane Andrew, the devastating storm Lutgendorf, 1995
126 The Relaxation Response Benson, 2000
128 the Epworth Sleepiness Score Johns, 1991
129 one sleep specialist at the medical school in Stony Brook Gold, 2004
130 In addition, sleep deprivation itself Moldofsky, 1976
130 the average time in bed for a large number of adults Lauderdale, 2006
134 rates of RLS zoom in frequent blood donors Silber, 2003
134 pramipexole (Mirapex) Holman, 2005
134 Sleep-disturbed breathing occurs in up to 20 percent Tishler, 2003
135 many UARS patients are not overweight Guilleminault, 2000
135 People with UARS tend to have lower blood pressure Guilleminault, 2001
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135 People with low blood pressure, it turns out, Wessely, 1990
136 one recent study from the medical school at Stony Brook Gold, 2003
136 researchers found a very high rate of UARS in patients Gold, 2004

7. Step Three: The Role of Drugs in Relieving Pain, Fatigue, and Poor Sleep

141 One study done many years ago Ellis, 1973
142 evidence of lower than normal levels of this vitamin in the spinal fluid

Regland, 1997
143 let alone finding those results with a sugar pill Cho, 2005
144 A recent double-blind placebo-controlled trial Blockmans, 2006
145 An early study showed that it could be useful Olson, 2003
145 I did a trial of selegeline Natelson, 1998
146 These could be an important new avenue for treatment Hickie, 2000
146 reported to reduce severe fatigue is hydrocortisone Cleare, 1999
146 a follow-up trial was not effective Blockmans, 2003
147 a well-done double-blind placebo-controlled trial Vollmer-Conna, 1997
147 very rare in my experience Kerr, 2002
147 a drug called Ampligen Strayer, 1994
147 weekly injections of another immune stimulant Zachrisson, 2002
149 Duloxetine is the first in that class of drugs Arnold, 2004
149 antidepressant treatment can improve some FM symptoms O’Malley, 2000
150 TCAs, as well as a muscle relaxant Goldenberg, 1989
151 This drug is known to have pain-reducing properties McLain, 2002
151 The first one I use is Arnold, 2007
151 pregabalin (Lyrica) Crofford, 2005
152 a painkiller called tramadol (Ultram) Bennett, 2003
152 a need for opiates for some patients Kalso, 2003
154 If the pain disappears during this therapeutic trial Clark, 1985
154 administer additional growth hormone to FM patients Bennett, 1998
155 a similar trial with CFS patients had no effect Moorkens, 1998
155 a drug used to relieve nausea helped reduce fatigue Jones, 1999
155 a drug in this class, tropisetron Färber, 2000
155 preliminary results from an immune active substance Russell, 1999
156 taking 5-HTP three times a day Caruso, 1990
157 Several recent studies show that disturbing sleep Moldofsky, 1976 &

Lentz, 1999 & Hakkionen, 2001
157 trial of a drug called sodium oxalate (Xyrem) Scharf, 2003

8. Step Four: The Integrative Mind-Body Approach

166 buddy who acts as a coaching partner Pesek, 2000
167 patients who use the buddy system feel stronger Pesek, 2000
168 For example, studies have shown Gwee, 1996
168 Similarly, the presence of fatigue Wessely, 1995
168 Furthermore, focusing on symptoms Vercoulen, 1994
170 CBT, like gentle physical conditioning Sharpe, 1996 & Deale, 1997

258 Notes



170 Furthermore, CBT professionals can concentrate Edinger, 2005
170 CBT is effective in reducing symptoms Prins, 2001
170 improvements you make while using CBT Kennedy, 2005
172 This sense of helplessness can interfere Vercoulen, 1994 & Culos-Reed, 2000
175 This gentle version of aqua-fitness Gusi, 2006
177 Walking to wellness is a method Moss-Morris, 2005
178 The well-known writer Norman Cousins Cousins, 1981

9. Complementary Treatments

188 some evidence exists that carnitine Plioplys, 1995
188 One elegant study showed that acetylcarnitine Kuratsune, 2002
188 Moreover, an unblinded trial of carnitine Plioplys, 1997
188 a vitaminlike substance called NADH Forsyth, 1999
189 double-blind study of vitamins and antioxidants Brouwers, 2002
190 One of these studies noted that fatigue Martin, 2006
190 study done on women with neck and shoulder pain He, 2004
190 Hypnotherapy is another potentially useful technique Montgomery, 2000
190 One recent paper reported that hypnotherapy Gonsalkorale, 2003
194 Although tai chi has never been formally tested Wang, 2004
195 Dr. Jim Collins was able to improve Priplata, 2003
195 low blood pressure and fainting during postural challenge Bou-Holaigah,

1995
196 CFS behaves differently in kids Stewart, 1998
196 Because of the existence of POTS in some CFS patients Natelson, 2007
197 due to chronic hyperventilation Saisch, 1994
199 The important thing to emphasize here DeGuire, 1996
201 However, the teachers of this form of yoga Shannahoff-Khalsa, 1992
203 Technique against fatigue and listlessness Shannahoff-Khalsa, 1991
204 health improvements following dietary manipulation Haugen, 1991
204 limited periods of fasting Haugen, 1999
204 Similarly, being on a strict vegan diet Kaartinen, 2000
208 The 30-Day Low-Carb Diet Solution Eades, 2003

10. From Complementary Medicine to Quackery

217 average temperature over a twenty-four-hour period is 98.2 degrees
Mackowiak, 1992

217 body temperature in chronic fatigue syndrome (CFS) patients Hamilos,
1998

218 placebo-controlled study of vitamins and antioxidants Brouwers, 2002
221 Siberian ginseng for people with CFS Hartz, 2004
223 A double-blind placebo-controlled trial of BioBran McDermott, 2006

11. Promising Research into the “Invisible Illnesses”

230 the treatment—one to eradicate EBV Straus, 1988
231 research into chronic fatigue with twins Buchwald, 2001 & Hickie, 1999

Notes 259



231 fatigue and depression did not go hand in hand Arnold, 2004
232 Finally, a group at the University of North Carolina Diatchenko, 2005
233 our own careful review of the immunological literature Natelson, 2002
234 A recent study from the University of Miami Siegel, 2006
234 data existed to indicate that they would have pain too Moldofsky, 1976
235 disrupted sleep with frequent periods of awakening Krupp, 1993
236 One of the first studies I ever did DeLuca, 1993
236 our study found two potentially important results Natelson, 2005
237 The way we check cognitive function DeLuca, 1997
237 abnormalities on brain magnetic resonance imaging Lange, 1999
237 cerebral cortex, was smaller in CFS patients De Lange, 2005
238 My colleagues used functional neuroimaging Cook, 2004 & Lange, 2005
239 and this was not the case Gracely, 2002
239 this is called central sensitization Petzke, 2003
239 interpretation is buttressed by experiments Staud, 2001
239 hypersensitive to the painful stimulus of rectal distention Chang, 2000
240 Instead, the opposite happens: Ottenweller, 2001 & LaManca, 2001
241 abnormal day-to-day activity of the stress hormone cortisol Cleare, 2003

& Korszun, 2002
241 parasympathetic activity was below normal Sisto, 1995
245 amount of blood the patients’ hearts pumped Peckerman, 2003
245 have chronic viral infections of the heart Lerner, 1997
245 did find antibodies to viral building blocks Lerner, 2002
245 The idea that some infectious viral or bacterial agent Koelle, 2002 & 

Vernon, 2003
246 Studies that began at Temple University Suhadolnik, 2004
246 Those patients positive for infection Lane, 2003
250 In addition, studies on patients undergoing VNS Kirchner, 2000
251 Treatment with this drug, milnacipran Gendreau, 2005
252 One physician reported successfully using it Jones, 1999
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