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Preface

The February 2015 Institute of Medicine report on ME/CFS and the draft December 2014
Pathways to Prevention ME/CFS report confirmed what patients have long known. For the last
thirty years, the government, academic institutes, and medical societies that drive biomedical
research and deliver clinical care in the U.S. have at best ignored myalgic encephalomyelitis (ME)
and, at worst, led the charge that turned ME into a pariah.

Fixing this problem is going to require sweeping changes in every aspect of HHS’s policies and
actions toward this disease. But HHS is not going to make the magnitude of changes needed unless
pressured to do so by those outside of HHS, particularly the media, the public and Congress.

Long-time advocates know the story of what has happened to ME over thirty years. But for the
media and Congress, and for anyone new to this disease, the story is difficult to understand
because it is fragmented and obscured by misinformation and the irreconcilable mish-mash of
labels, definitions, and disease theories. Our objective in creating this document was to compile
one view of this story into a detailed, fully referenced resource. The focus of this document is on
the policy decisions and political and social forces that have held ME hostage, with a primary focus
on the U.S. and on the time period from the mid 1980s through the end of 2014. Recent events,
such as the release of the 2015 Institute of Medicine report on this disease,? are covered only
briefly. The scientific aspects are discussed primarily in the context of the patients’ experience of
the disease.

This document uses the term “ME” because the World Health Organization established this name.
Just as importantly, the term “ME” is used to clearly distinguish between the neuroimmune disease
seen since the 1930s and the collection of non-specific “CFS” definitions that are focused on
medically unexplained chronic fatigue. As the IOM report clearly stated, “a diagnosis of CFS is not
equivalent to a diagnosis of ME.” The objective is to avoid the semantic confusion that has resulted
from the interchangeable use of “CFS”, “ME/CFS”, “CFS/ME”, and “ME.”

This document is long and is intended primarily as a background reference. The table of contents
provides an overview. Shorter, targeted pieces are being created to approach the media and
congressional leaders; this document will provide backup where needed.

This document is posted online as a pre-release at (http://bit.ly/The_Burial_of ME). Important
events may have been unintentionally misinterpreted or missed, particularly if supporting
resources were not identified. Significant errors or omissions, ideally with supporting references,
can be emailed to medimmock@gmail.com. The final version will incorporate corrections.

We wrote this document with the intention of getting the story out and encourage others to use it
if it helps your efforts. Feel free to link to the document, print for personal use or quote as long as
you cite the authors, the title, the version date (May 2015) and the link. Many of the references
cited in this document are available online and can be quoted directly. As this document will
change, we ask that you link to it rather than posting elsewhere.

We especially wish to thank the many advocates whose decades of tireless advocacy, writings and
personal emails have provided the background and insight into the history of this disease and the

politics surrounding it.

Mary Dimmock and Matthew Lazell-Fairman
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Introduction

In 2013, I lost a dear friend who died after an extended battle with stage 4 cancer. She fought this
battle with courage and a will to win, secure in the knowledge that she had the full support of
friends and family and the best that experts in cancer research and clinical care could provide.
Armed with tissue studies and genomics, they selected the therapies most likely to control her
particular form of cancer. They carefully listened to her descriptions of the symptoms she was
experiencing and prescribed a range of treatments to give her relief. They embraced her with
empathy and caring when nothing worked. For cancer patients, at least for those with insurance,
the cancer medical system is a highly specialized—and in my friend’s experience, compassionate—
army ready to take on the enemies that have invaded your body. Even when the cancer ultimately
wins, as it did with my friend, this is first-class medicine borne of decades of first-class research.

[ am grateful for the care that my friend received and for the extra months of life that we were able
to share. And | am heartbroken to have lost her. But the experience has underscored the abysmal
medical care available for my 27-year-old son.

Five years ago, my son came down with myalgic encephalomyelitis (ME), a neuroimmune disease
that has caused a level of debility, suffering, and dysfunction similar to what my friend endured in
the last month of her life. Yet, my son’s experience with the medical system stands in stark,
unfathomable contrast to my friend’s experience. Virtually no research is being done on ME, let
alone the kind of sophisticated research being done in cancer. No disease-modifying drugs have
been approved, and few drugs are capable of lightening the impact of the range of symptoms from
which patients suffer. Few doctors even believe that ME is real and organic, much less understand
how to treat it.

Doctors have told my son he is just depressed, that he needs to exercise and that he just “wants” to
get onto disability, as though that is preferable to the vibrant life he has lost. One doctor admitted
she didn’t “understand all those tests” that an ME expert had performed, but nonetheless felt
educated enough to state that he was suffering from a “spiritual crisis” as a result of being on the
“wrong life-path.” And worse, even as supportive as my son’s family and friends are, many have
not understood the seriousness of the disease and have suggested that perhaps he just has a form
of narcolepsy, needs electroshock therapy, should take up meditation, or maybe just needs to eat
better.

Like my son, ME patients live in a world that is the medical equivalent of the most squalid slum in
the poorest country on earth. This medical wasteland has been created by thirty years of
misguided U.S. government public health policies toward ME, sloppy and purposely broad disease
case definitions (the formal description of the disease), a cognitive bias that has resulted in an
emphasis on perceived psychological issues, paltry research funding, misguided epidemiological
studies, miseducation of the medical community, and a systematic disregard of both ME patients
and ME experts that has virtually ensured that the situation will never change. This wasteland has
caused world-class researchers to be unable or unwilling to conduct the research needed to
understand the pathologies of ME, develop diagnostic tools, and identify desperately needed
treatments. It has caused clinicians to think that ME is some kind of non-specific chronic fatigue,
most likely a result of an underlying psychological problem and treatable by talk therapy and
exercise. It has left patients to rot, with no medical care and a life-threatening dose of medical-
provider induced trauma so severe that patients gamble their lives by avoiding seeing a doctor,
even when they are experiencing severe chest pain or other acute medical emergency.3
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The contrast between the medical wasteland that ME patients face and the first-class medical care
that my friend experienced could not be more drastic, especially for those who cannot access the
handful of ME experts and do not have insurance or family support. As two Norwegian oncologists
who also treat ME patients noted in a comparison of this field to cancer, “the contrast in attitude,
investments, research and understanding of disease mechanisms in ME / CFS [sic] are striking.”+
The terrible irony is that my son and other ME patients will only ever access the kind of first-class
medical care that my friend received if they develop cancer or heart disease, diseases that studies
have suggested are the long-term consequence of having ME.5

The harsh reality is that, given HHS’s continued neglect, my son will die before he gets better. I am
crushed when I think about the terrible suffering and loss that my now 27-year-old son will have
to endure for the rest of his life. But I scream, knowing that my son is paying this terrible price
because the U.S. government has so badly bungled this ME crisis since before my son was even
born.

My son’s story—and the story of all ME patients—is about the ugly side of medical care and public
health policy in this country: the personal agendas and politics, the sloppy science, the lack of
caring, the neglect and arrogance, and the outright refusal to listen to patients and their doctors. It
is the story of what happens to a disease exiled outside of the research institutes, academic
centers, and medical specialties that drive biomedical innovation and delivery of health care in this
country. As the IOM report demonstrates, it is the story of a federal response so flawed that it
failed to achieve a single meaningful outcome in thirty years, sentencing my son and all ME
patients to lives of terrible debility and stigma, while saddling our country with a huge economic
burden.

[t is scientifically and morally unacceptable that up to one million disabled Americans have been
mistreated, disbelieved and discarded in this way for three decades. This must stop. HHS must
accept its responsibility to address this crisis and must implement sweeping changes in its
policies, actions, leadership, and commitment to this disease. Band-aids and small changes
masquerading as a response are not acceptable. The medical community must learn about the
disease and provide the kind of medical care that these patients desperately need and deserve. Our
congressional leaders must implement the oversight needed to ensure that HHS makes forward
progress. And all of us must start anew and rebuild this story so that ME patients can finally escape
this living hell.

Mary Dimmock
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1. The Patients’ Experience of ME

Since very early on in my illness, when it truly sank in that I was ‘incurable,” I knew that I felt so bad
that without the ‘realistic hope’ that I would get better, I could not live indefinitely in this state. That
was over 19 years ago, and I haven'’t experienced a day yet which I would be willing to spend decades

living life knowing the next day would be the same forever.
— Eric Moore (ME patient for almost 20 years, died by suicide in 2011)¢

In the years since my son became sick with myalgic encephalomyelitis in 2010, I have watched this
disease rip his life to shreds. A life of joy and promise shattered in the blink of an eye, the wreckage
spread across the months, years and likely eventually decades, unless there is a shift in the politics
and public policy surrounding this disease.

He is not alone. While the true prevalence of ME is unknown because of problems with
epidemiological studies discussed later, the most commonly cited estimated are about one million
patients in the United States, with an estimated seventeen million patients worldwide. I have had
the opportunity to talk to many patients with myalgic encephalomyelitis. Some of them are less
severely ill, some more severely ill. But they all have heartrending stories of misery, despair,
broken trusts, and shattered lives.

Health care providers treating both ME patients and AIDS patients have observed that ME patients
face the rest of their lives in daily suffering that is as incomprehensibly terrible each day as what
AIDS patients experience in the last two months of their lives.” And yet, in spite of how sick they
are, ME patients can expect to be ridiculed and mistreated by their physician, marginalized and
abandoned by their family and friends, and left on the brink of utter financial ruin—all because the
rest of us have not believed that they are really sick.

Faced with the twin swords of extreme debilitation and widespread disbelief, patients too often
commit suicide—not because they are depressed, but because their hope has been worn so
threadbare from the struggle to live that they can no longer bear the magnitude of suffering and
disdain that ME imposes for the miserly amounts of joy that it reluctantly concedes.

Before my son developed ME, I could not have imagined that a crisis of such magnitude and gravity
could go unnoticed for decades. But after seeing what has happened to ME for the last thirty years,
['ve come to understand that it was noticed. Then it was buried.

Life in Bloom

My son, Matthew, was always determined to take on challenges beyond his years. When he was 12,
he declared that he wanted to learn to skydive and was heartbroken to learn that safety
regulations dictated that he wait until he turned 18. When I asked why he was so disappointed, he
said that he couldn’t bear to think he might reach the end of his life and discover that he had
missed his chance to experience the world. He went skydiving on his eighteenth birthday.

That type of quiet determination and hunger for experience defined my son. It drove him to study
in Vietnam during college and to devote himself to academics, achieving high honors and
departmental awards. It led his advisor to say that he had one of the most incisive and analytical
minds of any student that she had ever taught. It drove him to backpack across Asia for five
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months after graduation, where he climbed mountains in Tibet, explored China and India, road a
motorcycle across Thailand, went scuba diving in Indonesia, and, in Seoul, met the young British
woman he would later marry.

He returned from Asia excited to embark on a career and graduate school. But he also returned
with an undetected intestinal pathogen called giardia. Suddenly, while being treated for giardia, he
awoke one morning feeling like he had been hit by a bus, and he immediately knew that something
was drastically wrong with his body.

What he didn’t yet know, and wouldn’t know for nearly a year, was that he had developed ME. He
didn’t yet know that his chance to experience the world was gone, just ten short years after |
laughed at the simple naiveté of a child worried that he would run out of time.

Myalgic Encephalomyelitis: Disease biology and characteristics

Myalgic encephalomyelitis is a complex disease characterized by profound exhaustion, disordered
sleep, joint and muscle pain, memory impairment and disorientation, and an array of other
symptoms reflecting dysfunctions across multiple body systems—most notably, the neurological,
immunological, and energy metabolism systems, along with the autonomic nervous system which
controls functions like heart rate and blood pressure.8 The hallmark symptom of ME is post-
exertional malaise (PEM, also called “post-exertional neuroimmune exhaustion” or “PENE”),% a
severe worsening of all symptoms, often referred to as a “crash,” following even trivial amounts of
mental or physical activity.10

Myalgic encephalomyelitis has occurred in cluster outbreaks throughout the twentieth century,
but it can also occur sporadically, in isolated cases, as it did with my son. Based on the clusters, ME
appears to have an infectious aspect. Yet, while ME exists in families, the transmission to family
members and partners is relatively low, suggesting that additional factors, such as genetics or
environmental factors or the microbiome, may also be involved. While onset can be gradual, it
more typically begins suddenly following an acute infectious trigger. ME is often described as the
worst flu imaginable. But in the case of ME, the flu-like feeling never ends, leaving ME patients with
a unique “energy-brain-pain” triad accompanied by a range of other crushing symptoms.11

Patients wake up every morning feeling like they have been beaten up, unrefreshed as if they
haven’t slept in days. They experience a level of exhaustion that the rest of us (and ME patients
themselves prior to becoming sick) have never before felt. Depending on the particular case, ME
patients may have severe pain in every region of their bodies and may suffer constant headaches
or sore throats. Their memory is shot; their ability to read and write is severely impaired; and they
may be disoriented and confused, much like the symptoms seen in patients with untreated AIDS
dementia complex or those suffering paraneoplastic syndromes. ME patients have spells of
dizziness or vertigo, their hearts rocketing forward with little exertion or even just a change in
position. Their eyes may burn, especially in response to even minimal activity, and their vision
may worsen. Their previously reliable guts may be in turmoil. Many develop new sensitivities to
food, light, noise, and chemicals (akin to the hydrophobia of a rabies patient, or the photophobia in
encephalitis or meningitis). Patients can experience ataxia (lack of voluntary coordination of
muscle movements) and fasciculations (muscle twitches). And if ME patients try to do even
minimal activities—as little as brushing teeth or using the bathroom for the more severely ill
patients—all of their symptoms become much worse, sentencing them to their beds for days or
even weeks, in that protracted purgatory known as “PEM.”
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The most severely ill ME patients may never leave their beds, imprisoned in darkened, muffled
worlds. In the words of one group of severely ill patients describing the extent of their limitations:

Some of us are using every available drop of energy just to survive the day--to chew the
food that is spoon-fed to us and to use the toilet, commode, or bedpan, with assistance. If
we have additional strength, it must go to other basic ADLs, such as bathing and brushing
our teeth.12

In addition, the neurological symptoms noted in other patients—such as the sensory sensitivity to
light, noise and touch, the ataxia, and the pain— can become overwhelming and all consuming.
Those who are lucky have family members who provide the round-the-clock, hands-on care that
these patients require. Others end up in institutions.

[ know that this range of symptoms sounds too fantastical to be real. But try to imagine the worst
flu imaginable and you get a glimpse of what even a moderately ill ME patient feels like every day,
month after month and year after year. There are no words to adequately convey what the most
severely ill ME patients experience.

As noted in a February 2015 report by the Institute of Medicine, there is a “paucity of research”
and “remarkably little research funding” with limited studies outside of psychology and
psychiatry.13 Because of the lack of research funding and an excessive focus on psychological
issues, too little research has investigated the underlying biological impairment associated with
the range of symptoms seen in ME. But enough biomedical research has been done to substantiate
the patients’ experience and to demonstrate the widespread multi-system impairment underlying
the patients’ reported symptoms.

Neurological Dysfunction

One of the areas studied in ME is neurological dysfunction.In a 2011 review, Dr. Anthony
Komaroff, a Harvard University researcher-clinician who has studied and treated this disease since
the 1980s, described the evidence that demonstrated reduction in gray matter volume, reduction
in blood flow in the brain, increases in brain lactate levels, changes on MRI and EEG, evidence of
autonomic dysfunction, and the presence of abnormal proteins in the spinal fluid.14 Dr. Gudrun
Lange, a clinical neuropsychologist currently at Rutgers Medical School, demonstrated changes in
information processing, particularly slowed processing speed, deficits in attention, and limited
working memory, all of which explain patients’ reports of mental confusion and poor memory.15

A series of studies released in 2014 further support this picture of neurological impairment. In one
small study, Japanese researchers used PET scans to demonstrate neuroinflammation in
widespread areas of the brain, which it found to be associated with the severity of cognitive
dysfunction.1é Dr. Jose Montoya and Dr. Michael Zeineh of Stanford demonstrated brain
abnormalities that included reduction in white matter and abnormalities in the right arcuate
fasciculus, a tract that connects the frontal lobe and temporal lobe.1” These abnormalities were
correlated with disease severity. Dr. Mark Zinn and Dr. Marcie Zinn, also of Stanford, demonstrated
a disruption of information transfer across cortical (brain) networks, a finding that also correlated
with symptom severity.18

Speaking to the Zinns’ study at the 2014 IACFS/ME conference, Dr. Komaroff said that these

changes demonstrate brain dysregulation and are “the sorts of things that you see in a whole host
of well-documented neurologic diseases.”1?
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In Dr. Komaroff's 2011 review, he also described dysfunction in the autonomic nervous system,
particularly orthostatic intolerance in which blood pressure and heart rate regulation is not
working properly in ME patients and thus does not respond appropriately to standing or even
sitting upright.2° One form of this dysfunction is postural orthostatic tachycardia syndrome in
which standing results in a large increase in heart rate. Patients can also experience neurally
mediated hypotension in which the blood pressure drops.2! Other changes include heart rate
variability and reduced plasma volume, for which some patients are able to access treatment with
IV saline.

Immunological Dysfunction

Researchers have long identified evidence of immunological dysfunction as well. In his 2011
review and in a 2014 Internal Medicine Grand Rounds at Stanford,?2 Komaroff noted the consistent
reports of immunologic findings identified by researchers over the last twenty-five years. These
abnormalities include increased numbers of activated CD8 cytotoxic T cells, lowered functioning of
natural Killer cells that are involved in defending against viruses and malignancies, an activation of
the system typically involved in defense against RNA viral infections and an increase in the levels
of pro-inflammatory cytokines. As reported by Komaroff at the 2014 Grand Rounds at Stanford,
Montoya’s 2014 study demonstrated that fifteen of these pro-inflammatory cytokines
“distinguishes cases from controls, or correlated with symptom intensity or both.” In a 1999 study,
famed HIV and SARS researcher, Dr. lan Lipkin of Columbia University, reported evidence of
polyclonal B cell activation.23 In 2013, Lipkin discussed “evidence of ongoing stimulus to the
immune system [...] that may well account for many of the symptoms associated with the
disease.”?4 In 2015, Dr. Mady Hornig of Columbia University reported that the immune profile
varied with disease duration with those with less than three years duration showing an activation
of pro- and anti-inflammatory cytokines that wasn’t present in longer disease duration, suggesting
that the immune response wasn'’t static over time and possibly indicating that the stimulation seen
in the first three years leads to an exhaustion of the immune system later on.25

Given that ME often has a sudden onset triggered by a full-body infection, researchers have looked
for the singular etiological pathogen (e.g.. viruses or bacteria) causing this disease. Lab tests often
show high levels of common viruses, such as HHV-6, CMV and EBV?26 and yet, treatment with
antivirals has not always improved patient symptoms. Dr. Martin Lerner, an infectious disease
specialist who treats ME patients, has suggested that the conflicting response could be due to
failure to match treatment to the patients’ specific viral load.2? At this time, while a specific
etiological pathogen has not been identified to date, the possibility of a single etiological pathogen
being the cause or acting as a cofactor has not been ruled out. In a March 2015 news report, Dr. lan
Lipkin of Columbia University and a co-author on the Hornig paper cited above, stated, “We think
this is likely an infectious disorder, something that triggers an abnormality of the immune system
which then results in all these problems.”28

A second explanation is that the triggering pathogen sets off widespread disruption of key
neurological and immunological regulatory processes,2? and it is this widespread dysfunction that
drives the disease. Supporting this theory are the 2006 findings of the Dubbo Infections Outcome
study in Australia, which found a similar rate of post-infectious debilitation regardless of whether
the case was triggered by EBV, Ross-River virus or Coxiella burneti.3° Such immune dysfunction
could result in the reactivation of viruses, which would lead to high viral loads. In the 2014
Internal Medicine Grand Rounds at Stanford, Komaroff stated that “many of the agents that have
been linked to the illness... [cannot] be fully eradicated by the immune system and virtually all of
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them infect the central nervous system.”3! He suggested that this could reflect chronic low-grade
encephalitis, a suggestion he said was supported by the Japanese PET study, discussed above,
which “demonstrated increased activation of glial cells.” Glial cells are found in the brain and part
of their role is to destroy pathogens there.

A third explanation was discovered accidentally after ME symptoms were reduced in an ME
patient treated for B-cell lymphoma with Rituxan. This result suggests either an autoimmune
process or that an as-yet-undetected virus residing in the B cells is at the root of this disease.32

Some have suggested that environmental toxins and/or toxic mold could be playing a role, and
patients have reported improvement from mold-avoidance practices.33 But as yet, no formal
studies have explored the role of these factors in ME.

The real possibility exists that some combination of continued pathogen assault, neuroimmune
dysregulation, and autoimmune response is happening and that it may change over the course of
the disease. These could be influenced by such factors as the patient’s genetics, the severity of
illness, and the nature of the initial onslaught. Regardless of the ultimate cause, evidence suggests
an impaired immune system incapable of managing the various assaults that a healthy immune
system would easily manage, allowing various common viruses, such as EBV and HHV-6, to
reactivate opportunistically.

Energy Metabolism Dysfunction

Equally intriguing are the studies investigating the abnormal energy production associated with
the symptom of PEM. As early as 1977, Dr. Melvin Ramsay, a consulting physician at Royal Free
Hospital where an early ME outbreak occurred, suggested, “the illness may accompany the more
common viral infections and that the unique fatigue pattern may be due to mitochondrial
damage.”34 Mitochondria are the structures in every cell in the body responsible for producing the
energy needed by that cell. This finding was reinforced in a 1984 study where Dr. D.L. Arnold
showed abnormal muscle acidosis upon exercise in ME patients, which he felt could represent
excessive lactic acid formation indicative of a disorder of metabolic regulation.35 In a 1992 study,
R. Wong examined the response to exercise and found lowered levels of intracellular ATP (used for
energy in the body) that suggested a defect in oxidative metabolism that could “contribute to the
reduced physical endurance” of patients.36

In the 2000s, Dr. Chris Snell, retired University of the Pacific professor of Health and Exercise and
Sports Science and Ms. Staci Stevens of the Workwell Foundation pioneered the use of the widely
accepted cardiopulmonary exercise test (CPET), performed on two sequential days. This 2-day
CPET test objectively demonstrates that ME patients shift from producing energy aerobically to
the much less efficient anaerobic energy system at an abnormally low heart rate,37 an effect that
was even more severe on the second day of the two-day test. This worsening on the second day
reflects the patients’ experience of the symptom of PEM. It also objectively differentiates ME
patients from patients with deconditioning, depression, and a number of other chronic illnesses,38
who do not experience the increased impairment on the second day.

The choice in energy production that the body must make, as Dr. Paul Cheney, ME clinician and
researcher, has reportedly stated, is “between lower energy and life versus higher energy and
toxins and death.”39 In my son’s case, the heart rate at which he switched into anaerobic mode on
the second day of his CPET test was lower than the heart rate he can experience just from standing
up because of his autonomic dysfunction. Put another way, the simple act of standing up can cause
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ME patients to start producing energy anaerobically, which explains why so many ME patients
spend their days lying flat in a too-often futile attempt to avoid exacerbation of all their symptoms.

Other studies have further demonstrated the biological abnormalities associated with energy
production in this illness. In a 2009 study, Dr. Sarah Myhill, a U.K. physician who treats ME
patients, demonstrated a very significant correlation between “the degree of mitochondrial
dysfunction and the severity of illness,” using biochemical tests of mitochondrial function of the
neutrophils of the immune system.4? In a 2013 study, Professor Julia Newton, of Newcastle
University, demonstrated “compromised skeletal muscle response to exercise, with CFS patients
generating higher levels of acid within their muscle”.#! Her team also confirmed that those patients
with “the skeletal muscle abnormality were significantly more likely to have concurrent impaired
cardiac energetics.” In a small 2015 study, Newton studied cultured muscle cells in-vitro and
demonstrated that these patients experience “impaired activation of AMPK, impaired stimulation
of glucose uptake and diminished release of IL6” which “points to a genetic/epigenetic
mechanism.”42

In a 2005 study, Dr. Gwen Kennedy, Of Ninewells Hospital and Medical School in Dundee Scotland,
reported that patients had significantly increased markers of oxidative stress, such as
isoprostanes, which the authors stated was the gold standard for oxidative stress at the time.43 As
summarized by other researchers** and reported by Komaroff at the 2014 Internal Medicine
Grand Rounds at Stanford,*> oxidative stress and nitrosative stress can be triggered by
inflammation and can damage the mitochondrial membrane, leading to the impairment in energy
metabolism noted by Snell.

This abnormal response to activity is so significant that some researchers have used it to probe
other facets of the disease. In a 2010 study, Drs. Alan and Kathleen Light, both of the Department
of Anesthesiology at the University of Utah, demonstrated an abnormal expression of sensory,
adrenergic and immune genes following an exercise challenge,*6 an effect that was not significant
prior to the exercise challenge. The sensory genes examined were those that could detect
metabolites produced by muscle contraction and can signal physical fatigue and muscle pain.
Adrenergic genes are involved in the portion of the autonomic system called the sympathetic
nervous system, which is responsible for boosting heart rate and blood pressure. 47 Such changes
in the expression of sensory, adrenergic, and immune genes reflect the kinds of symptoms
reported by patients.

Given that PEM is associated with mental as well as physical activity and given the rate of
consumption of energy by the brain, it is not surprising that in a 2013 study, University of Adelaide
Ph.D. candidate, Susan Cockshell, found that even mental activity can lead to a substantially
delayed recovery compared to controls.*8

Contrary to the perception implied by the name, this post-exertional exacerbation of all symptoms
follows even minimal mental or physical activity and does not require exertion the way that
healthy people think about it. For the sickest ME patients, even the most essential activities of daily
living are too much. This exacerbation and the associated energy metabolism impairment are so
distinctive that the disease diagnostic definitions authored by disease experts and preferred by
patients—the 2003 “ME/CFS: Clinical Working Case Definition, Diagnostic and Treatment
Protocols” (commonly referred to as the Canadian Consensus Criteria or CCC)#° and the 2011
“Myalgic Encephalomyelitis: International Consensus Criteria” (commonly referred to as the ME-
ICC)50—require post-exertional exacerbation of symptoms as a defining symptom. The Canadian
Consensus Criteria calls the symptom “PEM,” which it describes as “an inappropriate loss of
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physical and mental stamina, rapid muscular and cognitive fatigability, post-exertional malaise
and/or fatigue and/or pain and a tendency for other associated symptoms within the patient's
cluster of symptoms to worsen.” The ME International Consensus Criteria calls the symptom post-
exertional neuroimmune exhaustion (PENE), which it describes as the “pathological inability to
produce sufficient energy on demand with prominent symptoms primarily in the neuroimmune
regions.” Both definitions describe a pathologically long period of recovery that can last more than
24 hours.

Regardless of the term used, the impact on patients is best seen through the words of an ME
patient as reported by ME patient and lawyer Jennifer Spotila in a series of articles on PEM for the
CFIDS Association:

Muscle wilting meltdown, air gulping short of oxygen feeling, brain blood vessels flayed on a
laundry line in the wind, metal rods in the back of head ... someone crushing your ribcage,
limbs giving out, mesh bag constricting head,. .. increased gravity feeling, being pushed
backward into bed, temple-to-temple headache, weak arms as if bound down by stretchy
ropes, eyes and brain blanking with a kind of pulse through the head...5!

This is far different from what those of us who are healthy or even sick with another chronic
illness think of as fatigue. As author and ME patient Laura Hillenbrand expressed it, “This illness is
to fatigue what a nuclear bomb is to a match. It's an absurd mischaracterization.”s2

Demographics, Prognosis, Functional Impact and Economic Impact

Because of the issues with how ME has been characterized, it is difficult to make definitive
statements about the demographics and prognosis of ME. But the best information available gives
the following picture: ME affects an estimated one million Americans (Appendix 2)53 and
seventeen million worldwide. Like many autoimmune diseases, this disease is more common in
women, but it affects all ages, races, and sexes and can affect multiple members (siblings, parents,
or children) of the same family. Ten percent of patients are children, some as young as five.5* ME
patients can be as functionally impaired as patients with congestive heart failure, multiple
sclerosis, and end-stage renal disease.55 A researcher has said that patients can have a level of
impairment that is so severe that if they were heart transplant patients, they would be ineligible
for a transplant because they would not survive.56

This degree of functional impairment leaves an estimated 35 to 69 percent of patients unable to
work,57 with one survey reporting that as many as 87 percent>8 were unable to work; those few
patients who are able to work spend the rest of their time recovering from the effort. An estimated
25 percent of patients are bedridden, housebound, or wheelchair-dependent, with up to 60
percent bedridden on their worst days.5° The sickest patients never leave their beds, living in a
dark world where all light and sound must be filtered out in a hopeless attempt to avoid
exacerbating their symptoms.60 There are no approved treatments and relatively little that can be
done to relieve the symptoms. Recovery is rare, typically estimated at 5-10 percent,! and the
limited information available suggests that patents may die up to 25 years prematurely from
cancer, cardiovascular disease, or suicide.62 The Chronic Fatigue Initiative, a $10 million initiative
funded by the Hutchins family to study potential causes of the disease,53 reported that of 59 deaths
in a small survey of 960 people, 38 percent died of cancer, 19 percent of cardiovascular disease
and 19 percent were due to suicide.6*
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The best estimate of the yearly economic impact that this disease imposes on patients and on the
U.S. economy is an astronomical $19-24 billion in lost productivity and direct medical costs.65 The
lost productivity costs are unexpectedly high in ME, compared to other chronic diseases, because
so many patients are unable to work for so many years.66 And yet, even this huge number is an
underestimate of the true fiscal impact of ME because medical and insurance guidelines and
policies typically cover only a few tests and even fewer treatments. Furthermore, this estimate
doesn’t account for the cost associated with the increased likelihood of cancer and cardiovascular
disease for which these patients are at risk. Patients lucky enough to have the financial resources,
may have additional tests and experimental therapies that can be tried, although these can cost
thousands or tens of thousands of dollars a year out of pocket and have no guarantee of success.

But these are just faceless descriptions and statistics that fail to convey the totality of ME,
described by some patients as a one-way ticket to hell. The only way to fully understand the reality
of this disease is to see it through the eyes of its victims.

Life Destroyed

In the months after May 19, 2010, the day Matthew woke up with ME, he could feel himself
growing sicker with each passing day as he desperately tried to understand the deluge of
unimaginable symptoms that were overpowering him. Every morning, no matter how much he
slept, he would wake feeling like he hadn’t slept in three days after having run a marathon while
extremely hung over and severely sick with the flu. He had constant headaches, dizziness, burning
eyes, sensitivities to light and sound, and severe cognitive issues that left him struggling to
perform even the simplest parts of his job as a paralegal for the Federal Trade Commission in
Washington, D.C. When he closed his eyes to rest during quiet moments at work, he became
disoriented and felt as though the room was spinning. He found that increasingly small amounts of
activity would land him in a post-exertional crash. Eight months into his illness, he had become so
sick that when he stopped into a museum to rest after a long day at work, he became so
disoriented and confused that he stumbled from room to room to room, unable to find his way out.

This 23-year-old man, who had managed to navigate solo across the panoramic breadth of Asia,
was hopelessly lost in the local museum. Like so many ME patients before him, he was trapped in a
labyrinthine nightmare, overcome with sudden confusion, unable to navigate familiar
surroundings, and decimated by abrupt, obliterating physical debility. His world had become truly
horrifying.

When he first went to doctors in search of answers, he found sympathy and was reassured that the
problem would be solved—until all the standard tests came back negative. Then, in the blink of an
eye, respectful and productive relationships with doctors turned sour. Over the next year, in a
hundred different ways, doctors either suggested that his symptoms were not actually debilitating
or that he must be depressed, was suffering from a spiritual crisis, or was just deconditioned. At
times, the change in the doctor’s behavior was so abrupt and their suggestions so ludicrous that he
didn’t know whether to laugh or to cry. Frustrated and browbeaten, he sought support from family
and friends. Many echoed his doctors’ sentiments, believing that if the problem was not
immediately apparent, then it was in his head. Others trivialized his health problems with
suggestions that he needed to rest more, eat organic and meditate. One recommended that he
consider electroshock therapy. Early on, when he first began to realize that he had ME, his father
told him, “Oh, I think I had that once. I was really exhausted at work. I stopped working so much,
changed my diet, began to exercise, and felt better.” Meanwhile, my son’s life was crumbling
around him.
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Matthew kept fighting, kept trying to push through in spite of his increasing debility. But within a
year, he was no longer able to work and was seldom able to leave the house. He found that he had
become so sensitive to light and sound that if he went to stores and restaurants, watched
television or even just listened to the music that he loved, he would trigger a crash that would
increase his pain and suffering to unbearable levels for long stretches of time. He was unable to
comprehend even short articles, let alone the kinds of books and ideas that had enthralled him in
college. Like all ME patients, he learned that he had to obey the rigid, yet capricious limits that ME
dictates. He darkened the windows of his bedroom, restricted himself to simple audiobooks, and
even began to shower sitting down in a hopeless gambit to avoid the crashes that would magnify
his pain and suffering. To conserve enough energy to go to a quiet restaurant with his wife for
their first anniversary, he had to lay flat for three days before and again after, doing nothing more
than listening to audio books.

Like most ME patients, Matthew has experienced some fluctuations in his level of debility. At his
worst, he became so cognitively challenged that he was unable to make sense out of a single
written sentence and his thoughts were strangled before he could turn them into sentences. He
was physically unable to walk more than 250-300 steps a day or watch a short video on the small
screen of his computer, without suffering PEM for days. On days like that, he would lie in bed in the
dark for the entire day, unable to do anything, lightheaded, and zoned out. As his fried brain tried
to recover, his head ached horribly, his eyes burned like fire pits, his muscles were sore and weak
and his every experience of reality was mediated by pain and incomprehensible fatigue.

Matthew is not alone. Many ME patients experience Matthew’s level of debility or worse. In a New
Zealand study released in 2014, Dr. Don Baken, a clinical psychologist at the School of Psychology
at Massey University, reported that ME patients have a very low quality of life, with “scores in the
bottom ten percent of the population for measures such as NIH’'s PROMIS physical health scale (a
measure of physical quality of life)” and went on to state that ME patients had worse scores than
patients with Parkinson’s and Multiple Sclerosis.6” In a recent talk, Dr. Lucinda Bateman discussed
vitality scores, part of the SF-36 health survey tool that measures functioning across a number of
major areas, such as physical, emotional, and social function. She stated that SF-36 vitality scores
for this disease had lower scores than other diseases such as stage 3 congestive heart failure,
rheumatoid arthritis, major depression and chronic hepatitis C without cirrhosis.é8

And yet, in spite of how sick Matthew has been, he is not as severely sick as some ME patients, who
must preserve all of their energy for activities of daily living such as toileting, bathing, and eating
and who may even need help with those most basic activities. Some never leave their beds and
may be exquisitely sensitive to any light, noise, or even touch.

One such patient is Sophia Mirza, a U.K. patient who first became ill in 1998, after a trip to Africa
in which she contracted malaria.6® She appeared to recover, but then became ill again the following
year. By the end of that year, she was so ill that she was largely bedridden, sentenced to a
darkened, muffled room. She was increasingly sensitive to chemicals, unable to read or write, or
even listen to the radio, constantly suffering from pain. Her situation worsened after she was
involuntarily committed to a psychiatric facility in 2003, which according to her mother,
“devastated her fragile health.” She died shortly after in 2005 at age 32. According to Louette
Harding of the Daily Mail, the neuropathologist said that her spinal cord was inflamed. The post-
mortem pathology report found dorsal root ganglionitis (inflammation of dorsal root ganglion at
the entry point to the spinal column) and stated that the cause of death was acute renal failure,
resulting from “CFS.”70
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Another severely ill patient was Lynn Gilderdale, who became ill at 14 after receiving the Bacillus
Calmette-Guérin vaccine. Like Sophia, she was confined to her bed, could not tolerate light or
sound and suffered from recurring infections. She was unable to move her legs, swallow, feed
herself, chew her own food, or speak. As Caroline Gammel of the Telegraph said in a 2010 article
about Lynn, “Her life became ruled by the tubes running down her nose, into her chest and inner
thigh, the tubes that fed her and that were a constant reminder that she would never again live a
normal life.” Yet, as obviously sick as Lynn was, she and her mother endured the disbelief that ME
patients universally face. When Lynn first became ill, according to her mother, “All we got was
accusations that she was pretending” or that she had school phobia. Unable to continue, Lynn
talked to her parents about committing suicide, a conversation once unimaginable to me as a
mother but now all too familiar. With the support of her mother, Lynn committed suicide at age 31.
Lynn’s mother was charged with attempted murder but was eventually cleared.”!

Linda Crowhurst is a severely ill U.K. patient who has been sick for 20 years. Linda experiences
extreme sensory sensitivity, paralysis and whole-body pain that can drown the spirit as the body
tries to cope with the magnitude of it.72 Linda also experiences periods of paralysis and extreme
sensory sensitivity that she has described as:

Broken ability to move, to speak, to reach out, to do anything at all, no matter how small or
seemingly insignificant, even scratch your face or move your finger, blink your eye or
swallow. Let alone touch, hold, call out, explain, tolerate, bear physical contact or even
presence in the room.

Every noise, already a torment, slices through you, causing internal mayhem, every
exposure to light, which hurt indescribably before you were paralysed, burns you
inexplicably deep inside your head. Every movement near or past you is like a slap, a push,
a confusion, a shake to your whole system. Every exposure to perfume a mind - numbing,
nauseating, gut hitting, head banging experience.”3

Being so severely ill and living in the U.K. where ME is treated as a psychological illness, Linda has
virtually no hope of getting any care beyond the constant care that her husband provides. Matthew
is luckier, in part because he is able to travel to a doctor and in part because he has had the
resources to access what biomedical care is available. In the last year, Matthew had some small
improvement as a result of being on the experimental therapy, Rituxan, which has allowed him to
do three or four hours of activity two days in a row as long as he rests with little activity for the
next 2-3 days. This has allowed him to occasionally go to stores and quiet restaurants without
experiencing severe post-exertional crashes. He was even able to go on a hot air balloon ride once.
The difference in his quality of life now compared to the weeks and months that he spent chained
to his bed is significant. Yet, even with this improvement, he is still very ill by the standards of
those of us who are healthy. He still spends a significant portion of even his “active” days lying flat
listening to audiobooks. The out-of-state trip to the doctor twice a year is still punishing, and he
still has severe cognitive issues that have left him unable to read or write.

But it’s important to put Matthew’s improvement, as small as it is, in context. Some patients are so
severely ill that they cannot travel to see a doctor. Even when they can travel, there are no
approved treatments. Very few patients have access to disease experts or experimental therapies
like Rituxan, which can cost $40-60K a year out of pocket with no guarantee that these treatments
will help. And even when there is improvement, that improvement can be fragile, mysteriously
disappearing at any time, and is rarely enough to allow patients to resume their lives and go back
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to work. In Matthew’s case, he recently relapsed for a few months likely due to a gastrointestinal
complication, losing some of the improvement he had gained on Rituxan. All ME patients live with
the terrifying knowledge that at any point, they can be sent hurtling deeper into the hell hole of
their disease, never knowing what triggered the relapse, how long it will last, or how much sicker
they will be.

A Living Hell

For ME patients, the physical limitations and suffering imposed by the disease are compounded by
the tremendous emotional and financial burdens that come with any severely debilitating and
chronic disease. For Matthew, as for many ME patients, this has been soul crushing. Almost
overnight, his sense of boundless opportunity, his hunger for experience, and joy of life were
crushed, replaced by a never-ending sickness that for much of the last five years has rigidly
dictated the boundaries of his life. Isolated by sickness, he has had to watch as his friendships
withered and his extended family faded away. He has had to let go of his dream of having a career
and giving back to his community, of experiencing the joys of childbirth and first birthdays,
graduations, and grandchildren.

But worse, he has to face a world in which he is so sick that much of life’s simplest pleasures are off
limits. He has had to grapple with how to carve meaning out of what little life is left to him. Were
Matthew less devastatingly ill, he would find solace in reading books, listening to music, or even
just sitting outside and lying in the grass or listening to crickets on a summer night. But, when a
layer of pain, suffering, and debilitation permeates every moment of your life, you find that it is
difficult to appreciate even the simplest moments that you once cherished. It is a mark of how
blunted Matthew’s life has been at times that when asked how to fill such a brutally empty life
without suffering post-exertional crashes, his doctor suggested taking care of a houseplant. One
severely ill ME patient spent her days watching a snail in a terrarium.”4

Matthew is not unique.

In a 1997 article examining quality of life in Holmes defined patients, Dr. Jill Anderson of the
University of Illinois at Chicago Medical Center examined four dimensions of quality of life
—health and functioning, social and economic, psychological/spiritual, and family—and found that
patients with this disease had a significantly lower overall quality of life than other chronic
diseases, particularly in the domains of health and functioning, social and economic,

psychological /spiritual.”s Anderson stated that these patients experienced “profound and multiple
losses, including the loss of jobs, relationships, financial security, future plans, daily routines,
hobbies, stamina and spontaneity, and even their sense of self because of CFS,” further explaining
that some patients had reduced their activity to the most basic needs. As one patient told
Anderson, “It's changed absolutely everything [ do: what I eat, where I live. It's stopped my life. My
whole perception of life, which took 30 years to put together, is totally gone.”

This is what ME does to even moderately ill ME patients. This sense of vulnerability and
tenuousness, the damage to one’s esteem, the sense of worthlessness and the loss of all hope for a
future worth living can be overwhelming for all ME patients.

Obviously, while the impact of ME on patients is particularly severe, ME is not the only disease to

impose such physical suffering and emotional and financial devastation. ME is not the only disease
for which there are no treatments and where there is no hope of a cure.
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But what makes ME especially cruel is the added layer of deeply corrosive stigma thrown at
patients when they seek out support from the medical community, family, and friends. Patients
have broadly reported widespread disbelief, dismissal, and outright abuse at the hands of the
medical community. The raw fact is that patients are blamed by a world that thinks they are
malingers, depressed, or attention seeking. This is not just an issue of mistreatment at the hands of
doctors, as noted above. In a blog highlighting the stigma that patients experience, advocate Craig
Maupin described one patient whose family gave up on her and felt that “if she didn’t have a blood
test to confirm her health problems, she had disgraced them.”’6 In the Obama-Biden Transition
Report on this disease, patient advocate Dr. Mary Schweitzer and others stated that ME patients
are “cast out by spouses or parents, scolded and disdained by siblings, and even abandoned by
their churches.“77

These are not just stories from patients; researchers have also documented the disbelief and
stigma that patients experience.’® As Dr. Anderson noted, a 1991 study by Komaroff had found that
33 percent of patients “reported strained relationships with family, friends, and coworkers due to
disbelief or poor acceptance of their illness.”?9 In Baken’s 2014 study of ME patients in New
Zealand, discussed above, he found that only 15 percent of patients “said they never felt blamed
for their disease.”80 Pia Asbring, of Karolinska Institute in Stockholm, Sweden, found that patients
“are characterised by the physicians as ambitious, active, illness focused, demanding and
medicalising.”8! Dr. Leonard Jason of DePaul University has compared the stigma experienced by
these patients to that seen by lepers in earlier centuries.82

No one suggested to my friend with cancer that she would have a poorer prognosis if she persisted
in thinking she had an organic disease or that she should go to talk therapy to reverse those “false
illness beliefs” that were supposedly keeping her sick. No one blamed her for getting cancer to
begin with or for then failing to recover. Yet, this is exactly the kind of muddled thinking that ME
patients face every day.

At all levels, this stigmatization crushes patients and leaves them even more emotionally isolated
than they already are physically. When a horrible disease has ripped your life to shreds, isolated
you from your family and friends, destroyed your career, left you destitute, and clinging to a life
you no longer have; it is deeply demoralizing and heartbreaking to have to fight off
suggestions—as so many ME patients do—that you just want to be on disability or that you could
overcome your ill health with right thinking and exercise. I have watched this creeping
demoralization®3 in my son and other patients, who have been belittled by doctors and
marginalized by callous comments from insensitive or misunderstanding family members and
friends.

This deadly combination—physical suffering, loss of function, loss of all that gives life meaning, the
stigma and especially the loss of all hope—is why suicide is so prevalent in the ME community.

In a vain attempt to get staff at the U.S. Department of Health and Human Services (the U.S.
governmental agency responsible for responding to diseases) to understand the reality of ME, my
son once wrote the following:

[ had always seen suicide as an act of escape. But now, having lived this disease, | have realized
that suicide can also be an act of courage and a manifestation of love for life untrammeled, a
manifestation so deep that death is preferred to living without any of life’s pleasures. In this
respect, suicide is not an escape, but an act of creation and self-definition for someone who has
lost all control and all manner of expression, whose fate is decided by forces they are powerless
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to influence. If I have arrived at this understanding, it is not because I do not enjoy life or
because I cannot find my place in the world, but because I love life too much to bear living
without the things that make life worthwhile.84

As author Norman Cousins once said, “Death is not the greatest loss in life. The greatest loss is
what dies inside while still alive.”

This disease is especially hard on those who are ill as children and adolescents, patients like Lynn
Gilderdale as well as two young brothers I know who became ill in their early teens and are still
sick eight years later. My son became ill after the tentative years of adolescence. He had already
graduated from a university, had proved himself academically and found his voice, had travelled
the world, made great friends, and had found his soulmate. Cruelly, ME patients falling ill as
children and adolescents miss all of these milestones. There may not ever be a first love, a first job,
a first time driving a car or the excitement of high school and college graduation. There may never
be a chance to just hang out with friends. All of those formative moments that help to define us,
that help adult ME patients find meaning in lives stunted by disease and give them the resources to
withstand the relentless stigmatization and suffering, have been stolen from young and adolescent
ME patients.

Even worse, being children, adolescents are particularly vulnerable to the often-incredulous
reactions from school systems. As Lynn Gilderdale’s parents found, schools tell parents that their
children are just school-phobic, despite how inconsistent this may be with the patient’s academic
history.85 One parent was told that her previously “straight-A” student was a “defiant, cheating
liar.”86 Other parents have reported having medical neglect or medical child abuse complaints
lodged against them, with a few even being accused of Munchausen by Proxy for supposedly
exaggerating their child’s illness.8” Ryan Baldwin, sick with ME since the age of 11, is one example
of this. Ryan’s parents were charged with medical neglect, and Ryan was removed from his home
in 2009. He was not returned to his parents for a year.88

Matthew is lucky to have both enough physical capacity and the financial resources to allow him to
gain access to one of the very few ME experts across the country. Many patients do not have the
insurance or else are too severely sick to make the trip. For many ME patients, the quality of
clinical care is so astonishingly abysmal that patients hope to at least find a doctor who doesn’t
outright reject them. And even if they find a sympathetic local doctor who is willing to work with
them, insurance may not cover the tests or recommended treatments. As a result, few have access
to the kinds of treatments that have given Matthew even the small improvements in quality of life
that he has seen.

But above all else, Matthew is lucky to have the unfailing support of his wife. Too many patients
have been abandoned or are poorly supported by their families, sadly because family members
either do not believe that their loved one is really sick or they cannot deal with the reality of this
disease. For patients who only have Social Security Disability Insurance (SSDI) or, even worse,
Supplemental Security Income (SSI), abandonment can leave patients in utter poverty. Such
abandonment amplifies the stress of an already difficult existence and shatters a patient’s last
bastion of emotional, financial, and caregiving support.

Summary
Early in my career in pharmaceuticals, | had a colleague who suddenly became ill with what [ have
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since come to realize was ME. Her illness was unnamed, bizarre, difficult to understand, and
ultimately easy to dismiss as not real and not serious. From the perspective of an outsider, her
illness just didn’t seem to have the gravitas of the “real” diseases that my colleagues and I were
investigating in our work. But like those lost languages for which there is no Rosetta stone, the
problem is one of translation when our only languages are health, the typical aches and pains of
age or the better-known diseases, such as cancer, which have instant credibility. We struggle to
imagine the tortured landscape created by ME and to escape the strongbox of our own perceptions
long enough to allow the reality of these patients to intrude into our daily lives.

The harsh reality is that Matthew, like other ME patients, will likely live the rest of his life shackled
inside the prison of his body until this disease ultimately kills him. It has been heartbreaking to
watch the promise of my son’s vibrant and spirited future turn into this soul-crushing existence
that is so unrelentingly harsh and circumscribed, so brutal, so sequestered, so ruinous to his
psyche, and filled with so little hope that [ don’t know how he manages to keep going.

But worse than the heartbreak, it has been profoundly disturbing and surreal to watch as the
world around my son not only dismisses his disease but ridicules and even brutalizes him for
believing that his disease is serious and organic. It has been profoundly disturbing to realize that
his situation is a direct result of the misguided policies and actions taken by U.S. Dept. of Health
and Human Services for over thirty years that have effectively obfuscated ME inside of an
unscientific collection of medically unexplained fatiguing illnesses called “chronic fatigue
syndrome.”
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2. What is Chronic Fatigue Syndrome?

“There has been a creeping movement to include other types of medical conditions under the
rubric of CFS...This serves to broaden the scope of the clinical entity to the point at which it is no
longer definable.”

Dr. H. James Wedner
Clinician and researcher at a 1993 scientific conference8®

The term “chronic fatigue syndrome” has created a medical Rashomon effect of biologically
unrelated diseases and conditions that have little more in common than the fact that CFS patients
suffer from some form of “medically unexplained chronic fatigue.”

What do I mean by this? When some doctors use the term “CFS”, they are using it as a synonym for
ME with its demonstrated neurological, immunological, and energy production dysfunction and
hallmark symptoms such as post-exertional malaise or PEM, a debilitating symptom triggered by
even trivial levels of mental of physical activity. (See the chapter “What is ME?” for more
information.) For these doctors, this disease is best described by disease definitions, such as the
2003 Canadian Consensus Criteria, that require PEM, unrefreshing sleep, and neurocognitive
dysfunction. Because these definitions more accurately describe ME, they are able to distinguish
ME from other unrelated causes of fatigue such as deconditioning and depression.

But for other researchers and clinicians, the term “CFS,” refers to a condition that they believe is
the result of a maladaptive avoidance of activity, a kinesiophobia which is driven by temperament
or personal choice and which has resulted in deconditioning. Some believe the patient is suffering
from maladaptive coping (e.g. escape-avoidance behaviors) a full-blown personality disorder, an
excessive concern with one’s health and bodily symptoms or a form of depression. Still others are
referring to an umbrella collection of medically unexplained fatiguing illnesses, which by definition
is vague and meaningless.

The clinicians and researchers who advance these psychological and fatigue-centered ideas
typically use overly broad “CFS” definitions, notably the 1991 Oxford Definition,% the 1994 Fukuda
definition®! and, historically, the 2005 Empirical (Reeves) definition.?2 The last two of these were
created by the Centers for Disease Control and Prevention (CDC). All three of these CFS definitions
focus on chronic fatigue that is not explained by other medical causes, do not require that patients
have any of the hallmark symptoms of ME, and only exclude certain forms of primary psychiatric
illness (e.g. Fukuda excludes schizophrenia and major depressive disorder with psychotic or
melancholic features but not anxiety disorders or other forms of depression.) As a result of such
vague and overly broad definitions, CFS has become a man-made wastebin of disparate conditions
that share nothing more than the symptom of debilitating, chronic fatigue for which no medical
explanation has yet been found.

One does not have to be a Nobel laureate to recognize that these diverse “CFS” definitions
(Appendix 1) cannot possibly encompass just a single disease or even a group of related diseases.
It’s just as obvious that these overly broad “CFS” definitions do not describe ME because they fail
to require the specific biological abnormalities of ME, such as orthostatic intolerance or PEM and
its associated energy metabolism dysfunction—symptoms that are mandatory in the Canadian
Consensus Criteria and the ME International Consensus Criteria. As a result, Fukuda, Oxford, and
Empirical encompass many patients who do not have ME.

Thirty Years of Disdain: How HHS Buried M.E. May 2015. (M. Dimmock, M. Lazell-Fairman) 22



So what precisely is “CFS” then? “CFS” is a political creation driven by political agendas combined
with a remarkable level of scientific sloppiness and a strong cognitive bias that this disease must
be a psychological problem simply because the medical cause is not yet known. For the past thirty
years, powerful forces have ignored the biological reality of ME and instead morphed “CFS” into a
vague condition of medically unexplained fatigue strongly associated with psychological illness.

The result of these actions has been an unfathomable level of confusion about the nature of ME. It
has also focused government funding and priorities on the ill-defined “CFS,” which has stymied
research into ME, stalled ME drug development, resulted in erroneous and harmful ME medical
education, driven researchers away from the field, and confused doctors and the public at large on
the nature of ME. This terribly debilitating disease has been effectively buried in a scientific
quagmire of irreconcilable definitions and disease theories, all masquerading under the name
“CFS”.

In 1993, before Fukuda and the Empirical definitions were even created, Dr. H. James Wedner,
professor of Imnmunology and Allergy at Washington University, warned that CFS had become
indefinable.93 Twenty-one years later, the situation is much worse. As long as this definitional
chaos continues, ME will remain forever medically unexplained, held hostage by the bad science
and politics of “CFS.”

The Birth and Evolution of CFS

Discovering Myalgic Encephalomyelitis (1934 to the mid 1980s)

Myalgic encephalomyelitis is not a new disease. Throughout the twentieth century, a number of
documented outbreaks and sporadic cases of ME occurred across the globe. Some of the recorded
outbreaks occurred in Los Angeles in 1934; Iceland in 1946; Florida, Maryland, Alaska, and
London (England) in the 1950s; and Texas, Scotland, Switzerland, and another in England in the
1960s and 1970s.94 The outbreak in London was at the Royal Free Hospital in 1955 and forced the
closure of the hospital for over two months. Almost 300 members of the staff fell victim, about half
of them nurses. Over 200 had to be hospitalized and 40 percent of these stayed in the hospital for
more than a month.% While the outbreaks suggest a possible involvement of an infectious agent
(or possibly a shared environmental factor), ME does not appear to be easily transmitted to family
members by typical routes of transmission.%

Following the Royal Free Hospital outbreak, the name “myalgic encephalomyelitis” first appeared
in a 1956 Lancet editorial,®” published anonymously but attributed to Sir Donald Acheson. The
word “benign” was reportedly included because, at that time, the disease was not thought to lead
to death. Reports and reviews of various outbreaks and sporadic cases of ME appeared in the
scientific literature and described the key features of the disease, including a 1959 article by Dr.
E.D. Acheson, of State University of New York, College of Medicine of New York, that reviewed 14
epidemics.?8 In 1959, Dr. Donald Henderson (epidemiologist at Centers for Disease Control and
Prevention) and Dr. Alexis Shelokov (from the National Institute of Allergy and Infectious Diseases
at the National Institute of Health) summarized twenty-three outbreaks of the disease occurring in
different parts of the world. These outbreaks had been given a variety of labels, such as “Iceland
disease,” “ME,” and “atypical polio” among others.*

Using the term “epidemic neuromyasthenia,” Henderson and Shelokov described a condition

characterized by fatigability, sore throat as an early (prodromal) symptom, headaches and other
pains, protracted debility, and a greater prevalence in females. They concluded that the differences
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across the epidemics were minor and that these outbreaks likely shared a similar “nosologic, if not
etiologic, association.”

In 1969, the World Health Organization officially recognized the term “benign myalgic
encephalomyelitis” and classified it as a neurological disease in the International Classification of
Diseases (ICD).190 In 1978, the Royal Society of Medicine held a symposium to discuss the disease
and plan future research directions.101 As reported in a lead editorial in the British Medical Journal,
attendees discussed the variety of physical findings associated with the disease, described the
characteristic exhaustion following any effort and the muscle fatigability. They agreed on the term
“myalgic encephalomyelitis” (acknowledging there was nothing benign about the disease and that
other terms were not appropriate), stated that there were both epidemic and sporadic cases and
reiterated that ME is a distinct nosological organic entity, not a psychological illness. They
concluded that outbreaks were still occurring, that future outbreaks “should be studied by a
collaborative team of neurologists, epidemiologists, virologists, and immunologists” and that those
findings would have relevance for “other neurological disorders, including multiple sclerosis.”

In 1986, Dr. Melvin Ramsay, consultant physician in infectious diseases at Royal Free Hospital,
established the first case definition for myalgic encephalomyelitis, in which he described the
essential features of cognitive impairment and also delayed recovery following mental or physical
exertion.102 Ramsay suggested that the disease was likely associated with the “abnormal
immunological response” to a pathogen. In a latter monograph, he described the “unique pattern of
muscle fatigability” after even trivial effort as a “sheet anchor” that was required for an ME
diagnosis and that separated it from other forms of post-viral fatigue.103

The importance of the muscle fatigability noted at the 1978 Royal Society of Medicine conference
was bolstered experimentally by Dr. D. L. Arnold’s 1984 study (noted above) that reported
abnormal acidosis from exercise. Arnold postulated that this could “represent excessive lactic acid
formation resulting from a disorder of metabolic regulation.”1%¢ This was one of the earliest studies
noting the physiological basis of the muscle fatigability that is associated with PEM. These findings
are reflected in current research into the ME patient’s abnormal biological response to exertion by
researchers such as Dr. Christopher Snell and Professor Julia Newton.105

Dismissing Myalgic Encephalomyelitis (mid 1980s)

But then, starting in 1984, the same year as Arnold’s study was published, two more outbreaks of
ME occurred in the United States. One was in Incline Village, Nevada and the other in Lyndonville,
New York. It was those outbreaks and the subsequent attention by the Centers for Disease Control
and Prevention (CDC) and the National Institutes of Health (NIH) that triggered the tortured
twisting of the definition of myalgic encephalomyelitis into a vaguely defined syndrome of
medically unexplained chronic fatigue inextricably associated with psychiatric illness.

The story of what happened in Incline Village and Lyndonville has been documented extensively in
a number of early reports,106 including a late 1980s’ Nightline story,1°7 a 1990 Newsweek article,108
a series of 1993 videos by the CFIDS Foundation,199 a 1996 Primetime Live investigative report,110
and Hilary Johnson’s 1996 book Osler’s Web.111

In the fall of 1984, Incline Village clinicians Dr. Paul Cheney and Dr. Daniel Peterson began seeing
patients with a severe flu-like illness, marked by dramatic and unusual cognitive dysfunction and
crippling exhaustion. Yet, the patients didn’t get well as they normally would have following a flu.
According to the numerous reports cited above, Drs. Cheney and Peterson repeatedly begged the
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CDC to investigate the illness!12 because it was afflicting more and more people, seemingly
spreading in Incline Village and the neighboring towns. They also noticed it occurring in clusters,
such as a group of teachers at a certain school, a group of casino workers and a local girl’s
basketball team. Finally, one year later, the CDC sent two epidemiologists, Dr. Jon Kaplan and Dr.
Gary Holmes, to Incline Village. According to PrimeTime Live,!13 the two investigators “looked at
charts and test results, took some blood samples and headed back to CDC without a word.“ Hilary
Johnson told PrimeTime Live that the attitudes behind the scenes at the CDC reflected Dr. Kaplan’s
attitude: “complete and utter ridicule” of the disease.114

At the same time as the outbreak in Incline Village, Dr. David Bell of Lyndonville, New York, was
also dealing with an outbreak of ME. Like Cheney and Peterson, he also called on the CDC to
investigate the unusual combination of symptoms of an illness that he did not recognize. (Although
ME had been seen for decades, it was not commonly known or taught in medical schools).
According to PrimeTime Live,115 not only did the CDC not respond, it didn’t even tell Bell that a
similar outbreak was happening in Nevada.!1¢ This author did not locate a clear explanation of why
the CDC failed to respond to Bell’s request.

Lacking support from the CDC, Peterson and Cheney tried to do what they could for their patients.
This included ordering MRI brain scans, which they paid for out of their own pockets. A
neuroradiologist told the two doctors that the scans looked like those of AIDS patients,!17 which
led Cheney and Peterson to question whether the illness involved immunodeficiency or general
immune dysfunction. But in May of 1986, the CDC issued a report on the Incline Village
outbreak,!18 referring to it as “a syndrome of chronic fatigue”. In the 1996 PrimeTime Live
program, Cheney said of the 1986 CDC report “the overall message, the tone of the paper, was that
this [disease] did not appear to be anything at all.”119

Some researchers, including Dr. Stephen Straus of the National Institute of Allergy and Infectious
Diseases (NIAID) at the NIH, investigated a potential connection between this disease and Epstein
Barr Virus (EBV), a herpes virus. This theory stemmed from patients’ higher EBV titers (a measure
of immune system response to the virus) and that the disease sometimes follows a bout of
mononucleosis, a disease usually caused by EBV. Based on that theory, Straus conducted a clinical
trial assessing the effectiveness of Acyclovir, a drug used to treat herpes viruses. The patients who
fulfilled the Holmes criteria (described below), met study criteria for levels of EBV antibodies that
would indicate the potential for responsiveness to treatment and had no other medical
explanation for their fatigue.

But using both patient-reported outcomes and objective immunological markers, the study failed
to show a difference in efficacy between placebo and treated patients. In the study publication,
Straus concluded that “affect plays an important role in the perception of illness severity,” stating
that the observed clinical improvement was due to “either spontaneous remission of the syndrome
or a placebo effect” and further stated that “subjective improvement correlated with various
measures of mood.”120 [n other words, from his perspective, these patients were not sick but
rather just moody.

Dr. Judith Richman, of the Department of Psychiatry at the University of Illinois, discussed how the
failure of the Acyclovir study to demonstrate a link to a viral etiology coincided with “substantial
shift in the dominant research paradigm.”12! According to Richman, this shift resulted in an
increased focus on psychological and psychosocial factors, pursued by researchers who viewed
this disease “as a flight into the sick role in order to escape from cultural expectations.” She further
pointed out how such views took on a decidedly gender-based view of this disease by focusing on
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the “problematic cultural expectations for women's social role functioning that led women to
unconsciously seek refuge in the sick role.”

Certainly, Straus helped spark the psychologicalization of this disease in his own expressions of
bias. In a circa 1987 Nightline interview, he stated, “From my own research, [ know that this
disorder is so subjective that patients will commonly feel better no matter what you give them.”122
Following Straus’s logic, the Nightline reporter suggested a possible cause during his interview of
Hilary Johnson: “if the power of the human spirit can make these people better, then maybe it was
the power of the human spirit that got them sick in the first place.”123

Then, in a 1988 New York Times article, Straus is quoted as saying that these patients were
“psychologically different long before they developed the syndrome.” He described them as
anxious, depressed and neurotic on the one hand or driven and under undue stress from busy lives
on the other.124 In a 1988 study, Straus noted that the disease affected mostly educated adult white
women, which he postulated could be due to a selection bias driven by those who could afford
treatment or else some “unique constitutional frailty of such individuals.”125 He went on to
conclude, “A less casual appraisal, however, often uncovers histories of unachievable ambition,
poor coping skills, and somatic complaints.” It should be noted that Straus’s “appraisal,” in its
“casual” deviation from objective science, quickly put patients between a rock and a hard place:
having to prove they did not have “unachievable ambition” but also that they did not suffer from
neuroticism or from the “fear of movement” that a group of British psychologists were beginning
to promote at about this time. Such a claim promotes a cause that is not supported by any hard
evidence.

As Richman pointed out, the dominant paradigm that emerged was increasingly at odds with the
perspectives provided by patients and the small group of clinicians and researchers who
continued to study and treat this disease as a biomedical disease.

The Birth of Chronic Fatigue Syndrome and the Holmes Definition (late 1980s)

A 1987 JAMA article by Dr. Gary Holmes indicates that the CDC was aware of the earlier outbreaks
going back to the 1930s126 yet it does not appear that CDC staff followed up on that literature or
the work going on in Europe. Then, in 1988, the CDC published the Holmes definition!27 and
established the trivializing name “chronic fatigue syndrome.” Dr. Vincent Racaniello, Professor of
Microbiology and Immunology at Mt. Sinai School of Medicine is quoted in a 2011 article by
journalist David Tuller as saying that CDC’s choice for naming the disease came from an intent to
discourage “unproven assumptions about viral origins.”128

The Holmes definition was the first of a series of CFS definitions focused on medically unexplained
chronic fatigue as the primary symptom. Minor symptoms included any eight choices out of a list
of non-specific symptoms such as weakness, malaise, a mild fever (less than 101.5 F, also
described as a subjective fever), decreased memory, confusion, and sleep disturbance. The Holmes
definition was intended to be a restrictive case definition to make it easier for researchers to
identify associations. Thus, people would not receive a diagnosis of CFS according to Holmes if
they had any of a long list of “exclusionary” diseases, such as a history of or a new onset of
psychiatric disease. Because of the restricted criteria, but also because of methodological issues
associated with how the early “CFS” prevalence studies were conducted, prevalence was initially
estimated at 0.0073 percent of the population, a rate equal to 23,000 patients if applied to the total
2012 U.S. census of 314 million (Appendix 2). This prevalence rate was very low compared to later
estimates.129
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Inexplicably, given their knowledge of the disease and their role in bringing it to the attention of
the CDC, Cheney, Peterson, and Bell were not listed as authors on the Holmes definition. Two
physicians with extensive ME experience, NIH’s Shelokov (one of the authors of the 1959 review of
ME outbreaks) and an ME physician from England, Dr. J. Gordon Parrish, were on the CDC-
sponsored panel that worked on the development of Holmes.130 But Shelokov and Parrish
reportedly “refused to sign the final document and withdrew from the panel because the proposed
definition and new name were too different from the ME with which they were so familiar.”131 Of
the sixteen final authors, it is unclear if the others had any experience treating ME patients, with
the notable exception of Dr. Anthony Komaroff, the Boston researcher and clinician who had been
involved in studies on Incline Village patients and who had also studied and treated ME patients in
the Boston area. In fact, Komaroff had conducted a SPECT scan study on ME patients that showed
neurological changes similar to the AIDS dementia complex patients and different from patients
with depression.132

But in practice, as researchers used the Holmes definition over the coming years, they soon
determined that patients who met the Holmes CFS criteria were indistinguishable from patients
with non-specific chronic fatigue. They also determined that eight or more minor symptoms
combined with non-specific symptoms increased the likelihood that individuals with psychiatric
problems would be misdiagnosed with CFS.133

The Growing Focus on Psychological Issues

At least by the late 1980s and early 1990s, the published literature showed that scientists were
acutely aware of the range of specific multi-system pathologies involved in ME and were reporting
on a variety of immune abnormalities, neurological issues, and findings that indicated viral
involvement.134 For instance, according to a 2011 article by journalist Tuller, a Harvard-led
research team reported in the 1992 Annals of Internal Medicine that the Incline Village patients had
“abnormal MRI brain scans, significant alterations in white blood cell counts and functioning, and
signs of active infection with a recently discovered pathogen, HHV-6.” In the study report, Dr.
Debra Buchwald, of the University of Washington and lead author, stated, “Neurologic symptoms,
MRI findings, and lymphocyte phenotyping studies suggest that the patients may have been
experiencing a chronic, immunologically mediated inflammatory process of the central nervous
system.”135 [t's worth noting that in this same timeframe, HIV/AIDS researchers were investigating
the possibility that this pathogen, HHV-6, was a potential co-factor involved in driving the
pathogenesis of HIV/AIDS.136

But as pointed out by Tuller, Dr. William Reeves, head of CDC’s CFS program from 1989 to 2010,
rejected the findings of the Buchwald study in a letter to the Annals. Reeves concluded, “The
disease that Buchwald and co-workers described is not the chronic fatigue syndrome or any other
clinical entity.”137 According to the PrimeTime Live report on the Incline Village outbreak, Reeves
stated: “One, there is no viral cause for this problem. Two, there are no immune system
abnormalities in patients with chronic fatigue. And three, there are no clusters.” When the
interviewer then asked him what had happened in Incline Village, he replied, “That was
hysteria.”138 That response speaks volumes about the gulf in understanding between the CDC on
the one hand and the clinicians and researchers studying and treating ME patients on the other.
And while the CDC no longer states that what happened in Incline Village was hysteria, the CDC
still maintains that it has not been able to confirm the occurrence of any outbreaks, as it did when
it rejected the 2012 recommendation by the CFS Advisory Committee (CFSAC, responsible for
advising HHS on this disease) to allocate funds to study patients from past cluster outbreaks.139
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CDC has not been alone in recasting this disease as a psychological problem. As early as 1970, Dr.
A.W. Beard and Dr. Colin McEvedy, both of the Department of Psychological Medicine at Middlesex
Hospital in London, had set that tone when they reanalyzed case notes from the Royal Free
Hospital outbreak and decided, reportedly without seeing any patients,!40 that the outbreak was
“epidemic hysteria.”141 This reinterpretation was broadly rejected at the time by those physicians
who had actually treated Royal Free patients.142 [n a separate article, Beard and McEvedy
examined the 14 outbreaks reported in Acheson’s 1959 review and decided that the epidemics
were the result of either mass hysteria and/or an “altered medical perception of the community,”
in which doctors exhibited a preoccupation on these patients.143 Beard and McEvedy
recommended the name “myalgia nervosa.”

In 1991, Toronto Hospital's Dr. Susan Abbey and Dr. Paul E. Garfinkel, a psychiatrist at the
University of Toronto, stated a similar position to that of Beard and McEvedy. They argued that
“chronic fatigue syndrome will meet the same fate as neurasthenia—a decline in social value as it
is demonstrated that the majority of its sufferers are experiencing primary psychiatric disorders
or psychophysiological reactions.”144 Neurasthenia was a nineteenth century concept originally
described as an organic disease but which over time was often viewed as an emotional distress
postulated to be due to the stresses of dealing with modern civilization. As discussed by Dr. Judith
Richman, Drs. N. Ware and A. Kleinmen, both of Harvard Medical School, embraced similar views
for CFS but added a gender slant: “Liberated’ by feminism to enter previously all-male
occupations, women in the 1970s found themselves exhorted to 'have it all' by combining a
demanding career with a rich and fulfilling family life. This meant juggling a number of
incompatible identities.”145

Such psychologicalization of medically unexplained disease and/or attributing women’s health
issues to psychological processes is not unique to this disease. As noted by Dr. Judith Richman,
multiple sclerosis, another disease that affects primarily women, was originally believed to be
“caused by stress linked with oedipal fixations” and associated with an “MS-prone personality.”146
Other examples of such psychologicalization are discussed further below and in each case, were
only rejected once evidence disproved them.

In the case of ME and the group of disparate conditions labeled “CFS,” it was a group of British
psychiatrists who have pushed this psychological conceptualization the farthest.147 In 1989,
Professor Simon Wessely, currently at Kings College in London, stated that the symptoms of the
disease are “perpetuated by a cycle of inactivity and deterioration in exercise tolerance... and is
compounded by the depressive illness that is often part of the syndrome.”148 He further stated,
“Cognitive behavioural therapy (CBT)...helps the patient understand how genuine symptoms arise
from the frequent combination of physical inactivity and depression.”

In a highly cited 1989 article, Wessely stated that CFS patients more closely resembled patients
with psychiatric disorders than patients with neuromuscular disorders associated with peripheral
fatigue.149 Then in 1990, he compared the current outbreaks of ME to neurasthenia, which he
viewed as a “culturally sanctioned expression of distress.”150 Also in 1990, Wessely said that
patients developed “chronic activity avoidance” as a maladaptive response to an acute illness and
it was this activity avoidance behavior that resulted in fatigue, deconditioning, and the other
symptoms of “CFS”.151

Again, one has to question how patients with so-called “unachievable ambition” might also suffer
from the unquenchable desire to avoid activity. These allegations squarely placed patients in a
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conundrum of having to prove they were seeking a perfect “Goldilocks zone” of not being
pathologically ambitious, yet never being slothful.

This theory of “CFS,” which is often referred to as the “biopsychosocial model” for CFS, the “fear
avoidance” model or the “activity avoidance” model, draws on psychiatrist Dr. George Engel’s
biopsychosocial approach.152 He emphasized reducing mind-body dualism by considering the role
of the psychological and social factors in human disease and also focused on the importance of
treating the whole patient. Social and psychological factors undoubtedly play a role in human
disease. But there is a vast difference between a humane understanding that heart disease might
be aggravated by stress or lead to secondary depression and the idea that a contrived behavioral
trait or a maladaptive personality is the sole determinant keeping an ME patient sick. A 2005
Psychology Today article said “With diseases like chronic fatigue syndrome and fibromyalgia, what
you believe about your illness influences how sick you become.” In his response to the article,
Jason stated, “Stress is also a contributor to such "biological" disorders as cancer, hypertension,
heart attacks, etc. But we don't tell people with heart disease that they are overachievers and,
therefore, personally blame them for their illness.”153

In the hands of those who promote the “biopsychosocial model” for CFS,154 the factors related to
disease risk, causation, and persistence are almost entirely devoid of consideration of the
biological pathologies (abnormalities) beyond acknowledging that an infection might have initially
triggered the disease. This “biopsychosocial model” for CFS, still in active use today,!55 fails to
account for existing research demonstrating the biological pathology of ME.15¢ As a result, the
studies that have pursued the “biopsychosocial model” for CFS have had a laser focus on
psychological and behavioral disease theories and treatments. Those treatments include a form of
CBT, designed to change the patient’s “false illness beliefs,” and graded exercise treatment (GET),
designed to reverse the presumed deconditioning felt to be causing disease symptoms.157

A closely related psychological theory holds that CFS is a somatic (somatoform) disorder in which
a patient has an excessive focus on his bodily symptoms and excessive concern over his health.158
But regardless of the specifics of the particular theory, when CFS is seen through such a
psychological lens, it becomes a disease of faulty behavior and thinking. The faulty biology is
denied or ignored as irrelevant.159

In this book, these psychologically centered theories are collectively referred to as the
“psychosocial model” of CFS because, in applying Engel’s biopsychosocial model to this disease, its
proponents have cynically excised the role of biology.

Many of the psychosocial studies have been performed in England and a few other European
countries and have used the Oxford criteria. This includes the well-funded £5 million 2011 PACE
trial, which found that CBT and GET could result in “recovery” by mediating “fear avoidance” and
were more effective than the usual care provided by specialists or by activity pacing, the patient-
preferred approach to managing the disease.160 However, the PACE trial findings are highly
disputed for a number of methodological reasons.!¢1 One of the most significant is the use of overly
broad selection criteria like Oxford, which result in cohorts of patients with a range of medically
unexplained fatiguing conditions. PACE claimed that it found the same result for other definitions
but it used modified and non-standard versions of those definitions. Another significant concern is
the reliance on subjective measures and the failure to demonstrate clinically meaningful objective
improvement.162 Such an approach can result in biased results in unblinded studies like PACE.
Other methodological concerns include the post-hoc decision to drop most of the objective
measures and to change the definition of recovery. As a result of this change, patients could be
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designated as “recovered,” and yet have a greater level of disability than that required for
admittance into the trial. Finally, the PACE trial failed to adequately report harms in the trial. This
is a critical failure because patient surveys have long reported that patients experience harms from CBT
and GET. As noted by ME patient and advocate Tom Kindlon, 51 percent of survey respondents
reported that GET worsened their health while 20 percent said that CBT worsened their health.' The
level of harm reported was significantly greater for one of the surveys conducted in severely ill
patients — 82 percent of respondents reported harm due to GET.

But in addition to the methodological issues of a given trial, it is also important to question the
scientific validity of the underlying psychosocial model. What scientific proof has been provided
for this model? And is it scientifically reasonable to expect that fear-avoidance and deconditioning
treatments would be effective in a disease characterized by the kind of profound neurological,
immunological, autonomic, and energy production dysfunction seen in ME? This is a particularly
important question because studies based on the psychological model have likely included
patients who may not have ME.

In a 2003 paper, Dr. Per Dalen, Swedish professor of psychiatry, discussed this issue of presuming
a psychological explanation for diseases in which there is not yet a medical explanation.164 He
stated, “the boundaries of the [somatoform disorder] largely coincide with the current limits of
received medical knowledge.” In other words, somatoform disorder becomes the default
explanation when medical science is unable to provide a medical explanation.

As an example of this effect, Dalen cited the disturbances in sensitivity and blood circulation first
seen when chain saws were introduced into forest work. Lacking a medical explanation, doctors
initially interpreted patient complaints as psychosomatic until vibration-related illnesses became
an accepted medical concept. He concluded that “there is no proof that it is justified to apply the
label of ‘somatization’ to such conditions as ... chronic fatigue syndrome, multiple chemical
sensitivity, and several more illnesses that established medicine has so far failed to explain
scientifically.”

Yet, such psychological theories toward this disease have achieved significant reach, even today.

As an example, a 2012 article on CFS in the journal Academy of American Family Physicians, stated:
“Patients with poor social adjustment, a strong belief in an organic cause for fatigue, or some
sort of sickness benefit (i.e., financial incentive) tend to have worse responses to [cognitive
behavioral] therapy.”165

[t is true that supportive counseling therapy can help patients cope with any chronic organic
disease and deal with the limitations caused by their disease. According to the U.S. National
Alliance on Mental Illness, cognitive behavioral therapy is also successfully used for a wide range
of mental illnesses—depression, anxiety, personality disorders, substance abuse disorders, and
eating disorders to name a few. In those cases, CBT is used to help patients question their
misperceptions that are leading to destructive actions.166 But in the case of ME, the idea that the
profound debility of the disease has been caused by an ongoing organic illness has been dismissed
in favor of unproven psychological causation. Such a singular, slanted focus on psychological and
social problems as the explanation for continued ill health would never be tolerated for other
organic diseases such as cancer, multiple sclerosis, heart disease or AIDS. Concluding that there is
a psychological pathology in ME, without proof or evidence, has been both a significant
impediment to research progress and a source of great stigma and harm for ME patients.
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By the early 1990s, such psychological theories had a strong foothold in the study and treatment of
this disease. In March 1991, the National Institute of Allergy and Infectious Diseases (NIAID) and
the National Institute of Mental Health sponsored a conference,167.168 with the purpose of
reviewing the use of the Holmes criteria, making recommendations for its modification, and
discussing approaches to assessing disease severity. While ME clinician Dr. Paul Cheney was listed
as a contributor, so were a number of individuals who viewed CFS as a psychological disease,
including Dr. Stephen Straus, Dr. Susan Abbey, Professor Simon Wessely, and Dr. Peter Manu, a
University of Connecticut researcher.1¢? The final report acknowledged the concern that patients
with psychiatric illness and other chronic diseases were being misdiagnosed with “CFS” by the
broader medical community and that even the experts were applying the Holmes case definition
inconsistently. But, remarkably, the report then went on to recommend that the definition be
modified, not to make the criteria more restrictive but rather to exclude fewer patients with
psychiatric illnesses.

Further, betraying the focus on psychological causation, the report advocated for “an integrative
approach that gives consideration to issues relating to comorbidity and possible common
pathogenic pathways in patients with CFS and psychic stress” (emphasis added). The report did
recommend stratifying patients with psychiatric illness but in practice that seldom if ever
happened. The net effect of these recommendations was to create a catchall disease definition that
was destined to include psychiatric illness and that completely failed to parse out ME patients into
a more tightly defined research group.

Considering the concern that patients with a psychiatric illness were incorrectly being given a
diagnosis of CFS, many will see the recommendation to exclude fewer patients with psychiatric
illness as inexplicable. But given the contemporaneous statements of conference attendees and
others about the supposed connection between this disease and psychiatric disorders, the
conference report predictably maintained that this increased psychiatric focus in the definition
would “lead to a better understanding of factors underlying CFS.” Far from bridging the mind-body
dualism, as many might have understood the intent, the report’s approach allowed the attendees
to effectively morph the concept of this disease to fit their beliefs that the disease is rooted in
psychological and behavioral dysfunction. As Dalen described for somatization disorder, this was
not a natural disease category but rather a category “pieced together and adapted by moving
boundaries and stretching earlier assumptions.”170

The differences in the scientific paradigm held by those who participated in the 1991 NIH
conference and work being done elsewhere at the time are dramatic. For instance, in 1990, an
international symposium of ME experts, spearheaded by Dr. John Richardson, an English
physician, was held in Cambridge, England. As an outgrowth of that conference, Dr. Byron Hyde
and the Nightingale Research Foundation published a compilation of articles representing the
breadth of biomedical research and clinical approaches at the time.17! That book, and the 1990
conference in Cambridge, examined the range of biological dysfunction that ME experts are
investigating today: neurological, immunological, cognitive, muscle and exercise, cardiac,
gastrointestinal, the role of infection, and the importance of post-exertional fatigability. Those
researchers also noted that the disease was being conflated with psychiatric illness and were
concerned that this psychological focus could cause important disease factors to be overlooked or
could in fact even obscure the very existence of the disease. This turned out to be prophetic given
what has happened to ME since.

In the same year as the 1991 NIH conference, the U.S. government also made the decision to
categorize CFS as a subtype of “Malaise and Fatigue” in the “Signs And Symptoms” chapter of the
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ICD-9-CM, the U.S. version of the International Classification of Diseases Version 9 (ICD-9).172 The
inclusion of CFS in the “Signs and Symptoms” chapter of ICD-9-CM further distanced CFS from ME,
which the World Health Organization (WHO) had categorized as a neurological illness in 1969.
This decision also further reinforced the U.S. government’s emerging position that CFS was a non-
specific symptom that should not be considered as a distinct clinical entity. In sharp contrast, in
1992, when WHO added the term “CFS” to ICD-10, it decided to categorize CFS as a neurological
disease and assign it the same code used for ME.173

The confusion and ambiguity resulting from the evolution of the CFS definitions were obvious to
researchers even at this early point in the history of CFS. In 1993, NIH’s Dr. Stephen Straus
moderated a discussion at the annual meeting of the Infectious Disease Society of America. One of
the speakers, Dr. H. James Wedner, a professor of Imnmunology and Allergy at Washington
University and a clinician who had treated CFS patients, pointedly described how the continued
broadening of the case definition was affecting CFS as a clinical entity:

There has been a creeping movement to include other types of medical conditions under the
rubric of CFS. For example, various forms of post-infectious fatigue, fibromyalgia, and non-
psychiatric and depressive disorders were permitted by consensus of [the 1991 NIH
workshop referenced above]. Somatoform disorders and panic disorder became part of what
could be encompassed within the CFS case definition. This serves to broaden the scope of the
clinical entity to the point at which it is no longer definable. (Emphasis added)!7+

This was a strong indictment that those responsible for CFS within the NIH and the CDC were
consciously expanding and reshaping the very meaning of the disease labeled “CFS.” Yet, Wedner’s
concerns did nothing to reign in the “creeping movement” being promoted by key individuals both
inside and outside of the U.S. Department of Health and Human Services.

Establishing Oxford and Fukuda (early 1990s)

In the early and mid 1990s, a number of new definitions were created for CFS, including the 1990
Australian definition (which was not extensively used),!75 the 1991 Oxford definition!7¢ and the
1994 Fukuda definition!?7 (which replaced the Holmes definition.) The Oxford and Fukuda
definitions, still the two most commonly used definitions today, were ostensibly created in part to
address the problems in consistent application and cross-study comparability seen in the Holmes
definition. But, not surprisingly given the 1991 NIH conference and the reconceptualization of
“CFS” as a psychological disease,178 both Oxford and Fukuda also further broadened the diagnostic
criteria by allowing the inclusion of primary psychiatric illness and focusing on the broad and non-
specific symptom of medically unexplained chronic fatigue.

The 1991 Oxford definition was developed in the U.K. under the primary influence of a group of
British psychiatrists who promoted the psychosocial model of CFS. These included Professor
Simon Wessely; Michael Sharpe, professor of Psychiatry, University of Oxford; and Dr. Peter White,
of Barts and The London School of Medicine, Queen Mary University of London. The Oxford
definition does not require any of ME’s hallmark symptoms, such as post-exertional malaise, for a
patient to be given a diagnosis of “CFS.” Remarkably, Oxford has a stunning absence of any criteria
at all, except for six months of debilitating, medically unexplained fatigue, which “affects mental
and physical functioning.” Oxford specifies that the fatigue must be subjective, not physiological.
Further, while schizophrenia and manic-depressive illness are excluded, all other forms of primary
psychiatric illness are allowed. All “medical conditions known to produce fatigue” are excluded,
whether seen at the initial visit or subsequently. (This begs the question of what happens to the
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patient’s CFS diagnosis if a patient subsequently develops a fatigue-associated condition such as
cancer or heart disease, for which these patients are at high risk.)

Oxford does nothing more than describe the non-specific and ill-defined symptom of chronic
fatigue, a symptom that is associated with many diseases. But by excluding all known medical
causes and focusing on medically unexplained fatigue, Oxford virtually guarantees that “CFS” will
be interpreted as psychological.

At about the same time and reflecting the positions taken at the 1991 NIH conference, the CDC
developed the 1994 Fukuda definition, with input from Oxford authors Professor Sharpe and
Professor Wessely.179 Like Oxford, the Fukuda definition uses an overly broad approach to
diagnosing CFS. Fukuda, originally designed for research but used clinically as well, only
specifically requires six months of medically unexplained chronic fatigue and then specifies that
patients have any four of eight other symptoms. Like Oxford, Fukuda does not require hallmark
symptoms such as PEM or cognitive dysfunction, while allowing the patient to have most forms of
primary psychiatric illness (e.g. allows anxiety disorders, somatoform disorders or other forms of
depression;18° excludes schizophrenia, bipolar illness and major depressive disorder with
psychotic or melancholic features).181 Fukuda excludes patients with any medical condition that
could cause fatigue and has dropped the previous requirement for the physical signs that Holmes
had required.

Dr. Leonard Jason, of DePaul University and an authority on the CFS and ME definitional issues, has
noted that patients with primary depression can easily qualify for a diagnosis of “CFS” because
they have fatigue plus four of the Fukuda symptoms even if they do not have a hallmark symptom
such as PEM.182 This is problematic for research and the development of treatments because
patients with ME have underlying biological pathologies (abnormalities) that are different from
depressed patients, as objectively demonstrated in exercise testing and neurological studies.183

The Fukuda definition states that the rationale for inclusion of psychiatric illness is that “such
psychiatric conditions are highly prevalent in persons with chronic fatigue and the chronic fatigue
syndrome, and the exclusion of persons with these conditions would substantially hinder efforts to
clarify the role that psychiatric disorders have in fatiguing illnesses” (emphasis added). This
statement, combined with the1991 NIH conference report statement about the “overlap with
psychic stress” (noted above), betrays a predominate focus on psychological problems. Such a
focus would not be tolerated in other serious chronic diseases whose patients can experience
reactive depression. Further, when considered in the context of other statements in the definition,
it demonstrates that the Fukuda definition was designed to provide a conceptual framework for
the study of CFS and other medically unexplained fatiguing illnesses!8* in one lumped-together
category.

This is significant because, like the Oxford definition, the Fukuda definition was never intended to
provide a clear and distinct definition for ME patients. Instead, it mixes ME patients with disparate
fatiguing conditions, including primary psychiatric illness. And while the Fukuda definition
specifically acknowledges the importance of stratifying patients by factors such as coexisting
psychiatric illness, few studies have done that in practice.185

Leaving aside the inclusion of primary psychiatric illness, the focus on medically unexplained
fatigue as the basis of the clinical entity called “CFS” is suspect: there appears to be no scientific
rationale to expect that all types of unexplained fatigue are similar enough to justify grouping
together into a single clinical entity or that such unexplained fatigue would be biologically
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distinctive from explained fatigue. Yet, in a feat of circular logic, Wessely has suggested exactly
that. In a 2009 article, he stated that the fact that CFS is only diagnosed when other active medical
or psychiatric conditions are absent implies that “the aetiology of ‘unexplained’ CFS is different to
that of the ‘explained’fatigue seen in those with a diagnosed medical condition” (emphasis
added).186 To my knowledge, this statement has never been proven with hard biological evidence
demonstrating that the nature of fatigue varies simply based on whether it is “explained” or not.

Studies with both Oxford and Fukuda have resulted in significantly higher CFS prevalence
estimates than the prevalence of around 23,000 seen with the Holmes definition. In 1997, Wessely
estimated Oxford prevalence at 2.2 percent and Fukuda prevalence at 2.6 percent.18” These rates
are equal to 6.9 million and 8.2 million people respectively in the U.S. when applied to the total
2012 U.S. census of 314 million people (Appendix 2). Notably, the rates estimated by Wessely fell
to 0.7 percent for Oxford and 0.5 percent for Fukuda when psychiatric illness was excluded,
demonstrating that Wessely’s application of Oxford and Fukuda have disproportionately included
those with psychiatric illnesses. Across researchers and time, estimates of CFS prevalence based
on Fukuda studies have ranged from the high of 2.6 percent reported by Wessely down to a low of
0.07 percent with the most frequently accepted prevalence being the 0.42 percent reported in a
1999 study by Jason (Appendix 2).

As Jason has noted, such a wide variance in prevalence is a reflection of the use of overly broad,
non-specific definitions, methodological issues in how the studies were executed, including the
methods and instruments used to identify CFS patients, and even the researcher’s
conceptualization of the disease.188

In addition to establishing the diagnostic criteria, Fukuda also recommended a minimal set of
diagnostic tests, following recommendations made at the 1991 NIH conference. The tests
recommended by Fukuda (e.g. complete blood count, a liver function test, urinalysis) are almost
invariably normal in ME patients and are intended to be done solely to exclude other diseases, not
to help diagnose this disease. The Oxford definition does not make explicit recommendations for
testing, but some researchers and clinicians who use the Oxford definition have also promoted a
similar reductive testing approach.18° From one perspective, this recommendation reflects the
failure to validate the biomarkers seen in the literature and used by disease experts today, a
predictable result of the lack of funding. But it also reflects the unstated position that this disease
is psychological and can therefore never be associated with abnormal signs and lab tests; if any
abnormal signs or labs are found, then a search for the real disease should continue. When
combined with an overly broad definition that encompasses disparate conditions and the
diagnostic reliance on the absence of evidence of a known disease, this minimalist testing approach
has had the impact of ensuring that the disease would not be taken seriously and that it would
remain medically unexplained.

In practice, the Oxford definition has been used most frequently by those who promote the
psychosocial model of CFS and/or believe that the disease can be predisposed or perpetuated by
neuroticism, a belief that the illness is organic, and membership in a support group.19 For its part,
the Fukuda definition has been used by some of these same researchers but also by those who
view CFS as a non-specific umbrella of medically unexplained fatigue or by those investigating
ME’s immunological, neurological, energy production, and other multisystem dysfunctions.
Regardless of which disease theories are being pursued, both the Fukuda and Oxford definitions
encompass a range of unrelated conditions!9! as a result of the choice of inclusion and exclusion
criteria and the particular researcher’s choice of methods and instruments used to determine who
has the disease and who does not.

Thirty Years of Disdain: How HHS Buried M.E. May 2015. (M. Dimmock, M. Lazell-Fairman) 34



The obvious question is why was this done? Why was “CFS” defined so broadly that it failed to
specifically describe ME as a disease and encompassed such diverse and unrelated patient
cohorts?

In a letter apparently sent about the time of the 1994 publication of Fukuda and obtained by
advocate Craig Maupin through a FOIA, NIH’s Dr. Stephen Straus congratulated CDC'’s Dr. Keiji
Fukuda on “his efforts to forge an international consensus that has scientific merit and is politically
acceptable” (emphasis added). Betraying the unspoken intent behind the Fukuda definition, Dr.
Straus made the following points:

My own sense is that a few years of use [with the Fukuda definition] in the field will once again
verify that there is no demonstrable or reproducible differences between individuals who
meet the full CFS criteria and those who can be said to suffer Idiopathic Chronic Fatigue. This
would beg the question of whether additional revisions to the definition are warranted, or its
entire abandonment.

[ predict that fatigue itself will remain the subject of considerable interest but the notion of a
discrete form of fatiguing illness will evaporate. We would, then, be left with Chronic Fatigue
that can be distinguished as Idiopathic or Secondary to an identifiable medical or psychiatric
disorder. I consider this a desirable outcome.

What [ would most like to see is that fatigue is not abandoned as a subject for careful
consideration because of further failures of CFS case definitions or frustrations arising out of
shrill pressures to justify an entity of dubious validity such as CFIDS [CFIDS is Chronic Fatigue
and Immune System Dysfunction, an alternative name for CFS]- (Emphasis added)192

“The notion of a discrete form of fatiguing illness will evaporate.” Indeed. But my son didn’t
evaporate. ME patients haven’t evaporated. They just became invisible, disbelieved and abandoned
on the trash heap of our medical system.

Especially when put into the context of Dr. Straus’s other statements, can there be any more
damning evidence that key leaders within HHS, whether through scientific misunderstanding or
conscious intent, had rejected ME as a real disease and were morphing it into a vague condition of
medically unexplained chronic fatigue associated with psychological problems?

Institutionalizing the Psychological and Broadening the Scope: The Empirical

In 1996, the recasting of ME as a psychological condition was given further institutional support
when the British Joint Working Group of the Royal Colleges of Physicians, Psychiatrists, and
General Practitioners issued a report on Chronic Fatigue Syndrome.193 This report discouraged the
use of the term “myalgic encephalomyelitis,” which it stated to be originally associated with
outbreaks of unexplained neurological symptoms. The authors felt that “encephalomyelitis is a
specific pathological process not seen in these patients” and that the diagnosis was being misused.
The report also found that 75 percent of patients had psychiatric disorders, recommended
cognitive behavioral therapy and graded exercise as treatments and reported a prevalence of one
to two percent. This was significantly more than Jason’s generally accepted prevalence estimates
of 0.42 percent.
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A Lancet editorial was very critical of this report, stating, “We believe that the report was
haphazardly set-up, biased, and inconclusive, and is of little help to patients or their physicians.”194
But not surprisingly, given his long-standing views about the nature of this disease, NIH’s Dr.
Straus gave a ringing endorsement of the report’s recommendation, stating, “The report
constitutes, arguably, the finest contemporary position statement in the field, and physicians and
patients are well advised to read it.” He further endorsed the psychosocial model of CFS and how
that approach “stresses the complex interplay of social, behavioural and emotional factors in the
presentation and perpetuation of [CFS] symptoms.”195 Notably, Straus didn’t even mention the
biological factors involved in the “presentation and perpetuation” of this disease.

In his acceptance speech for the 1998 American Association for Chronic Fatigue Syndrome’s Rudy
Perpich Award,?% U.S. Assistant Secretary of Health Dr. Phillip Lee strongly disagreed with Dr.
Straus’s endorsement of the 1996 Royal Colleges Report. He voiced his concern that the
psychosocial model of CFS had gone too far in its excessive emphasis on the social, behavioral, and
emotional factors to the exclusion of biological factors.197 He also cited a number of additional
concerns, including the categorization of CFS in the U.S. version of the ICD-9 (ICD-9-CM) where CFS
had been classified in the “Symptoms” chapter, in contrast to the World Health Organization’s
classification of “ME” and “CFS” in the neurological chapter.198 Lee also reminded the audience of
what Dr. H. James Wedner had said at the 1993 meeting of the Infectious Disease Society of
America: “Chronic fatigue syndrome...is neither a disease nor a syndrome. It is a committee
definition.” But in spite of his position in the Department of Health and Human Services, Dr. Lee’s
views apparently did not influence the official policies and actions being taken on this disease by
the CDC or the NIH.

In February 2000, NIH held the “Chronic Fatigue Syndrome State-of-the-Science Consultation,”199
which provided further evidence of NIH’s psychological conceptualization of the disease. As stated
in the final report, the purpose of the meeting was to “improve the quality, direction and extent of
CFSresearch.” These are important goals that require a solid understanding of the current state of
science. Yet, as Kim Kenney (McCleary), CEO of CFIDS Association of America at the time, was able
to determine, Dr. David Morens, NIH CFS program officer, stated that NIH’s initial plan for the
conference was for only four attendees: Dr. Stephen Straus, Professor Simon Wessely, Professor
Michael Sharpe (in the Departments of Psychiatry and Clinical Neurosciences of the University of
Edinburgh at that time), and Dr. Mark Demitrack, a psychiatrist from Eli Lily. At least three of them
(Dr. Straus, Professor Wessely, and Professor Sharpe) promoted the biopsychosocial view of the
disease.200 Further, although the CFS Coordinating Committee (CFSCC, the group that advised HHS
on CFS at that time) had originally recommended this conference to inform itself on the current
state of science,201 CFSCC was not involved in planning the meeting, and no CFSCC members or
other disease experts were initially asked to participate.202 As a result of vocal patient opposition,
three ME clinicians were invited to observe the meeting: Dr. Nancy Klimas Miami was invited to
attend at the last minute and NIH also expanded the meeting panel to include 11 participants, none
of whom were disease experts.203

The report did contain some recommendations for biomedical research, but also demonstrated a
continued strong focus on stress and psychological illness. Not surprisingly, given the commitment
by some of the attendees to the psychosocial model of CFS, the report stated that “beliefs about
illness should be explored as an aspect of CFS,” and discussed the use of CBT and exercise as a
treatment. The report further emphasized the need to distinguish between predisposing,
precipitating, and perpetuating factors; language used in the psychosocial model of CFS. Finally,
they stated that the case definition was “highly selected and unrepresentative of the true spectrum
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of illness.”204 [n other words, Fukuda, the case definition in use at that time, was too narrow and
restrictive.

As a result of the widespread controversy surrounding the February 2000 conference, the CFSCC
organized a second conference in October 2000,205 to which they invited a number of well known
ME expert clinicians and researchers. Unlike the February conference, this later conference
focused on the dysregulation of biological systems—not on the dysregulation of thoughts, beliefs
and behaviors. It included discussions on neuroendocrinology, cognition, chronic pain, sleep,
immunology, orthostatic intolerance, fatigue, functional status, and disability. Further, while the
February 2000 conference report had stated that the case definition was “unrepresentative of the
true spectrum of illness,” the October 2000 conference report specifically stated the need to
further “constrain the diagnostic criteria” (emphasis added). In other words, the attendees at the
October 2000 conference believed that the definition, particularly in research, needed to be made
more restrictive, not less. But as with Dr. Wedner and Dr. Lee before them, their concerns
appeared to have had little influence on the future evolution of the CFS case definition, as it would
play out with CDC’s expanded Empirical definition.

For historical context, it's important to note that these conferences coincided with the release of
the U.S. General Accounting Office (GAO) report in 2000.29 The GAO report was critical of HHS’s
handling of CFS, particularly in the lack of coordination between the NIH and the CDC. It exposed
the CDC’s misuse of $12.9 million in funds earmarked for CFS research and criticized both agencies
for disregarding the input of external researchers and advocates in the development of research
programs. This last point is well demonstrated in how NIH planned and executed the 2000 NIH
workshop.

[t is also worth noting that in this same timeframe, the NIH moved the CFS program out of the
National Institute of Allergy and Infectious Diseases (NIAID), where it had been placed originally
because of the early association with Epstein Barr Virus (a virus that the institute was
investigating.) In 1999, the CFS program was first moved to NIH’s Office of the Director, reportedly
because NIH leaders Dr. Harold Varmus and Dr. Anthony Fauci “recognized that a multidisciplinary
and integrated approach encompassing the missions of many NIH ICs [NIH institutes and centers]
was necessary to address CFS.”207 Then, in 2001, the NIH’s CFS program was moved to NIH’s Office
of Research on Women's Health (ORWH), reportedly to make it easier to “reach across the
institutes.”208

While it cannot be ascertained for certain that moving CFS to the ORWH was based on the NIH’s
institutional leanings to a biopsychosocial belief about the disease,2% it did further marginalize the
disease and did little to increase research funding of the disease. If it wasn’t assigned an institute
home in the NIH, as other diseases were, then who was going to take it seriously, and which
institute was going to be responsible for researching it? Whatever the reasons,?10 the impact of this
move was that no NIH institute was responsible for researching it or funding research for it. NIH
did not appear to be taking the disease seriously.

Because of ambiguities in the Fukuda definition, the CDC held a series of closed workgroup
meetings between 2000 and 2002 to discuss the substantial difficulties and inconsistencies in how
cases of CFS were being diagnosed.2!! These workgroups also discussed how to uniformly apply
standard instruments (largely patient-reported) to measure symptoms including fatigue, how to
assess psychiatric comorbidity, and how to identify the dimensions of symptoms in patients with
unexplained chronically fatiguing illnesses, including, but not limited to CFS.
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The resultant 2003 paper stated that CFS is “defined by unexplained disabling fatigue and a
combination of non-specific accompanying symptoms.”212 The paper questioned Fukuda’s earlier
restrictions on previous major depressive psychiatric illness. It emphasized the non-physical view
of the disease, stating that the existence of any physical signs (as opposed to symptoms reported
by patients) “should prompt the search for alternative diagnoses.” The paper then recommended a
set of largely patient-reported instruments to assess the various symptoms of the disease. Finally,
foreshadowing the broader scope of disease that would emerge in CDC’s Empirical definition, the
paper called for empirical studies to “delineate the different syndromes contained in unexplained
fatigue [emphasis added].”

According to comments made by CDC’s Dr. Reeves at a May 2009 CFSAC discussion,?13 the authors
of the 2003 Reeves paper did not recommend scales, so the CDC selected the scales that it felt “best
represented the type of disability or the type of fatigue” seen in CFS. He also stated that previous
episodes of major depressive disorder should not be considered exclusionary as it had been done
previously, and he justified the use of certain scales that would preferentially select those with
mental illness. Finally, he described the use of an “unwellness” screening strategy, a screen that
cast an even wider net than a screen for fatigue. These CDC-selected and CDC-modified
instruments and criteria were carried forward into studies that used this new Empirical approach
to case selection.

In 2005, the CDC published “Chronic Fatigue Syndrome - A clinically empirical approach to its
definition and study,” which used these modified scales, the “unwellness” screening strategy and
the relaxed exclusion criteria.2* The study re-examined patients that had come from CDC'’s
Wichita surveillance study,215 a Fukuda definition study published in 2000. Importantly, the 2005
report found that the diagnosis of CFS in the new study was not consistent with how those same
patients had been diagnosed originally. Specifically, using the same criteria as that used in the
original study, only about ten percent of the patients were still diagnosed with CFS in 2005.216 This
is a remarkably low number, given that so few ME patients are known to recover.21” Further, there
was also remarkably little agreement (only 25 percent concordance) between the diagnosis of CFS
using the Empirical method of identifying cases and the more traditional methods, as pointed out
by Dr. Leonard Jason. 218 [n short, Fukuda could not be reproducibly applied over time and the
Empirical approach and Fukuda did not diagnose the same patients.

Remarkably, the 2005 Reeves study concluded that it had proven that the Empirical approach
addressed the lack of reproducibility and consistency seen with Fukuda and that the approach was
capable of distinguishing between CFS and chronic fatigue. It didn’t appear to question whether
the Empirical definition itself could also be flawed. Finally, the report recommended the use of the
Empirical approach for both research and for clinical evaluation and follow-up care.

CDC went on to use this “Empirical approach to defining cases of CFS” in other studies. One of
these was a prevalence study in Georgia.219 This study reported a ten-fold increase in the
prevalence of CFS over CDC’s 2003 Fukuda-based prevalence estimates and a 6-fold increase over
Jason’s 1999 prevalence estimates. At 2.54 percent in 18-59 year olds, the rate of prevalence seen
in the Georgia study was even higher than the 2.2 percent CFS prevalence that Professor Simon
Wessely found using the Oxford definition in his 1997 study. Yet, remarkably, in an editorial
published concurrently with the 2005 Reeves study, Dr. Peter White, one of the authors of the
Oxford definition and a principle investigator on the PACE trial, embraced this increased
prevalence and called for broadening CFS even further. He stated:
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Our current criteria for diagnosing CFS are arbitrary, and we need to widen the net to
capture all those people who become so chronically tired and unwell that they can't live
their lives to their full potential [emphasis added].220

Similar recommendations for criteria that encompassed broader populations were made in two
studies published by CDC staff in 2009.221 But one of these studies, on which Dr. White was also an
author, reported that the factors associated with CFS were obesity, sleep problems, depression,
and the multiplicity of symptoms. The disparity between these factors and what other researchers
were reporting about the disease calls into question what population was being evaluated in this
study.

As Dr. White said, some people are undoubtedly “chronically tired and unwell” for a variety of
reasons that may include issues like depression, sleep problems, and obesity. But neither of these
studies, nor White’s editorial, demonstrated how lumping all these patients together in one
undifferentiated group is a scientifically valid way to study the non-specific problem of unwellness.
Further, none demonstrated how broadening the CFS criteria even further would advance a
specific understanding of ME.

CDC has used the Empirical approach to study more than prevalence; it has also been used to
assess what factors, including risk factors, were associated with CFS.222 In 2007, Jason reviewed
the findings of a number of these studies.223 One of these studies was a 2006 study by Dr. Brian
Gurbaxan of the CDC, who reported that depression was the single factor best capable of
distinguishing between CFS and controls, but he found little association with 20 biological
factors.224 Jason also reviewed a 2009 study by Dr. Christine Heim of Emory University and CDC’s
Dr. William Reeves of the CDC that reported that childhood trauma was associated with a 6-fold
increased risk of CFS.225 In 2010, Dr. Urs Nater, of the CDC and Emory University, reported that CFS
was associated with an “increased prevalence of maladaptive personality features and personality
disorders.”226 In 2012, Nater reported that CFS was associated with maladaptive coping styles.227

Of course, the problem with these conclusions and interpretations is that they were based on
tautological reasoning: Psychiatric risk factors were found in patient populations that had been
expanded to include patients with psychiatric illness.228 Put another way, if patients with
psychiatric issues are merged into a cohort of “CFS” patients because they suffer memory and
sleep problems and meet a non-specific CFS definition, then of course the resultant combined
patient groups might have higher instances of childhood trauma or maladaptive coping. The
inclusion of primary psychiatric illness has skewed the results.

More fundamentally for ME patients, such broadened “CFS” cohorts are not representative of ME
patients.

Those outside of the CDC quickly decided that CDC’s Empirical approach to diagnosing CFS was
deeply flawed. In a 2008 paper evaluating the 2005 Empirical approach,?29 Jason raised concerns
about the dramatic increase in prevalence and he also reported that 38 percent of major
depressive disorder patients would be misdiagnosed as having CFS using the Empirical definition
and methods. Jason also highlighted the fact that changes in the approaches used to assess cases of
“CFS” could increase the percentage of “CFS” patients that had other psychiatric or fatiguing
conditions, while failing to require that patients had the hallmark symptoms of ME. For example, a
person could meet the new criteria even if they only scored lower than the 25t percentile on just
one of any of the SF-36 scales for a diagnosis of CFS. As a result, patients with impairment on just
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the role emotional scale (as might be seen in mental illness), but not on the physical function scale,
could be given a diagnosis of CFS.

The impact of such changes on the cohort of people diagnosed with this disease was substantial.
For example, Jason noted that the authors of the Reeves 2007 prevalence study had stated that the
use of an ‘unwellness” screen had resulted in the identification of 13 percent more “CFS” cases,
while the use of the new “standardized criteria” had increased the number of cases 300 percent.230
Jason further noted that the assessment approaches and criteria used in the Empirical definition
might lead to the inappropriate conclusion that only “distress and unwellness characterize CFS,” a
conclusion that would bolster the idea held by some researchers that CFS was a functional somatic
syndrome. Jason’s point was that, collectively, these factors would result in a broader range of
patients, including those with primary psychiatric illness, being given a diagnosis of CFS. It would
also result in researchers and clinicians equating CFS to psychiatric illness.

Because of the patient selection problems with the Empirical definition, Jason has questioned the
validity of the studies that used this approach. For example, using stricter disease criteria, Jason
reported that a history of abuse was not a significant predictor of chronic fatigue syndrome.231
This is in sharp contrast to Heim’s study that reported that it was. Jason did report that a history of
child abuse was positively associated with other conditions, such as PTSD and anxiety disorders,
that can also have associated fatigue.232 This finding is important because some patients with
PTSD or anxiety disorders could qualify for a “CFS” diagnosis using the Empirical definition,
skewing the results of the study.

One source of confusion that needs to be highlighted involves how the 2005 “Empirical approach
to the study of CFS” is referenced by the CDC and in the literature. Many outside of the CDC refer to
the definition as the Empirical definition or the 2005 Reeves definition. But CDC staff has stated
that the 2005 definition is not an empirical definition but is rather just an operationalization of
Fukuda. 233 As a result, the CDC appears to prefer to refer to this definition as the Fukuda definition
or an operationalization of Fukuda. Some study publications, such as a recent review of prevalence
studies by Brurberg, do the same.234 But given the differences in inclusion and exclusion criteria,
the differences in case selection methods highlighted above, and the dramatic increase in
prevalence when using the Empirical approach, referring to Empirical as Fukuda only further
confounds the already muddled situation. Therefore, for purposes of clarity, this paper uses the
name “Empirical definition” to refer to the “Empirical approach to defining cases of CFS” laid out in
the 2005 Reeves study.

In spite of the Empirical definition being largely discredited outside of the CDC, some HHS
agencies, including at least the CDC and the FDA, still use an upper prevalence limit of four million,
a level that can only have been based on the findings of the Empirical study prevalence rate of 2.54
percent.235 In addition, the CDC has stated on a number of occasions that it has done an analysis
that demonstrates that the Empirical definition describes the same set of patients as those selected
by the Fukuda-based approach used in earlier Wichita studies in spite of the ten-fold increase in
prevalence.236 But as of the end of 2014, CDC’s analysis demonstrating this equivalence has not
been published, even though the CDC continues to publish Empirical studies as recently as 2015.237

Britain’s NICE criteria

During the years when the U.S. was developing and using the 2005 Empirical definition, Britain
developed the National Institute for Health and Care Excellence (NICE) Guideline for CFS/ME,238
which was published in 2007. The NICE Guideline for CFS/ME was based in part on the 2005 York

Thirty Years of Disdain: How HHS Buried M.E. May 2015. (M. Dimmock, M. Lazell-Fairman) 40



CFS Evidence Review.239 The resultant guideline is part diagnostic criteria, but also includes
recommendations for management of CFS.

Diagnostically, NICE requires that patients have unexplained fatigue that is persistent, has resulted
in a substantial reduction in activity and is characterized by post-exertional malaise. NICE then
specifies that patients have one additional symptom out of a list of ten non-specific symptoms that
are similar to the Fukuda symptom list. It is unclear how NICE defines post-exertional malaise.
From a disease management perspective, the NICE guideline endorses graded exercise therapy
(GET) and cognitive behavioral therapy (CBT). The NICE guideline’s stated rationale for CBT
reflects the psychosocial model of CFS. The guideline states that CBT is intended to get the patient
to “avoid over-vigilance to symptoms” and to examine the “challenging thoughts and expectations”
and “relationship between thoughts, feelings, behaviors, and symptoms” that may affect the
person’s state of illness. The rationale for GET is to reverse the presumed deconditioning.

[t's important to note that the York Evidence Review, upon which the NICE guidelines were based,
lumped together the Holmes, Oxford, Fukuda, Dowsett, Australian, London and Canadian
definitions as representing the same disease or group of related diseases. This approach, used
across many evidence reviews, including a 2014 one by AHRQ, likely encompasses a range of
disease populations. That approach calls into question the validity and ethicality of applying the
recommendations (particularly the treatment recommendations) based on studies in one
definition to all so-called but possibly very different CFS and ME patients. Doing so is especially
concerning to ME patients because of their energy production impairment.

As aresult of paltry research funding, which has limited the type and size of research studies being
performed, some of the most important studies into ME pathology, diagnostics, and treatment fail
to be included in evidence reviews because they are small or otherwise fail to meet the criteria.

Normally in Britain, clinical guidelines like those for CFS would be reviewed every two years. But
in early 2014, the NICE guideline for CFS/ME was placed on the static list, which means that it will
not be reviewed for five years. The rationale for this decision was that NICE was not aware of any
upcoming studies that would require an earlier review or call into question the current guideline.
Patient groups have broadly objected to this decision, not only because of emerging science, but
also because the current recommendations ignored existing biomedical studies and instead
focused on psychological and behavioral treatments.24¢ Recommendations for such treatments are
largely based on Oxford studies, have not been specifically tested in populations selected by ME
definitions, and are based on unproven psychological theories of disease persistence.

Resurrecting ME

In contrast to the overly broad “CFS” definitions established since 1988, internationally recognized
ME experts have established disease-specific definitions that more closely reflect the descriptions
of ME seen in the 1986 Ramsay definition. These ME definitions describe the neurological,
immunological, autonomic, and energy production impairment of ME and require hallmark
symptoms such as post-exertional malaise, unrefreshing sleep, and cognitive dysfunction.

The first ME definitions created after the 1986 Ramsay Criteria were the 1990 Dowsett criteria24!
and the 1994 London Criteria.?42 The London Criteria were not formally published, and different
sources give conflicting information on the official reference, the date published and the authors.
The Dowsett and London criteria have not been used extensively (although the PACE trial used a
variant of the London criteria as discussed below), and these criteria have been largely supplanted.
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The next definition to be created was the 2003 Canadian Consensus Criteria (CCC),243 authored by
a group of ME experts at the request of Health Canada. The CCC shifted from a singular focus on
the ubiquitous symptom of fatigue to a focus on the hallmark symptoms of the disease. Unlike the
Oxford, Fukuda and Empirical CFS definitions, the Canadian Consensus Criteria requires that
patients have the hallmark symptom of post-exertional malaise plus fatigue, unrefreshing sleep,
and pain. In addition, patients must also have two or more neurological/cognitive symptoms plus
at least one symptom from two of the following categories: autonomic, immunological, and
neuroendocrine. Primary psychiatric illness is not allowed although depression is listed as a co-
morbid condition. Finally, the CCC established the term “ME/CFS,” intending it to be a bridging
term until the term “ME” was adopted. With hindsight, many now see that this likely contributed to
the definitional confusion.

The requirement for the hallmark criteria of post-exertional malaise and the exclusion of primary
psychiatric illness are important differentiators between the CCC on the one hand and the CFS
definitions on the other because the latter only exclude certain primary psychiatric illness while
allowing others. This exclusion of primary psychiatric illness also differentiates CCC patients from
the psychosocial model of CFS. The proponents of the psychosocial model of CFS have stated that
as many as 70 percent of CFS patients have evidence of a psychiatric disorder preceding their CFS
onset.244

The Canadian Consensus Criteria has been used in both clinical care and in research, is widely
respected by patients and experts alike, and provides additional information on testing (e.g. tilt
table testing and NK cell activity) and differential diagnosis to aid a clinician in diagnosing ME. In
addition, the Canadian Consensus Criteria has been used in a prevalence study where Canadian
Consensus Criteria prevalence was found to be about 60 percent of that seen for Fukuda CFS.245
Finally, the Canadian Consensus Criteria has been used as the basis of clinical guidelines published
by the International Association for CFS/ME (IACFS/ME), the CFS/ME: A Primer for Clinical
Practitioners.246 This primer includes information on both diagnosis and treatment and is in its
second edition, published in 2014.

In 2006, Dr. Byron Hyde, an ME clinician, established the Nightingale definition,247 although the
definition has not been broadly disseminated. Two more recent definitions have built on the 2003
CCC. The first of these is a pediatric ME definition published in 2006248 that also requires post-
exertional malaise and other hallmark criteria.

More recently, in 2011, a group of twenty-six ME experts from thirteen countries, with a total of
400 years of ME disease experience, published the ME International Consensus Criteria (ME-
[CC).249 The ME-ICC used the CCC as its basis but dropped the six-month waiting period.
Importantly, it also dropped the requirement for fatigue. Instead, the ME-ICC distinguishes
between the fatigue seen in other conditions and the fatigability seen in ME.250 [t emphasizes the
abnormal response to exertion and the post-exertional exacerbation of all symptoms, which the
ME-ICC refers to as post-exertional neuroimmune exhaustion (PENE), but what is known more
commonly referred as “post-exertional malaise.” The ME-ICC also reintroduces the requirement
that the disease result in a 50 percent reduction in premorbid activity, a requirement that had
been seen in the Holmes definition. In addition to post-exertional neuroimmune exhaustion,
patients must also have neurological symptoms; symptoms reflecting immune, gastrointestinal
and genitourinary dysfunction; and a symptom reflecting energy production and transportation
impairments, including cardiovascular and respiratory issues.
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Like the CCC, the ME-ICC provides information, including objective measures and signs, which help
the clinician better understand and diagnose ME. Further, in response to the confusion resulting
from overly broad “CFS” definitions and interchangeable names, the ME-ICC adopted the disease
name “ME” and called for patients that meet the ME-ICC to be removed from the broader cohort of
“CFS” patients. Finally, the ME-ICC has also been used as the basis of a primer, the Myalgic
Encephalomyelitis - Adult and Pediatric: International Consensus Primer for Medical Practitioners,?5!
which was published by many of the authors of the ME-ICC. The ME-ICC has only recently been
used in published studies and does not appear to have been used in prevalence studies yet.

Some countries have moved to adopt these criteria. In 2010, the Scottish Public Health Network
recommended that the CCC be adopted clinically for the diagnosis of ME because it better reflects
the neurological nature of the disease, and it recommended that the NICE criteria be used for CFS.
252 Professor Wessely objected to the recommendation to adopt the Canadian Consensus Criteria
for ME, in part because he objected to the inclusion of certain neurological symptoms in the
definition and because the report expressed reservations regarding CBT and GET for ME
patients.253 The Public Health Agency of Canada lists the 2003 CCC in the “A to Z” listing of diseases
and clinical criteria on its public website.254 Finally, for its part, the Norwegian Health Directorate
circulated a draft recommendation in 2012 that recommended ME-ICC and Fukuda for diagnostic
criteria. However, possibly in response to objections from the Norwegian College of General
Practice at the time, the Norwegian Health Directorate’s current guideline lists both the Canadian
Consensus Criteria and Fukuda and supports a more psychosocial approach to management.255

[t is not just countries. In 2012, Euromut, a Belgian health insurance company, apparently had also
endorsed the Canadian Consensus Criteria for the diagnosis of this disease. At this time, Euromut
appears to have merged with another company and the reference no longer exists.256

But in the United States, Health and Human Services has refused to adopt either the CCC or the ME-
ICC, despite repeated calls by experts and advocates to adopt it.

The Problem with the Name

[t's not possible to imagine a more trivial and misleading name than “chronic fatigue syndrome,” as
the name is too easily misunderstood to be simple tiredness. This name has contributed to the
extensive stigma and disbelief that patients and their carers encounter because everyone can be
tired.

According to advocate Craig Maupin, Dr. Anthony Komaroff (one of the authors of the Holmes
definition) noted that this impact was not anticipated when the term “CFS” was first coined.
Komaroff stated: “None of the participants in creating the 1988 case definition, and the illness
name, ever expressed any concern that the name might appear to trivialize the illness. We simply
were insensitive to that possibility, and we were wrong.”257 He went on to note that since fatigue is
part of the “universal human experience,” many might connect the term “chronic fatigue
syndrome” with their own fatigue and tiredness and be left wondering why that is considered a
disease.

Dr. Leonard Jason confirmed this reaction in a 2007 study that examined the responses of both
medical trainees and college undergraduates to the labels “chronic fatigue syndrome” and “myalgic
encephalopathy.”258 Jason found that the participants’ perceptions of the illness and its severity
was related to the label given to the illness. Participants associated the “myalgic encephalopathy”
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label with the poorest prognosis and were more likely to associate it with a physiological rather
than a psychological cause.

At the recommendation of the CFS Coordinating Committee (CFSCC), a Name Change Workgroup
was organized in 2001 to assess the issues involved in changing the name. The committee
recommended the label “neuroendocrineimmune dysfunction syndrome (NDS)” in recognition of
the range of systems affected.259 Because the CFSCC had been disbanded before reviewing the
Workgroup recommendations, its replacement, the CFS Advisory Committee (CFSAC), reviewed
this recommendation in 2003.260 At that meeting, CDC’s Dr. William Reeves (head of the CDC CFS
program at the time) spoke against adopting a new name because, among other things, he said that
the term “CFS” was recognized, and that changing the name could set back all the “educational and
scientific publication accomplishments.” The CFSAC ultimately tabled the name change
recommendation, and no further action was taken.

Reeves’ concern that a name change would orphan research is still raised by some today. But that
concern seems trivial compared to the problems that have resulted from continuing to use the
same “CFS” label for definitions as disparate and sometimes non-specific as Oxford, Fukuda, CCC
and ME-ICC.

Today, CFS is the official label used by both Fukuda and Oxford. Doctors in the U.S. diagnose CFS
even if the patient meets the CCC or ME-ICC criteria.261 The CCC uses the hybrid term “ME/CFS”
and the NICE Guideline uses the term “CFS/ME”. But in reality, all of these terms—“CFS”, “ME”,
“CFS/ME” and “ME/CFS” and even just “chronic fatigue”—are being used interchangeably with
little regard to the underlying definitions and associated disease theories.

This has created a linguistic babel that thwarts efforts to reach a shared understanding of this
disease. It is surreal to watch people communicate past each other, thinking that they are talking
about the same disease because they are using the same disease name. But in reality, these
definitions encompass a disparate range of diseases and conditions, for which little or no evidence
of biological relatedness has been provided.

In February 2015, the Institute of Medicine (I0OM), under contract from Health and Human
Services, issued new diagnostic criteria and a new name, “systemic exertion intolerance disease”
or “SEID.”262 The IOM report called for those patients that met the SEID criteria to be pulled out of
“ME/CFS.” At least one IOM panel member has indicated that their remit did not include making
recommendations on the disposition of the Fukuda or Empirical definitions.2¢3 There are also still
open questions about how SEID is intended to fit with the CCC, which is used in research. At the
same time, news reports and some doctors are interpreting the new name as a simple rebranding
of CFS and have recommended CBT and GET for its treatment, ironic given that the IOM focused on
a systemic intolerance of exertion as the core symptom. As a result, the term “SEID” appears to be
at risk of being absorbed into the CFS hodgepodge of disparate names and criteria. This will do
nothing to clarify the nature of ME.

The Classification of CFS in Medical Dictionaries

Another issue that has contributed to the confusion on the nature of this disease is the handling of
CFS in the medical dictionaries. As noted by Dr. Geza Balint of the National Institute of
Rheumatology and Physiotherapy in Hungary, the roots of modern disease classification are found
in the work of Thomas Synderham, a 17th century English physician who advocated that diseases
be classified with the same care used to classify plants. He made this recommendation in order to
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correct the practice in place at the time of grouping diseases together based on “a common
phenomenon...whilst they are in their nature as dissimilar as possible.”264

Today, quite a few classification and terminology systems exist and are used for medical records,
insurance billing, and mortality and morbidity tracking. Because of their usage, they broadly
influence how medical providers view ME: that is, whether they see ME as a real disease or a non-
specific symptom and whether they view the disease as organic or psychiatric.

The first of these medical dictionaries is the International Classification of Diseases (ICD), published
by the World Health Organization (WHO). As noted earlier, the WHO placed ME in the neurological
chapter of ICD in 1969.265 In 1992, WHO added the term “CFS” to the neurological chapter in the
ICD-10 and assigned it the same code as ME (G93.3).266 According to a report given to the CFS
Coordinating Committee (CFSCC) in 2001, the United States National Center for Health Statistics
(NCHS, part of the CDC and responsible for ICD implementation in the U.S.) originally intended to
follow the direction set by WHO in the ICD-10 when it implemented the U.S. version, the ICD-10-
CM.267 But by 2003, in parallel with the studies being done with the Empirical Definition, NCHS
decided to reclassify CFS from the neurological chapter in the ICD-10-CM to the “Symptoms and
Signs” chapter. This change positioned CFS as a subtype of “chronic fatigue” under the heading of
“Malaise and Fatigue.”268 That made CFS little more than a footnote of the symptom of chronic
fatigue.

However, this change does not comply with WHO standards for the ICD-10, in which the same
disease cannot be placed in multiple chapters.26? This change is contrary to the classification of CFS
by other countries that also have their own clinical modification of ICD-10.270 Yet, NCHS has
refused to comply with the WHO classification standards and the practice in other nations. NCHS
has persisted in this position despite proposals and recommendations from CFSAC, a medical
professional organization (IACFS/ME), and patient groups, all of which called for CFS to be moved
back to the neurological chapter.27t When ICD-10-CM is rolled out in 2015,272 CFS will be classified
in the “Symptom and Signs” chapter as a subcategory of “Malaise and Fatigue.” NCHS’s decision
achieves the goal stated by NIH’s Dr. Stephen Straus that “the notion of a discrete form of fatiguing
illness will evaporate.”273 But it also provides further justification for separating ME out from CFS.
CFS cannot be considered equivalent to ME yet simultaneously be categorized so differently in the
ICD-10-CM.

Issues have arisen with the classification of the term “CFS” in the U.K as well. In 2001, the U.K.’s
WHO Collaborating Centre (at Kings College in London) categorized CFS as a mental health illness
equivalent to neurasthenia in the U.K. specific “WHO Guide to Mental Health in Primary Care.”274
This caused a number of authors and even textbooks to either state that CFS was classified as both
a neurological and psychiatric illness, while some stated it is only classified as a psychiatric
illness.2’5 However, the World Health Organization issued a ruling in 2001 and again in 2004 that
these statements were incorrect; the correct classification of CFS in ICD-10 was as a neurological
disease and not as a psychological disease.27¢

WHO’s handling of CFS in ICD-10 follows the pattern seen in other diseases, such as Alzheimer,
which is classified as a neurological illness, despite the presence of irritability, a psychological
symptom. Unfortunately, the classification issue is not settled in the U.K. In 2014, the U.K
Department of Works and Pensions published a continuing medical education program for
disability analysts, which incorrectly stated that, ICD-10 classified “CFS/ME” under both
neurological disorders (G93.3) and also as neurasthenia (F48.0, under “neurotic, stress related and
somatoform disorders”).277

Thirty Years of Disdain: How HHS Buried M.E. May 2015. (M. Dimmock, M. Lazell-Fairman) 45



Other classification dictionaries and terminology systems also perpetuate this confusion about the
nature of ME. The second example is the Systematized Nomenclature of Medicine--Clinical Terms
(SNOMED CT), produced by the International Health Terminology Standards Development
Organization.2’8 SNOMED CT, which is important to the implementation of electronic health
records in the United States and likely elsewhere, lists CFS as a multisystem disorder but also as a
mental disorder. Because ME is listed as a synonym of CFS, it is also classified as both a
multisystem disorder and a mental disorder in SNOMED CT.

A third example is the READ codes, used as standard terminology in clinical practice in England.279
The READ codes classify CFS as both a neurological disorder and as a form of neurasthenia, under
somatoform disorders in the mental health disorders section. As in SNOMED CT, ME is considered
a synonym of CFS and carries this same dual classification.

A final example is the controversial Diagnostic and Statistical Manual of Mental Disorders (DSM-5),
published by the American Psychiatric Association in 2013. While neither ME or CFS are directly
coded in the DSM-5, the terms “ME” and “CFS” have often been cited in the scientific literature as
forms of “somatoform disorder,” “somatization disorder,” or “functional somatic syndromes”,
terms that are older variants of terms that are in the DSM-5.280 For example, at a 2006 conference
on “Somatic Presentations of Mental Disorders” held by the American Psychiatric Association in
collaboration with WHO and NIH, Professor Wessely described CFS as an example of a functional
somatic syndrome while another speaker described CFS as an example of somatoform disorder.28!
Equating CFS and ME to these terms both reflects and reinforces a psychogenic view of this
disease.

The DSM-5 contains a disorder called “somatic symptom disorder” (SSD), an updated term for
“somatization disorder” found in the DSM-IV. According to DSM-5, SSD “is characterized by somatic
symptoms that are either very distressing or result in significant disruption of functioning and is
also characterized by excessive and disproportionate thoughts, feelings, and behaviors regarding
those symptoms.”282 To be given a diagnosis of SSD, the patient only needs to have one symptom
that persists for six months, as long as the medical provider has decided, in his or her own
judgment, that the patient is “excessively concerned” with his or her health. SSD can be diagnosed
in any patient, regardless of whether their symptoms are medically explained or not.283

Numerous experts, including particularly Dr. Allen Frances, chair of the DSM-IV Task Force, have
highlighted the serious risk of over-psychologizing bodily symptoms from the misuse of DSM-5’s
somatic symptom disorder. According to Frances, somatic symptom disorder is especially
concerning since the judgment of when to diagnose somatic symptom disorder is “based on vague
wording that can't possibly lead to reliable diagnosis.”284

This is not just an academic concern. Frances and also Dr. Diane O’Leary of Diagnostic Rights have
pointed out that defining somatic symptom disorder too broadly leads to medical conditions being
dismissed without proper investigation. In a letter to the DSM-5 Workgroup responsible for the
somatic symptom disorder category, Frances warned of the impact of such a misdiagnosis, stating,
“When psychiatric problems are misdiagnosed in the medically ill, the patients are stigmatized as
‘crocks’ and the possible underlying medical causes of their problems are much more likely to be
missed.”285

Expanding on Frances’ point, O’Leary noted that female heart attack patients under the age of 55
are seven times more likely to be sent home from the E.R. than males of the same age because
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medical staff assume their problems are not real.286 She went on to note that, according to a survey
of the American Autoimmune Diseases Association, “a staggering forty-five percent of autoimmune
disease patients report having been denied medical care because doctors mistakenly diagnosed
their symptoms as somatoform.” The risk of a misdiagnosis of somatic symptom disorder is
further demonstrated in a recent study of 6,233 fibromyalgia, rheumatoid arthritis, and
osteoarthritis patients. That study found that almost all of fibromyalgia patients and a substantial
portion of the rheumatoid arthritis patients would be diagnosed with a mental health disorder
using the somatic symptom disorder criteria.287

If the risk of a somatic symptom disorder misdiagnosis is significant for rheumatoid arthritis
patients, then the risk is even more serious for patients with misunderstood diseases. One example
is Connecticut teenager Justina Pelletier, who was diagnosed with mitochondrial disorder but was
then rediagnosed with a somatoform disorder by another doctor and detained for a year in a
psychiatric facility against her family’s wishes.288 A similar story has been playing out with
Denmark’s Karina Hansen, diagnosed with ME, but then forcibly removed from her home in
February 2013 and placed into a psychiatric facility where she has been held against her will ever
since.?89 Karina has been given a diagnosis of “pervasive arousal withdrawal syndrome”290 and is
being treated for that by staff from the Research Clinic for Functional Disorders and
Psychosomatics, which is run by Dr. Per Fink.291 Fink’s theory is that CFS, fibromyalgia, irritable
bowel syndrome (IBS) and other “functional” diseases are in reality a single disease called “bodily
distress syndrome,” which is caused by emotional and bodily stress that is treatable by cognitive
behavioral therapy (CBT), graded exercise therapy (GET) and anti-depressants. Fink has pointed
to the NICE Guideline for CFS/ME as evidence to support the use of CBT and GET in his treatment
regimen.292

The problems with DSM-5 are not limited to somatic symptom disorder or to the criticisms made
by Dr. Frances. Dr. Thomas Insel, director of the National Institute of Mental Health (NIMH), has
criticized the lack of scientific rigor in the DSM-5. This has resulted in diagnoses based on “clusters
of clinical symptoms, not any objective laboratory measure.”293 He stated that this would be
equivalent to organizing medical diagnoses around the “nature of chest pain or the quality of
fever,” an approach that was abandoned long ago because “symptoms alone rarely indicate the
best choice of treatment.” Insel decisively stated, “...we can’t succeed if we continue using DSM
categories as the “gold standard.” Instead, Insel said that NIMH would be moving to an objectively
based nosology “based on emerging research data, not on the current symptom-based categories.”
This is a remarkable and forward-thinking position for the director of the National Institute of
Mental Health. But it also begs the question of symptom-based categories are still tolerated for ME,
particularly when evidence exists to support a more objectively defined nosology.

Efforts are currently underway to establish the new ICD-11 and to align the mental health chapter
of the ICD-11 with the DSM-5.294 The terms “CFS” and “ME” have both been removed from the beta
(draft) version of ICD-11, making it unclear how these terms will be classified going forward.29s
How the handling of somatic symptom disorder in ICD-11 and DSM-5 will be reconciled is also
unclear. At this time, one approach that is apparently being considered is similar to the DSM-5
somatic symptom disorder approach described above.29 Another approach appears to include
aspects of Dr. Fink’s concept of bodily distress syndrome (BDS).

Another potential change in ICD-11 is that a single disease term may be able to be placed in two

separate chapters. Given the history, this could lead to pressure to classify ME in both the mental
health chapter and the neurological chapter.297
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Depending on the decisions made regarding the classification of CFS and ME in ICD-11, how DSM-5
and ICD-11 reconcile differences in somatic symptom disorder and the potential for dual
classification of the terms “CFS” and “ME,” ME patients could be at high risk of being diagnosed
with a somatic disorder. This would reinforce the disbelief and inappropriate treatments that
patients receive today and leave them without adequate care for the actual disease from which
they suffer.

The February 2015 Institute of Medicine report called for a new ICD code for SEID, separate from
chronic fatigue and neurasthenia.2?8 However, the panel did not make a recommendation
regarding which chapter the term should be placed and as a result, this is an open issue that needs
to be resolved. Doing so requires that the issue of whether the SEID criteria and the CCC criteria
are intended to be two different definitions (one clinical and one research) for the same disease
also needs to be resolved.

Disease Experts and HHS Face Off
In October 2012, the CFS Advisory Committee (CFSAC) issued the following recommendation:

CFSAC recommends that you will promptly convene (by 12/31/12 or as soon as possible
thereafter) at least one stakeholders’ (Myalgic Encephalomyelitis (ME)/Chronic Fatigue
Syndrome (CFS) experts, patients, advocates) workshop in consultation with CFSAC members
to reach a consensus for a case definition useful for research, diagnosis and treatment of
ME/CFS beginning with the 2003 Canadian Consensus Definition for discussion purposes.29

CFSAC’s intent was clear: fast action involving disease experts and patients, with the CCC as a
starting point.

Patient advocates supported that recommendation through petitions and a position paper to
Secretary Sebelius, Assistant Secretary of Health Howard Koh, CDC Director Thomas Frieden and
NIH Director Francis Collins on May 12, 2013.300 That position paper called for the adoption of the
Canadian Consensus Criteria, the discontinuation of the term CFS because it is not specific, and the
open engagement of the ME stakeholders. HHS rejected the advocates’ recommendation. In its
response, HHS reiterated its broad focus on “CFS and other similar medically unexplained
chronically fatiguing illnesses such as ME, fibromyalgia syndrome, neurasthenia, multiple chemical
sensitivities, and chronic mononucleosis.30! (Emphasis added)

Then, in August 2013, with no discussion with CFSAC or the community, HHS suddenly and
unilaterally announced their intent to contract with the Institute of Medicine (IOM), part of the
National Academy of Sciences, for one million dollars to develop new clinical diagnostic criteria.302

Patient advocates objected, citing the fact that HHS had acted unilaterally, that the study would
involve non-experts to create the new definition, and that the recent IOM study on treatment of
Gulf War illness (GWI) had been strongly criticized by Gulf War advocates for using criteria
(chronic multi-symptom illness) that were so broad “as to include nearly any human health
condition.”303 Finally, ME advocates also objected because the IOM, by its own admission, had had
virtually no experience in developing disease criteria. At the time the contract was awarded, the
only other definition study conducted by the IOM was the one for “chronic multi-symptom illness”
in Gulf War veterans. In the final report for the GWI definition study, the IOM stated that it was
ultimately unable to establish a new definition because of the state of the evidence for Gulf War
[llness.304 Given that the evidence base for this disease is likely at least as convoluted as that for
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Gulf War Illness, advocates expected that similar challenges would make it difficult to reach an
evidence-based recommendation for this disease.

[t wasn’t just ME advocates who were concerned with the plans to have the IOM develop new
criteria. In October 2013, fifty internationally renowned ME experts sent a letter to Secretary
Sebelius, calling on HHS to adopt the 2003 Canadian Consensus Criteria for both research and
clinical care.305 These experts also urged HHS to abandon its plans to contract with groups like the
Institute of Medicine (IOM) to develop criteria. They stated that such efforts were wasteful,
unnecessary, and threatened to move “ME/CFS science backward by engaging non-experts in the
development of a case definition for a complex disease about which they are not knowledgeable.”

HHS refused to accept the experts’ recommendation to adopt the Canadian Consensus Criteria,306
in part because the Canadian Consensus Criteria does not include evidence from the last ten
years.307 The irony of that statement is that HHS has also rejected the last ten years of replicated
evidence for PEM as a hallmark symptom that can be objectively measured and continues to
dispute the importance of PEM as a required symptom.308 One must ask to what extent HHS
rejected the Canadian Consensus Criteria simply because it does not fit HHS beliefs about the
nature of this disease.

HHS’s Current Definition-Related Initiatives

Having rejected the recommendation of the CFSAC regarding the CCC and with little involvement
of CFSAC or the community, HHS kicked off three initiatives: the IOM initiative, the NIH Pathways
to Prevention (P2P) Initiative and the related Agency for Healthcare Research and Quality (AHRQ)
Evidence Review.309 A fourth initiative, the CDC Multi-Site Clinical Assessment was already
underway and was also intended to address the case definition. Collectively, these initiatives will
shape how this disease is viewed and how it is defined, researched and treated for years to come.

The first of the HHS initiatives, the IOM initiative, used a mixed panel of ME experts and those
unfamiliar with the disease to establish an “evidence-based clinical diagnostic criteria for
ME/CFS,” intended to be targeted to general practitioners-31° The IOM held two public meetings,
accepted written input from the public and was to incorporate input from the CDC Multi-site
Clinical study and the NIH Pathways to Prevention initiative (although the output of the P2P was
not ready in time).311 In addition, the CDC also recommended that IOM use data from the CDC
population-based surveillance study. This was concerning because the most recent CDC
surveillance study used the Empirical definition, which increased the prevalence and resulted in
the misdiagnosis of patients with major depressive illness.

In addition to the concern with the use of non-experts, as noted above, another significant concern
was the lack of specificity in how the scope of disease was defined in the contract, with numerous,
ill-defined terms included.312 This was a critical shortcoming, particularly given the controversies
with the definitions and names outlined above. This author asked for clarification on this issue
when the contract first became available. Remarkably, HHS said that it was leaving it up to the IOM
panel to determine what specific disease these new diagnostic criteria will describe.313 But it is
crucial to ask whether it is standard practice to contract a group like IOM to not only develop
diagnostic criteria for a disease, but also first decide what scope of disease those criteria will
encompass.

The final IOM report, released in February 2015, produced an extensive review of the biomedical
literature on the immunological, neurocognitive, neuroendocrine, orthostatic, energy metabolism,
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and sleep dysfunctions associated with the key symptoms.314 [t recognized post-exertional malaise
as a hallmark symptom, required for a diagnosis, along with unrefreshing sleep and either
cognitive dysfunction or orthostatic intolerance. Based on these criteria, it replaced the diagnosis
of exclusion with a positive diagnostic approach and recommended a new name: “systemic
exertion intolerance disease.” The report emphasized that the disease is not a psychological illness,
but rather a complex, multi-system disease that causes severe functional impairment. The report
highlighted the stigma and neglect that patients had experienced at the hands of the medical
community. Finally, it noted the “relative paucity of research” to date and stated that “remarkably
little research funding has been made available to study the etiology, pathophysiology, and
effective treatment of this disease, especially given the number of people afflicted.”

While the evidence review was generally well received, advocates and experts have expressed
legitimate concerns that the recommended criteria fail to adequately convey the neurological
symptoms experienced and the severity of the disease as experienced by the most severely ill
patients.315 Concerns have also been raised that the criteria are largely subjective (as no objective
tests are required), the Clinical Guide as provided misses critical information that is in the report
itself and the criteria and the recommended symptom assessment tools have not been
operationalized or tested.31¢ (For instance, some of the assessment tools have not been used in this
patient population, cutoffs and other instructions for their use have not been provided and/or the
report acknowledges that they would be hard to use clinically.)

Also concerning is the current lack of clarity on whether the SEID criteria are intended to describe
the same disease as the ME-ICC and the CCC and whether the Fukuda and Empirical criteria will
continue to be used for those patients who do not meet the SEID criteria.3!7 For instance, as it
currently stands, the same disease could be called “SEID” clinically and yet be called “ME/CFS” in a
research study that uses the CCC and yet the patient only has one disease. More problematic is that
the SEID are often being interpreted as a rebranding of CFS for which the current CFS descriptions
and treatments are appropriate. For instance, a Medscape article referred to the work of Professor
Wessely and recommended CBT and GET.318 Medscape has also provided a case study, in which
CFS and SEID are treated as synonymous and the Fukuda and SEID criteria are treated as
representing the same disease even though the patient in the case study does not have PEM, a
requirement for the SEID criteria.31? This demonstrated tendency to throw SEID into the CFS pot
reinforces the concerns that SEID will become a new wastebin diagnosis in the hands of doctors
who do not understand the nature of the disease.

To date, HHS has not stated what they intend to do about the SEID criteria or about the existing
CFS website, the Fukuda or Empirical CFS definitions or the findings and recommendations based
on Empirical or Oxford definition studies. But it is essential that any forward plans clearly separate
out the neuroimmune disease from the CFS umbrella.

The second HHS initiative is CDC’s Multi-Site Clinical Assessment, which is intended to
characterize ME/CFS patients in order to improve the measurement of the “illness domains of
CFS”320 The clinicians involved are all considered experts in the disease. No case definition is being
used to guide patient selection; instead, the clinicians have been asked to use their expert
judgment. Instead, clinicians from the specialty clinics have been instructed to include patients
diagnosed with CFS, ME, and also post-infective fatigue. The terms “CFS” and “post-viral fatigue
syndrome” are ill-defined and do not require the hallmark PEM. This raises the question of
whether these diagnostic labels represent the same disease and whether all Multi-Site study
clinicians apply them in the same way.321 At the IOM public meeting in January 2014, Dr. Lily Chu,
who sat on the IOM panel, asked CDC’s Dr. Beth Unger if the diagnoses would be cross-validated
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across the clinics involved in the Multi-Site study. Dr. Unger said she would leave it up to the
clinics to decide if they wanted to do that.322 Remarkably, particularly given the historic confusion
on these terms and the decision to not use a case definition for patient selection, this was not a
planned part of the study.

The first phase of the Multi-Site study focused on patient-reported outcomes, while the second
phase has added in some lab tests. Because of the importance of PEM as a hallmark symptom and
the extensive evidence on the use of CPET, patient advocates requested that the CDC use the 2-day
cardiopulmonary exercise test (CPET) to objectively demonstrate which patients have PEM and its
associated energy production impairment.323 But the CDC declined. Instead, they decided to use
one day of exercise followed by cognitive testing. To my knowledge, this approach has never been
evaluated, let alone replicated, as a method to objectively demonstrate post-exertional malaise and
impairment of energy production. Further, both Dr. Christopher Snell and the report of the NIH
2011 State of Knowledge Workshop324 have stated that one day of exercise is insufficient to
distinguish between ME and deconditioning. In my son’s experience, when CPET and cognitive
testing were simultaneously given on two consecutive days, the CPET clearly demonstrated energy
production impairment, while the findings of the cognitive test were ambiguous with one measure
improving on the second day.

CDC said that it decided to not use the 2-day CPET because of the cost of CPET, the potential risk of
harm to the patient and the burden to patients who would have to stay an extra night. But the
irony in CDC'’s rationale is that the cost of this test pales in the face of the $19-24 billion annual
economic impact and the harm done to patients even today as a result of the treatment
recommendations that the CDC provides in its clinical education guidelines.

The third initiative is NIH’s Pathways to Prevention (P2P) initiative (previously called the
Evidence-based Methodology Workshop for ME/CFS), a process intended for non-controversial
areas of science325 and largely driven by those who, by design, are not allowed to have expertise in
this disease.326 NIH’s description of the intended goal of this initiative has morphed over time,
making it difficult to know what HHS was trying to achieve. In response to the original 2012 CFSAC
recommendation, HHS stated that the goal of P2P was to “address the issue of case definitions
appropriate for ME/CFS research” and acknowledged that this effort was intended to address the
research case definition issue, the highest priority issue identified at the 2011 NIH State of
Knowledge meeting.327

Butin a May 2013 CFSAC discussion, Dr. Susan Maier of the NIH said that it would not resultin a
new case definition. Instead, she described goals of “identifying scientific and methodological
weaknesses,” and evaluating the evidence for “case definitions, for outcomes, for interventions,
and for treatments.”328 In a January 2014 email, Dr. David Murray, director of the NIH Office of
Disease Prevention, told Dr. Francis Collins that the P2P Workshop would review the different
definitions used in research in order to “clarify the type of patients that are captured under each
definition” and how those patients respond to therapy. The intent was to help researchers decide
on the best-case definition.329

Finally, the Program Book used in the P2P Workshop stated that the goal was to identify research
gaps, identify scientific and methodological weaknesses and suggest research needs.330 In the end,
despite a letter from advocate Jennifer Spotila and this author to Dr. Collins outlining concerns
such as the lack of clarity of goals, the conflation of definitions and the use of non-experts,33! the
P2P agenda, and the supporting AHRQ Evidence Review lumped all definitions together, regardless
of the differences across case definitions. The P2P Workshop and the AHRQ Evidence Review then
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focused on diagnostics and treatments, an inexplicable choice in a disease in which there are no
approved diagnostics or treatments.

The Panel’s first input, the 2014 draft AHRQ Evidence review,332 lumped together studies across
eight CFS (Oxford, Fukuda, Reeves, Holmes) and ME (Canadian, Revised Canadian, ME-ICC and
London) definitions and based on that grouping, made recommendations for all CFS and ME
patients, regardless of which definition was used in the underlying studies. The review focused on
self-reported symptoms and psychological and exercise treatments, while excluding studies on
most biomarkers, on cutting-edge ME research on immunological, neurological, and energy
production issues, and on treatments such as Rituxan. The full extent of the problems with the
approach used in AHRQ’s Evidence Review are remarkable and beyond the scope of this book.333
For patients, perhaps the most immediate concern is that the final AHRQ Evidence Review did not
question the scientific validity and ethicality of basing treatment recommendations for ME
patients on studies where patients were selected using the Oxford criteria. This creates a
significant risk of harm to ME patients because the Evidence Review states that the final report
may be used in medical care guidelines and reimbursement decisions.

Like the AHRQ Evidence Review, the Panel’s second input—the Workshop agenda topics and
selected speakers—also excluded broad swaths of research, an approach described by advocate
Jennifer Spotila as “science-lite.”334 For instance, the workshop sessions included “Social
Determinations of Health” and “Self-Management” topics but none of the sessions featured
neurological, autonomic, or energy production dysfunction. In addition, the speakers selected for
the session on fostering innovative research, arguably the most important session, had a research
focus on psychosocial theories, perceptional issues and pain research.335 These topics are far from
the mainstream biomedical focus of research in this disease, as seen in the three different 2014
disease conferences held at Stanford, London (InvestInME) and San Francisco (IACFS/ME).

Also, like the AHRQ Evidence Review, the P2P Workshop agenda was not structured to discuss the
originally posed question of whether the ME and CFS definitions represented the same patient
population or not, or to consider the implications of that question for forward recommendations.
That both the AHRQ Evidence Review and the NIH P2P Workshop failed to ask such a fundamental
question, while ignoring the science that would have highlighted the issues, was inexplicable and
unacceptable.

The resultant draft P2P recommendations, released in December 2014, acknowledged that the
needs of patients had not been met, stated that the disease was not psychological, and made a
number of recommendations for research that reflected recommendations already made by CFSAC
for many years.33¢6 But the report failed to address the definitional muddle, beyond calling for the
Oxford criteria to be retired. It continued to support CBT and GET as treatments, even though
those recommendations were based on studies done with the Oxford criteria. It called for
additional studies into biopsychosocial parameters, multimodal treatment (an approach to
psychotherapy), homeopathy and self-management. At the same time, the report failed to
specifically call for studies on immune modulators, antivirals, and similar disease modifying
treatments. Finally, the report failed to call on HHS to provide a fair share of NIH funding, failed to
address the NIH institutional issues and stigma that have driven researchers away and failed to fix
HHS’s broken approach to engaging this community.

The final P2P report was due on April 15, 2015 but was delayed on April 2 when advocate Jennifer

Spotila discovered that comments, including extensive comments submitted by CFSAC, were
missing from a FOIA request.337 NIH acknowledged that comments had not been forwarded to the
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P2P panel and set a new release date of June 16, 2015 so that the panel could review all of the
missing comments. But on April 20, 2015, Spotila noted that her latest FOIA was still missing
comments that had been submitted.338 The mishandling of comments raises concerns with the
integrity of the process and the final product since the additional comments are being reviewed
after the fact. Spotila has notified both NIH and the Inspector General for HHS and the issue is
currently open.

Collectively, these four initiatives underscore the significant problems that continue to hold this
disease back—particularly the confusion resulting from the definitional and naming muddle, the
impact that years of limited and misdirected research funding have had on the state of the
evidence base, the lack of coordination in HHS’ efforts toward this disease as seen across these
four initiatives and the failure to consider the input of stakeholders in the initiation of these efforts
and how they were conducted.

The vast differences in the evidence reviews done by IOM and AHRQ are one good indication of the
definitional muddle this disease faces. Each review encompasses different definitions and as a
result, different slants on the evidence. But the simplest indication of the confusion is the fact that
the IOM report noted neurological, immunological, and energy production dysfunction and
centered its definition on a physiologically driven systemic intolerance to exercise while the AHRQ
Evidence Review cited the PACE trial and recommended CBT and GET, used in the PACE trial to
convince patients that they are not really sick and just need to exercise.

Irreconcilable Differences — One Disease or Many

HHS’s View: Many Definitions, The Same Disease

Even before HHS’s latest definition initiatives, at least twenty different definitions had been used
for CFS and ME.339 (Appendix 1 lists the most commonly used and/or more commonly referenced
in the U.S.) These definitions vary dramatically in terms of what symptoms are required, whether
primary psychiatric illness is included or excluded, the choice of approaches and methods used to
diagnose patients, and the resultant prevalence rates (Appendix 2). As Dr. Leonard Jason has
discussed, the dramatic differences in these factors reflect fundamental differences in how the
disease has been conceptualized.340 This has led to incompatible and ultimately irreconcilable
disease theories battling over the soul of this disease.

Dr. Beth Unger of the CDC underscored one of the biggest differences between CFS and ME
definitions at a 2013 CFSAC meeting, when she asked, “If a patient doesn’t have [post-exertional
malaise], would you not manage them as a CFS patient?”341 That statement reflects CDC’s long-
standing focus on unexplained fatiguing illnesses, in which PEM is an optional symptom. Such a
statement ignores the importance and distinctiveness of PEM and its associated biological
dysfunction. The CDC reportedly took a similar position in its 2014 submission to the IOM
initiative. In that submission, the CDC said that the requirement for PEM/PENE was a limitation of
the Canadian Consensus Criteria and the ME International Consensus Criteria because such a
requirement would exclude patients who do not have PEM/PENE.342

The other major difference is seen in the disease theories, where the psychosocial model of fear-
avoidance and deconditioning343 stands in stark contrast to the biomedical model of neurological,
immunological, and energy production dysfunction. Most people would reasonably conclude that
the same disease process is unlikely to respond both to a drug like Rituxan that kills part of the
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immune system and also to psychotherapy intended to convince you that you are not really sick
but rather just have a fear of activity that has caused deconditioning.

What makes this situation even worse—for both progressing research and for the quality of
medical care—is that these disparate definitions are explicitly treated as equivalent to each other.
Based on this untested assumption, the diagnostic and treatment recommendations resulting from
studies in any of these definitions are applied to all CFS and ME patients, without regard to
whether those definitions represent the same conditions or not. One example of this is the CDC CFS
website’s clinical guidance, which states that all of these disparate definitions describe the same
group of patients,344 for whom the same diagnostic and treatment approaches are appropriate. The
CDC CFS website further states that these same diagnostic and treatment guidelines can also be
used for “CFS-like” illness.345 “CFS-like” illness is defined as six months of fatigue but not including
the other Fukuda symptom requirements—essentially little more than chronic fatigue.

This one-size-fits-all approach to diagnosis, treatment, and management of all CFS and ME patients
is the one used by the vast majority of medical education sites. Cognitive behavioral therapy (CBT)
and graded exercise therapy (GET), studied in Oxford or Fukuda populations, are almost always
recommended for all CFS and ME patients with no explanation of the difference between the two
or the nature of PEM. Yet, for the sickest ME patients, exercise can have grave consequences. Even
for those who are less severely ill, exercise has been shown to exacerbate dysfunction in energy
metabolism and other systems and is known to cause harm that can result in prolonged and
potentially irreversible crashes.346

There are substantial medical and ethical concerns about the appropriateness of such one-size-
fits-all clinical recommendations. This is especially true when scientific logic and the published
evidence of biological pathologies suggest that these definitions do not all represent the same
disease.

Such one-size-fits-all approaches are also seen in research and evidence reviews, where CFS and
ME definitions are treated as equivalent, and where modified and/or non-standard criteria have
been used as acceptable substitutes. For example, the 2011 PACE trial stated that CBT and GET
were effective for patients diagnosed by Oxford, and also for patients diagnosed by the CDC
criteria and the London criteria. But the criteria used were non-standard criteria which were then
further modified by PACE. 347 In both cases, it is impossible to know what types of patients were
encompassed by the CDC and London criteria used by PACE.

Another example is the handling of the diverse definitions in evidence reviews, which invariably
lump ME and CFS definitions together, ignoring differences between them. The example already
given is the 2014 AHRQ Evidence Review, which mixed and matched eight different CFS and ME
definitions without regard to differences in inclusion or exclusion criteria or patient selection
methods used. Treatment recommendations based on one definition were then applied to patients
described by any definition.

Some evidence reviews include not only any CFS and ME definition, but also include studies that do
not meet a specific definition, as long as the patients have some duration of chronic fatigue. For
example, in 2014, Dr. Lillebeth Larun, of the Norwegian Knowledge Centre for the Health Services,
published the protocol for a planned Cochrane evidence review of GET in CFS.348 The protocol
acknowledged the existence of multiple definitions and that, therefore, the study would define
“CFS” to be six months of medically unexplained, disabling fatigue. Studies of other disorders were
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included as long as 90 percent of the patients met these non-specific chronic fatigue criteria. No
exclusionary conditions were mentioned, and no other symptoms, such as PEM, were required.

Another example is the 2008 Cochrane Evidence Based Review for CBT in CFS.349 It included
Oxford, Fukuda, and Australian definition studies, but also included studies where the symptom
requirements of Fukuda were dropped, or where patients could have just three or four months of
fatigue even if no “CFS” definition was met. The 2001 AHRQ evidence review35% and the 2005 York
evidence review, used in the development of the NICE Guidelines,35! followed a similar approach.

Leaving aside the small and questionable claims of treatment efficacy and the reported
methodological issues, these studies and reviews beg the question of whether it is scientifically
valid and ethical to base recommendations on comparisons across such diverse definitions.
Collectively, these ME and CFS definitions share nothing more than the ubiquitous symptom of
chronic fatigue and the lack of a medical explanation. Treating the disparate ME and CFS
definitions as equivalent to each other is bad science, particularly given that there is no proof of
biological relatedness. Collectively, this kind of definitional gymnastics is unethical and has greatly
compounded the confusion surrounding this disease.

The View of ME Experts: Many Definitions, Different Diseases

As demonstrated by the 2013 letter to Secretary Sebelius by fifty international disease experts
calling for the adoption of the Canadian Consensus Criteria, ME experts have strongly disagreed
with CDC’s assertion that these definitions represent the same disease or set of closely related
diseases. Their disagreement reflects the fact that there are significant differences in hallmark
criteria, levels of functional impairment and disability, the relation to primary psychiatric illness,
and the accompanying theories of disease pathology.

The most fundamental difference is the singular focus on the ill-defined symptom of fatigue in the
CFS definitions and their failure to require hallmark criteria such as PEM, unrefreshing sleep, and
cognitive dysfunction. Instead, as Dr. Leonard Jason of DePaul University discussed in a 2014
study, Fukuda (and Empirical by implication) uses “polythetic criteria,” which require only fatigue
plus any combination of four of eight other symptoms.352 The use of such polythetic criteria,
combined with the failure to require hallmark criteria, could lead to other conditions being
misdiagnosed as CFS. For example, in a 2010 presentation for the CFIDS Association of America
(now the Solve ME/CFS Initiative), Jason showed how one particular combination of Fukuda
symptoms (fatigue plus the symptoms of unrefreshing sleep, joint pain, muscle pain, and
impairment in concentration) could describe patients with depression.353 At the NIH P2P
Workshop, Jason stated that in a review of 53 Fukuda studies, hallmark symptoms occurred at
different rates; for example, across studies, PEM was reported in 25-100 percent of patients, while
unrefreshing sleep was reported in 16-100 percent, demonstrating substantially different
populations.354

Dr. Luis Nacul, of the London School of Hygiene and Tropical Medicine, put a sharp edge on this
point in his 2014 presentation at the NIH P2P Workshop. He highlighted the non-specificity of
Fukuda and pointed out that Fukuda symptoms could be grouped into 163 distinct
combinations.355 Yet, only 35 of these combinations require PEM (PENE). This begs the question of
what illnesses are encompassed by the other 128 Fukuda combinations.
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Looking at this issue of lack of definitional specificity from another perspective, Jason’s 2014 study
demonstrated that only sixty percent of the patients that satisfied Fukuda also satisfied the ME-
ICC.356 Similarly, in a large (143,000 person) 2011 British prevalence study, Nacul found that the
prevalence of patients who met the Fukuda was 0.19 percent, while that for the Canadian
Consensus Criteria was 0.11 percent, about sixty percent of the prevalence for Fukuda.357 Ina 2012
study, Dr. Michael Maes, of Maes Clinics in Thailand, found that only about 50 percent of Fukuda
CFS patients had post-exertional malaise.358 PACE itself stated that of the 640 participants selected
by Oxford, only 427 (67 percent) met PACE’s modified version of Reeves 2003, while only 329 (51
percent) met PACE’s modified version of the London Criteria. Admittedly, it is impossible to know
what types of patients are encompassed by these criteria as modified by PACE, but at the very
least, this reinforces the point that these definitions are not all selecting the same populations.

The second major difference pointed out by researchers is how the definitions and the selected
assessment tools treat psychiatric illness. In a 1997 study, Jason pointed out that key decisions
(such as the inclusion or exclusion of psychiatric illness and the choice of psychiatric assessment
instruments) were influenced by “a societal and political context in which CFS was assumed to be a
psychologically determined problem.”359 One example is the Empirical definition’s choice of
requiring a low score on only one scale of the SF-36 (including just the role emotional scale), which
could select patients with mental but not physical illness.360 In a 2012 review, Yvonne Christley,
nurse lecturer at the University of West Scotland highlighted this problem, stating, “The differing
approaches to the identification and definition of CFS are potentially compounding and
strengthening associations between CFS and psychiatric disorders by taking too broad an
approach to case identification.”361

The third difference between CFS and ME definitions reported by researchers are the differences
in the level of patient function, disease severity and disability. In a 2001 report examining the
loosening of criteria in Fukuda compared to the earlier Holmes definition, Dr. DeBecker, of
Brussels, Belgium, stated that the Holmes definition had had less clinical heterogeneity and more
symptom severity than that seen in the Fukuda definition.362 Similarly, Jason reported “more
symptomatology and functional impairment” in patients selected by Holmes than in those selected
by Fukuda.363 In a series of studies over the last ten years, Jason has also shown that patients
meeting ME definitions, such as the Canadian Consensus Criteria or the ME International
Consensus Criteria, have more severe symptoms and physical impairment than those meeting
Fukuda.364

Similarly, in his 2011 prevalence study, Dr. Nacul reported that fatigue, pain, “sleep dysfunction
and symptoms related to immunological, neurological/cognitive, and psychological functions”
were significantly greater in patients who met the Canadian Consensus Criteria than those who
met Fukuda. He stated that this suggested a difference between Fukuda patients and Canadian
Consensus Criteria patients that reflected the Canadian Consensus Criteria’s more restrictive
criteria, including its requirement for PEM.365 [n a 2012 study, Maes demonstrated that those
Fukuda patients who had post-exertional malaise also had more severe illness, more severe
feelings of infection, greater neurocognitive impairment, and significantly higher levels of
immune-inflammatory blood markers than those Fukuda patients who did not experience PEM.366

The fourth difference between the ME and CFS definitions is the breadth of the neurological,
immunological, autonomic, and energy production impairment described in the Canadian
Consensus Criteria and ME International Consensus Criteria. None of the Oxford, Fukuda and
Empirical definitions describe these dysfunctions. They instead exclude any conditions in which
there is a medical explanation for the symptoms. Researchers have demonstrated these biological
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pathologies and associated biomarkers, and also demonstrated how these differentiate ME
patients from those with deconditioning, depression, non-specific causes of chronic fatigue, and a
number of chronic illness.

These studies, particularly those on the distinctive symptom of PEM and its underlying energy
production impairment, are a direct counterpoint to those who promote the psychosocial theory of
CFS, who believe that as many as 70-75 percent of these patients have psychiatric illness.3¢” They
are also a direct counterpoint to those who embrace the idea of a spectrum of conditions organized
around medically unexplained fatigue.

Such biological differences are seen in the clinical setting as well, not just the research setting. In a
2004 study on Fukuda’s lack of specificity, Dr. Gwen Kennedy of Scotland showed that three
different groups of patients—those with CFS, Gulf War Illness and Organophosphate exposure—all
met the Fukuda CFS definition, and presumably would have been diagnosed as CFS. Yet, each had
differences in simple, easily performed clinical outcome measures that would have differentiated
the cases, if such testing had been done.368

The differences in inclusion and exclusion criteria and in the diagnostic methods lead to a lack of
diagnostic reliability due to what Jason has referred to as “criterion variance”3¢% and poorly
“operationalized” criteria.370 The obvious examples include differences in the ways that patients’
level of functioning is evaluated. Less obvious, as noted by Jason, is that most studies record only
the presence or absence of symptoms, and do not consider the frequency and severity of those
symptoms.371

Such diagnostic unreliability is especially problematic in the Oxford, Fukuda and Empirical
definitions. As a result, even when just the Fukuda definition was used across all studies, it is still
difficult to be certain of what population was studied. CDC’s Dr. William Reeves made exactly this
pointin a 2005 study, when he noted that because Fukuda studies failed to specify how “disability,
fatigue and symptom occurrence were elucidated,” it was “difficult to assess the validity of
diagnostic criteria,” making it “essentially impossible to compare results between [Fukuda] studies
critically.”372

Reeves also demonstrated that, even in CDC’s hands, Fukuda was not reliable. In the same 2005
study, he noted that the Fukuda-based methods used in the 2003 surveillance study for diagnosing
CFS “showed scant stability over time,” with “poor correlation between illness classification” when
patients were rediagnosed two years later using the same methods as in 2003.373

Similar concerns were raised with Oxford’s lack of specificity by the British Group on Scientific
Research into Myalgic Encephalomyelitis (GSRME), a panel chaired by Dr. lan Gibson, a member of
Parliament and previous professor of biology. This group, an outgrowth of the All Party
Parliamentary Group on ME, contained members from both Houses of Parliament, and was
established to increase public understanding of scientific research, to evaluate progress in the
development of a full program of research, and to identify research and funding requirements for
ME.374 The resultant report, the 2006 Gibson Inquiry, stated that the Oxford definition was focused
on little more than “long-term tiredness,” and included a broad spectrum of patients. As Dr. Gibson
stated, “One problem with investigating CFS/ME is that the ‘Oxford Criteria’, the guideline for
selecting patients for research trials, is very vague and focuses on fatigue rather than the
numerous other symptoms of CFS/ME. As such, the knowledge we do have of the illness may have
been gleaned from people who did not genuinely have the condition” (emphasis added).
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A claim of disease heterogeneity is often put forward as the explanation for the differences across
studies. This viewpoint states that the differences in findings reflect the heterogeneity and
complexity of the underlying disease, and that these diverse and broad definitions represent the
true continuum of this disease. This is inherent in the psychosocial model, and also in HHS’
continued embrace of Fukuda and the Empirical definition, its medical education, and its framing
of the 2014 IOM, P2P, and AHRQ initiatives, where differences between the various definitions are
treated as equivalent or a continuum of related conditions.

But such claims of the heterogeneity of “CFS” mask the reality.

Yes, ME, with its different onset and triggering events, the influence of genetics, the differences in
immunological and neurological markers, the varying levels of severity, the differences in
environmental and microbiome factors, and the differences in disease progression over time is
undoubtedly heterogeneous. When this disease is finally unraveled, we will likely see patient
subgroups stratified based on such factors, which are then used to best target treatments. This
kind of stratification has been at the heart of advancing treatments for diseases like breast cancer.

But the “heterogeneity” of CFS is different. CFS “heterogeneity” has been artificially created by
lumping unrelated definitions and conditions together based on the singular factor of medically
unexplained fatigue, with no proof that they encompass the same or closely related diseases.
Imagine attempting to study the nature of bluebirds, by first lumping them together with
dragonflies and flying fish because they all “fly” and all lay eggs. You would never be able to learn
how bluebirds breed or breathe. And yet, this is what we have done to ME for thirty years, dumped
it into a wastebin of unrelated diseases, based on the existence of the ubiquitous, ill-defined
symptom of fatigue for which there is not yet a medical explanation.

Putting a sharp edge on this point, in 2011, Dr. Bruce Carruthers, the lead author of the Canadian
Consensus Criteria and the ME International Consensus Criteria, stated, “There is a poignant need
to untangle the web of confusion caused by mixing diverse and often overly inclusive patient
populations in one heterogeneous, multi-rubric pot called ‘chronic fatigue syndrome.”375

HHS’s claim that these diverse definitions represent the same group of patients is particularly
difficult to comprehend because HHS staff has acknowledged that CFS is not a discrete diagnostic
entity,376 and that these symptom-based definitions do not all represent the same disease. For
example, echoing statements made in the 1996 Royal Colleges Joint report,377 Dr. Stephen Straus of
the NIH stated, “Neither the American [Fukuda] nor the Oxford criteria assume the [chronic
fatigue] syndrome to be a single nosological entity."378 Another example is the report of NIH’s 2000
“State of Science Consultation,” which stated that in the absence of a biological marker, “there is no
assurance that any complex of symptoms corresponds to a biological state,” an acknowledgement
of their diagnostic unreliability.379 More specifically, a 2010 article co-authored by CDC’s Reeves
stated, “The 1994 International CFS case definition and the Canadian Consensus Criteria are
different and do not necessarily identify similar groups of ill persons....The physical findings in
persons meeting the Canadian definition may signal the presence of a neurologic condition
considered exclusionary for CFS.”380 And until it was removed in July 2012, one of the CDC medical
education courses distinguished between CFS and ME, stating that ME referred to “well-
documented outbreaks of disease,” but was “accompanied by neurological and muscular signs and
has a case definition distinct from that of CFS.”381 ME obviously didn’t change its nature in 2012.
What changed was the interpretation of the scope of disease encompassed by the term “CFS.”

But Dr. Reeves’ earlier assessment was correct. The 2003 Canadian Consensus Criteria and other
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ME definitions do not define the same group of patients as those defined by the 1994 Fukuda
definition. And that is exactly the point that ME experts have been making. Lumping these
definitions together based solely on unexplained chronic fatigue, with no regard for the differences
in symptoms and the underlying biological pathologies, is the antithesis of the kind of scientific
excellence that has made progress in cancer by carefully delineating the real biological differences
between patient groups.

The View of ME Patients

For decades, patients have given a consistent view on the nature of this disease through testimony
at government meetings; submissions to various initiatives like the current IOM and P2P
initiatives: last year’s FDA review of Ampligen; the April 2013 FDA “Voice of the Patient;”382 and
patient testimony in YouTube videos, books, and news stories. This view consistently calls out
PEM as a mandatory hallmark feature, an unwanted badge by which patients recognize each other.
At the FDA Patient Focused Drug Development Initiative Meeting in April 2013, held to document
the patients’ perspective on their disease, ME patients universally described the ubiquitous and
debilitating symptom of PEM. They described PEM as the symptom that exacerbates “all symptoms
to extreme levels that generally lead to complete incapacitation,” including “complete exhaustion,
inability to get out of bed to eat, intense physical pain (including muscle soreness), incoherency,
blacking out and memory loss, and flu- like symptoms.”383 Similarly, a 2013 survey of Norwegian
patients reported, “For the whole group and each sub-group the gravest symptom was a significant
exercise-induced energy failure, as a result of physical or mental strain.”384

Patients have also consistently rejected the idea that this disease is driven by psychological or
behavioral problems. Yet, frustratingly, that position has been used by some researchers and news
articles as proof that patients are deeply prejudiced against mental illness, are anti-psychiatric or
are irrationally unwilling to accept psychiatric treatment or research that doesn'’t fit their theory of
the disease. For example, Professor Wessely stated, “For many it is better to have an incurable
disease such as CFS than a psychological disorder even if that might be treatable.”385 Dr. Brurberg
of the Norwegian Knowledge Centre for the Health Services in Oslo stated that “patient groups and
researchers with vested interests in the belief that ME is a distinct somatic disease seem unwilling
to leave the position that ME is an organic disease only.”386

But such statements misrepresent the concerns of patients. ME patients are not objecting to the
positive support that psychiatry could provide in dealing with the tremendous physical, emotional,
social and financial losses that they face. My son would welcome such therapeutic support. But
what he got instead was a psychiatrist who browbeat him with questions on what made him think
he was sick and why he wanted to go on disability; his negative reaction to that line of questioning
was then used as proof that he had mental illness. What ME patients overwhelming object to is the
fact that in both clinical care and in research, too many focus on social, behavioral, and psychiatric
factors to explain the patient’s condition, while ignoring or trivializing the evidence of biological
disease.

Such a singular focus on social, psychological and behavioral factors to the exclusion of biological
factors is unscientific and offensive to anyone who has seen an ME patient’s vibrant health
abruptly blow up. ME is not the first disease to be so trapped by psychological theories. The
scientific literature is littered with examples of “medically unexplained” diseases being
automatically redefined as psychological illness.387 But cold mothers did not cause autism, multiple
sclerosis was not hysterical paralysis and stress reduction techniques, and talk therapy didn’t cure
stomach ulcers. Antibiotics did, as Dr. Thomas Borody of Sydney, Australia demonstrated in
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1987.388 Patients who have ME will not get better with talk therapy geared to convincing them that
they are not really ill, or with exercise to reverse their presumed deconditioning. ME patients will
get better when there are therapies that target the underlying neurological, immunological and
energy production pathologies that wrack their bodies.

It's important to make one final note. There have been reports over the years, especially in the
British media, that some researchers have been harassed and/or have received death threats.389
Researchers who have adopted the biopsychosocial approach, including those associated with
PACE trial publications, appear to have most often reported these actions. But researchers
studying the XMRV retrovirus and some researchers pursuing a biomedical approach have also
reported harassment. Because of reports of harassment, the NIH no longer makes the list of CFS
grant reviewers public, although the nature of that particular harassment is not clear.

Death threats are a serious charge and even one death threat is unacceptable. And while patients’
anger at being dismissed, marginalized and stigmatized for thirty years by the government, the
medical community and the media is completely understandable, harassment of researchers can
be counterproductive to the goal of advancing an understanding of the disease if biomedical
researchers leave the field.

The media, particularly in the U.K.,, continues to report death threats and harassment today as seen
ina 2015 Economist article390 on the 2015 PACE “mediating effects” study.39! It is not clear from
this article whether those reports are of current or past events. The article also does not specify
the nature of the harassment.

But as patient advocates rightly point out, it’s important to clarify what actions are being
constituted as harassment. Insight into this comes from the Tymes Trust, a U.K. ME charity, which
obtained, via FOIA, U.K. Research Council documents concerned with the startup of a newly
formed research initiative.392 According to Tymes Trust, the documents discussed harassment of
researchers and specified freedom of information requests and parliamentary questions as
examples of harassment. The U.K. Information Commissioner’s Office (ICO) took a similar position
in the response of another FOIA request. The ICO rejected that FOIA, which sought information
about the PACE trial, because it was determined to be “vexatious” and “had the effect of harassing
the public authority.”393

But these actions are legal and have been undertaken because of legitimate concerns with the
current situation. In addition to the FOIA examples cited above Lady Margaret Mar has often raised
the plight of ME patients in Parliament. Reporting these actions to the media under the blanket
label of harassment is deceptive and begs the question of whether this label is intended to
marginalize the patient community and dismiss or draw attention away from the legitimate
concerns being raised.

The View from the Outside

The choices made in how CFS has been defined affect more than just ME patients. As a diagnostic
entity, CFS has become a wastebin diagnosis that can be applied to anyone who goes to the doctor
with a complaint of fatigue. For example, one study found that over thirty percent of multiple
sclerosis patients had first been misdiagnosed with CFS or “malaise or fatigue” before being
correctly diagnosed with multiple sclerosis.39¢ In Britain, a seventeen-year old patient, Sophie
Coldwell, 395 was diagnosed with “CFS” because she complained of fatigue. Ten days later, she died
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of leukemia. Patients with depression, sleep disorder, and an indeterminate number of other
fatiguing conditions can be easily misdiagnosed with CFS.

Then there are the patients diagnosed with CFS whose subsequent, serious illnesses are dismissed
as not serious, simply because they have a diagnosis of CFS. Author and ME patient Toni Bernhardt
described the story of one patient whose potentially fatal case of pneumonia was almost dismissed
because he had CFS.3%

More broadly, there is a lesson to be learned about overly broad criteria in the concerns raised
with DSM-5’s somatic symptom disorder.397 As Dr. Diane O’Leary pointed out, defining somatic
symptom disorder “too narrowly may obstruct access to mental health care, but defining it too
broadly will...[obstruct] access to needed medical diagnosis and care.”398 O’Leary added that this is
especially problematic when doctors are advised by medical societies (O’Leary’s example is the
American Association of Family Physicians) or clinical guidelines to make an early diagnosis of
somatoform disorders to save time and reduce costs.399 As Laurie Endicott Thomas, medical writer
and author of Not Trivial, told Dr. Allen Frances, such advice can be dangerous. “Once doctors have
dismissed an illness as psychosomatic, they stop looking for the correct diagnosis and the patient
may never get the right treatment."400

How did somatic symptom disorder become so poorly defined when, as Dr. Frances says, “anyone
with common sense” can immediately see that SSD is “impossibly broad and non-specific.”40! Dr.

Frances suggested that at least part of the problem is that “experts always want to focus increased
attention on their pet topic, want to expand its boundaries, and worry much more about missed

than about mislabeled patients.” This is reminiscent of Dr. Peter White’s 2009 editorial, published
in conjunction with an Empirical study, when he called for widening the net to capture all patients
who are “so chronically tired and unwell that they can’t live their lives” to their fullest potential.402

But Dr. Per Dalen, the Swedish psychiatrist, pointed out there is likely a second factor at work in
the case of somatic symptom disorder—a different standard of scientific proof used for psychiatric
diagnoses. Dalen stated, “Many doctors would never let themselves be caught with woolly ideas
about the possible causes of cancer, multiple sclerosis, or cardiovascular diseases. But just mention
the word somatization, and they will feel free to engage in uncritical speculation.”403

As Dalen pointed out, such somatization theories thrive when medical science has not yet provided
an explanation. In a 2010 review, Annemarie Jutel of the Otago Polytechnic in New Zealand
examined the handling of medically unexplained symptoms across studies.*4 She found that half of
the reviewed literature treated medically unexplained symptoms as psychological disorders, and
interchangeably used terms like somatoform illness with medically unexplained symptoms. As she
pointed out, assigning psychological causation based on the lack of evidence, as opposed to its
presence, is problematic in that it relies on a diagnosis by exclusion, and fails to recognize the
“limitations of knowledge.” Just as importantly, she also noted a “pervasive” tendency to treat
medically unexplained symptoms as a “unified condition that could be considered under one light,
a kind of diagnosis of the undiagnosable.”

There is also a lesson to be learned in how fibromyalgia has been defined. In The Fibromyalgia
Story, Dr. Kristin Barker, a sociologist at Oregon State University, stated that the diagnostic criteria
for fibromyalgia “have been tautologically constructed and they remain subjectively determined
and inconsistently applied.”#95 She went on to state, “No convincing evidence indicates that the
symptoms that are gathered under this diagnostic label have any coherence as a discrete and
unitary condition.” Barker concluded that, fibromyalgia is an “intellectual abstraction created
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through social processes.” Such a construct may have social utility for doctors faced with hard-to-
diagnose patients and insurance requirements for a specific diagnostic code. But such a construct
does little to advance research into the underlying biological pathologies.

Similar influences have shaped the clinical entity called “CFS.”

The Impact of Poorly Characterized Definitions

Today, CFS is a veritable Rorschach test whose interpretation morphs depending on the person
viewing it, the definition they employ, and the disease theory they espouse. In one moment, we
hear about studies claiming that “CFS” patients “recover”40¢ with a regimen of cognitive behavioral
therapy (CBT) and graded exercise therapy (GET) to eradicate their fear of activity, unhelpful
illness beliefs, and deconditioning.4%7 In the next moment, we hear that ME patients are responding
to antivirals,*8 Ampligen, and Rituxan.*?® That the dueling disease theories vary so fundamentally
underscores the depth and breath of the problems that have resulted from how CFS has been
defined as a clinical entity.

The magnitude of the public health catastrophe that has resulted from this definitional chaos
cannot be overstated.

More than any other single factor, this is at the heart of our country’s tragic failure to address the
ME crisis for the last thirty years. It has wasted precious dollars and time studying mixed patient
cohorts that have no biological relationship to each other or to ME. It has polluted research,
making it impossible to replicate findings across studies and casting doubt over all results. It has
impeded the development of diagnostic biomarkers, leaving the diagnosis of this disease one of
subjectivity and exclusion.410 It has virtually stalled drug development, and made it almost
impossible to attract private and commercial investment in the disease.*!! It has resulted in flawed
epidemiological studies, and faulty, inflated prevalence numbers.#12 It has generated such disdain
and skepticism in the research community that researchers+13 avoid the disease like leprosy out of
a fear that it could kill their careers, a point made by Dr. Vincent Racaniello of Columbia.414

It has left clinicians confused about the nature of this disease, ultimately viewing it as mental
illness or bogus. It has made it extremely difficult to get insurance reimbursement, because most
tests and treatments are viewed as experimental. It has stigmatized terribly disabled patients and
sentenced them to abysmal clinical care. Worst of all, it has dramatically altered the perception of
ME by the public at large, ensuring that neither the disease nor its victims are taken seriously.415

Dr. Bruce Carruthers, lead author on the 2011 ME International Consensus Criteria, summed up
the situation simply when he said, “Patient sets that include people who do not have the disease
[ME] lead to biased research findings, inappropriate treatments and waste scarce research
funds.“416 Speaking of the web of confusion created by the diverse CFS definitions, he further
stated, “We believe this is the foremost cause of diluted and inconsistent research findings, which
hinders progress, fosters skepticism, and wastes limited research monies.”417

CFS as a Social and Political Creation

[t is obvious from the history of “CFS” and the irreconcilable views on the nature of this disease
that the global concept of “CFS” is not a reflection of the biology of the disease. Rather, itis a
product of social and political forces. Dr. H. James Wedner made exactly that point, at the 1993
annual meeting of the Infectious Disease Society of America,+!8 when he stated:
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[CFS] is neither a disease nor a syndrome. It is a case definition based upon a list of
definitional criteria developed by a committee... The criteria were constructed to
accommodate not only clinical problems but also social and political ones.

When myalgic encephalomyelitis gained widespread national attention following the outbreaks in
the 1980s, the disease had the unfortunate coincidence of being a complex, chronic, multi-system
illness with a dizzying array of symptoms that primarily affects women. Standard lab tests were all
normal, and the abnormalities that were found were inconsistent or considered exotic. Early
theories of a potential viral etiology lost what institutional support there might have been when
the first anti-viral treatment trial failed to deliver the expected efficacy. Gender and the inability to
find a medical explanation triggered dismissal, disbelief, or the knee-jerk reaction by medical
providers that the problem must be a psychological one. And ME lacked whatever “protection” it
might have if a medical society or scientific discipline “owned” it.

ME was exiled to the medical wasteland that exists outside of the traditional scientific disciplines,
research institutes and medical societies that drive the medical research and clinical care of
diseases in this country. It became a pariah, discarded by all.

In such a vacuum, the players with the power and vested interest to do so—those within HHS
responsible for this disease and a group of British psychiatrists—were the ones left to define the
nature of this disease, according to their own cognitive biases and their disregard for both ME
patients and the small group of unaffiliated disease experts that studied and treated them. And by
at least 1987, these powerful players had decided that the disease seen in Incline Village was not
an organic illness, but rather a form of non-specific chronic fatigue that was most likely a
psychological problem. As Dr. Richman pointed out, this conceptual shift resulted in and was
paralleled by a significant shift in research that increasingly focused on psychiatric and
psychosocial issues.#19

[t wasn’t just that these groups were able to influence the evolution of disease criteria. They were
able to exert influence in four additional ways. First, because of their power and access to
resources, a significant portion of the budget spent on CFS globally over the last thirty years
employed overly broad definitions and studied psychological and behavioral problems, instead of
ME and its associated biological pathologies.420 Examples include CDC’s studies on childhood
trauma and personality disorders that used the Empirical definition and the U.K. PACE trial. At
£5.0 million, PACE was the largest and most expensive study ever done for this disease anywhere,
costing about what NIH spends in one year.

The second factor is the ability of these groups to get papers published in top-tier journals while
many of the unaffiliated researchers performing biomedical research were relegated to what
specialists in other fields might consider second and third-tier journals. A neurologist that my son
saw was skeptical of his doctor’s recommendation for Rituxan, in part because of where the study
had been published and in his report raised concerns about its usage. It is very difficult to
influence the “dominant paradigm” of how a disease is viewed, when the biomedical research is
relegated to journals that the mainstream medical and research communities view as less
important or relevant scientifically.

The third factor was greater access to the media by these groups: when they published research,
that research was more likely to be reported than the research of the unaffiliated researchers
conducting biomedical research. For example, in 2009, a number of news sources, including
Science Daily, NewScientist and Medscape*2! reported on a CDC Empirical definition study that
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found that childhood abuse was associated with a 6-fold increase in risk of CFS. In an article in
Psychology Today, journalist Pamela Weintraub perceptively asked if the real issue was not child
abuse, but rather abuse of research resulting from ill-defined disease definitions.422 But her
question was drowned out by the drumbeat of publicity from other news sources that passed on
the reports of child abuse, perverting everyone’s perceptions about the nature of ME. Similarly, in
2013, PACE trial claims of recovery reverberated around the world, yet few if any news outlets
probed the disputes clouding those claims.423 It should be no surprise that those
recommendations—and the psychological theories behind them—have made their way into some
mainstream medical education information, including in the U.S.424

[t's not just whether research gets covered but how it gets covered. In the U.K, the Science Media
Center (which provides information and views of scientists on scientific issues) provided quotes
from six scientists regarding the 2011 PACE trial, all overwhelmingly positive, with glowing
support for the results of the trial.#25 But when Columbia University, working in conjunction with
scientists from Harvard and Stanford, reported that they had found a distinctive immune profile
that proved it was a biological illness and showed distinct stages of the disease,26 the seven quotes
provided by the Science Media Center were largely skeptical of the study.42?

The fourth factor is that when ME patients inevitably objected to having their disease treated as a
behavioral or psychological problem to the exclusion of the underlying biological pathologies,
these powerful groups were able to leverage their access to media and the scientific literature to
further delegitimize patients. They did this by turning valid patient objections into proof that ME
patients are irrational, anti-scientific, motivated by financial self-interest (e.g. disability benefits),
or are so biased against psychiatry and psychiatric illness that they would rather stay sick than be
helped.428 At the same time, patient attempts to have their disease treated as an organic disease
were claimed to be an unscientific attempt to force an unnatural split between the mind and the
body. This is a particularly disingenuous concern when voiced by those who have virtually ignored
the biology of the disease and have a vested interest in maintaining a psychological view of the
disease.

[t is possible that other groups, including commercial interests, may have played a role in how the
definition of this disease has been shaped over time. The U.K.’s 2006 Gibson Inquiry stated, “There
have been numerous cases where advisors to the DWP [the U.K. Department for Work and
Pensions, responsible for welfare, pensions and disability programs]429 have also had consultancy
roles in medical insurance companies. Particularly the Company UNUM Provident. Given the
vested interest private medical insurance companies have in ensuring CFS/ME remain classified as
a psychosocial illness, there is blatant conflict of interest here.”430

A recent example of such financial interests was seen in the PACE trial, in which some of the study
authors declared conflicts of interest as a result of their work with the insurance industry.43! One
of those insurance companies is Swiss Re. Based on the PACE trial and a webinar by one of the
PACE investigators, Swiss Re recommended CBT and GET to its claims professionals and
discouraged pacing.32 The material encouraged claims professionals to “Check that private
practitioners are delivering active rehabilitation therapies, such as those [PACE] described in this
article, as opposed to sick role adaptation.” The article also stated that ME was considered a
neurological disease while CFS could be classified as neurasthenia, a mental illness classification,
which might potentially lead to an exclusion.

In its 2007 Chief Medical Officer’s Report, entitled Mind over Matter. Exploring the issues of Mental
Il Health,#33 Unum included an article by British psychiatrist Dr. Christopher Bass34 that
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positioned CFS as a non-organic disease in which “illness perceptions and beliefs” and
“psychosocial factors” play a role “in the maintenance and prognosis of this disease.” Bass stated
that studies had demonstrated the effectiveness of CBT for the treatment of CFS.435

Certainly neither the positions of Unum or Swiss Re nor the statements of conflicts of interest
listed in published CFS studies prove collusion or undue influence. And like all businesses, the
insurance industry is concerned with managing costs. But the Unum and Swiss Re reports appear
to provide a remarkable level of endorsement of a treatment approach that has been based on
studies in ill-defined patient populations and is grounded in an unproven disease theory that has
ignored conflicting biological evidence.

In the Handbook of Medical Sociology, Dr. Kristen Barker of Oregon State University discussed the
role that organizations, such as managed care organizations, have played in influencing “the type
and amount of conditions discovered.”43¢ Barker noted that diagnosing a contested illness in
patients who have medically unexplained symptoms typically limits costs for tests and referrals
because the typical treatment recommended is comparatively cheap—“pain, sleep, and anti-
depressant medications, as well as behavioral and exercise therapies.” She concluded, “managed
care organizations may use contested-illness diagnoses as part of their agenda for cost
containment.”

Speaking more generally, in The Social Construction of Illlness: Key Insights and Policy Implications,
Dr. Peter Conrad of Brandeis University examined how such social factors shape the
understanding of disease and how that understanding then shapes policies and attitudes toward
the disease.*37 As Dr. Conrad states, no disease is inherently stigmatizing; rather it is the societal
response to that disease that is stigmatizing. The response by doctors to medically unexplained
disease is also a social response. As reported by Dr. Allen Frances, Dr. Thomas Szasz, psychiatrist
and author of “The Myth of Mental Illness,” stated, “In the days of the Malleus, if the physician
could find no evidence of natural illness, he was expected to find evidence of witchcraft: today, if
he cannot diagnose organic illness, he is expected to diagnose mental illness.”438

When one steps back and really looks closely at what has happened to ME, there can be no
question that the collective concept of CFS, as it has come to be defined today, is a political and
social construct that has little to do with the objectively observed biological pathophysiology of
ME.

So the real question is not whether CFS is a social and political construction. There can be no doubt
that it is. The real question is what social and political factors were at play in the creation of “CFS”
in 1988, and in the perpetuation of the concept of “CFS” ever since? What social and political
purposes were served that could have justified burying ME in this way? Why was the scientific and
medical community so blind to the ample and long-standing evidence of biological pathologies of
ME, and the obvious debility of ME patients? Why have so many researchers tolerated such
definitional confusion and scientific sloppiness for so long, without questioning the scientific
validity of it?

Dr. Straus’ 1994 letter to Dr. Fukuda conveys a personal bias about the validity of this disease and
a willingness to use one’s political power to make the disease “evaporate”. But clearly other factors
are at play, some in a driving role and others part of the supporting cast. One key factor is
undoubtedly the gender-driven interpretation of disease, and the vision of hysterical or
overreaching women (as Richman and O’Leary described earlier). Another key factor is the way in
which the medical community in general responds to diseases for which they do not yet have a
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medical explanation. This includes the cognitive bias and self-interest of psychologists who, in the
absence of a medical explanation, have pushed the psychologicalization of this disease. This kind of
psychological expansionism has reached new heights in DSM-5.439

Just as important are NIH’s institute-driven processes for allocating money and resources, which
can result in the neglect of those diseases that don’t fit in and the potential hesitancy of
researchers to criticize the actions of the agency that funds their work. Closely related to this is the
nature of medical specialties and societies, typically organized around a given part of the body or a
particular practice of medicine, such as pediatrics or general practice. In both cases, such
segmented models may work well for those who fit inside their boxes but are primed to run over
those who do not.

Other factors include the commercial ties between “ME/CFS” researchers and the insurance
industry, the interest of the insurance industry for cost containment, and the business practices of
medical offices concerned with saving money and time spent on “difficult” patients. Finally, it is the
very human challenge that any of us would face in letting go of a conceptual model that has infused
our life’s work, even when that model is no longer appropriate, particularly if one’s professional
status and income stream has been built on that model.

But let’s be very clear. The dominant paradigm that has evolved as a result of these social and
political forces does not reflect the biological reality of this disease. Further, because of the
strength of those social and political forces, that dominant paradigm has been impervious to the
biological reality of ME and the physical, emotional, financial, and highly stigmatized reality of ME
patients.

What has happened to ME patients is not only morally and ethically wrong, but also scientifically
wrong. One million Americans and seventeen million people worldwide have been sentenced to a
level of suffering, disability, abysmal medical care, and disbelief that the rest of us can never
imagine until ME strikes us, suddenly, arbitrarily and without any prior warning. We all should be
incredulous that this situation came about to begin with. We all should be outraged that it has been
allowed to thrive, virtually unchallenged, for three decades. We must demand that it stop now.

Summary

The story of CFS is the story of how flawed federal public policy, personal biases, politics,
professional agendas, sloppy science, arrogance, lack of caring and neglect has effectively buried a
disease—and its victims —for thirty years.

Prior to my son’s becoming ill, [ naively thought that a disease’s definition and the description of
its nature was a reflection of the biology of the disease. In spite of working in the pharmaceutical
industry for 31 years, | was oblivious to the way that social forces and powerful institutions could
construct the very meaning of a disease and hold it hostage. I have been shocked to see how such a
devastating organic disease could be buried or “evaporated,” as NIH’s Dr. Stephen Straus had
hoped, and replaced with an ultimately indefinable wastebin of medically unexplained fatigue. I
have been shocked to see the continued drive for ever broader, non-specific definitions that has
mixed and matched disparate conditions when everything I know about science says that you need
to carefully control sources of heterogeneity if you want your science to make sense. Or perhaps
that has always been the point—to not have the science make any sense.
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The call by the fifty experts to adopt the Canadian Consensus Criteria was a call to implement
criteria that reflect the disease that patients actually have, to finally put a stop to the semantic
confusion on the nature of the disease and the out-of-control, man-made heterogeneity seen in the
various CFS definitions. The fact that HHS has refused to adopt that recommendation while moving
forward with its own initiatives that fail to explicitly address this fundamental confusion leaves me
speechless.
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3. The Standard of Medical Care Today

I've had patients who met post-traumatic stress disorder criteria... where their trauma was their
interaction with their physician around this illness. They came to a doctor with Chronic Fatigue
Syndrome; they left the doctor with PTSD."

— Dr. Nancy Klimas (ME Expert, 2009)440

Of all the problems caused by the definitional confusion outlined above, the one that does the most
immediate and severe damage to ME patients (especially the newly sick patient) is the abysmal,
too often abusive, medical care that patients receive at the hands of their doctors.

Imagine going to your doctor with cancer or multiple sclerosis and having him roll his eyes and
dismiss you outright, or tell you that there is nothing wrong with you and you are just depressed,
deconditioned, or as one doctor told my son, suffering a spiritual crisis. Imagine that same doctor
recommending talk therapy to change your “perception” of being ill. Imaging a doctor insisting, as
my son’s did, that you must do aerobic exercise while refusing to discuss the CPET testing that
shows why that is a bad idea. Imagine having doctors dismiss your life-threatening heart attack as
not real or not serious, simply because you have a CFS diagnosis. And yet, these are the
experiences of the majority of the ME patients that I have met. It's disturbing how few patients
report anything different.441

The best way to understand the situation that ME patients face in seeking medical care is to
consider the following:

First, as a result of the definitional issues outlined above, the medical community either doesn’t
believe that ME exists, believes it’s a psychological, deconditioning, or nutritional problem or
else believes that patients are just malingering.

Second, because of the lack of progress in research in the last thirty years, there are no
approved diagnostic tests or disease modifying treatments for ME. Even disease experts are
limited in what they can do to help ME patients.

Third, even sympathetic doctors struggle to effectively care for ME patients because medical
schools seldom teach the disease. Further, the current clinical guidelines and medical education
information are so minimal that doctors cannot differentiate a true case of ME from any of a
number of causes of medically unexplained chronic fatigue. Even if they could differentiate ME
patients, they would be misled on how to provide any relief.

Fourth is the inaccessibility of medical providers capable of and willing to treat this disease.
Experts are few, primary care physicians disbelieve and/or are overwhelmed by the disease’s
complexity, and specialists see it as someone else’s problem. Complicating these factors, the
most severely ill patients may be too ill to go to a doctor’s office.

Fifth, there are a number of institutional barriers, particularly insurance reimbursement
policies and evolving medical office business practices that have widened the chasms through

which these patients plunge.

As a result, the medical care that an ME patient receives is so bad that many patients ultimately
give up or actively avoid doctors. This is unacceptable and must change. Even in spite of the lack of
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approved diagnostics and treatments, there are available treatment options for ME patients that
could relieve some of the misery that shrouds their lives. We can and must do better.

Update:

The IOM report recognized the hallmark nature of a systemic intolerance of activity and
incorporated this into the recommended name and made post-exertional malaise a mandatory
symptom of the SEID criteria. This definitively distinguishes the IOM criteria from Fukuda CFS. But
the IOM recommendation has been largely interpreted in the media as a rebranding of CFS with
some articles recommending the use of CFS treatment recommendations like CBT and GET.442
Some of the medical education providers have already taken this approach in their medical
education with one source treating SEID as a synonym of CFS and the SEID criteria an alternative
to Fukuda.*#3 These responses show a deep misunderstanding of the nature of the exertional
intolerance described in the IOM report.

On April 7, 2015, CDC archived the CDC CFS Toolkit on its site, years after CFSAC and patients
called for its removal. The CDC CFS Toolkit is still included in the discussion below in part because
of timing and in because the Toolkit has been disseminated so broadly, influencing doctors’
current perceptions, attitudes and beliefs about the disease.

Medical Disbelief and Abuse

In the United States and presumably in other developed countries, medical care strongly relies on
testing as part of the diagnostic process. But as Jason pointed out, while ME patients have a range
of symptoms affecting multiple organ systems, there are no accepted biomarkers or other
“confirming laboratory abnormalities.”444 Clinical guidance based on Fukuda often recommends a
standard set of tests that are typically negative for ME patients. And from the moment the lab tests
come back negative, or a patient admits that he has already been given a diagnosis of CFS, patients
smash into an impervious wall of medical disbelief and dismissal. Doctors disbelieve patients,
dismiss the seriousness of their illness, insist that patients just need to exercise or go to talk
therapy, suggest that they are doing too much or doing too little, or tell them that their disease is
not real.#45 Doctors humiliate patients for daring to continue to believe what their own bodies are
telling them—that there is something drastically wrong. In a 2010 study of doctors’ knowledge
and attitudes that reflected this disbelief and lack of misunderstanding, Brimmer reported that
only 57 percent of doctors agreed that “a diagnosis of CFS can inhibit a patient’s motivation to get
better,”446 while another 13 percent did not know if it could impact motivation.

Even “experienced” patients, those who know what their disease is and who may even be under
the care of world-renowned experts, are not immune from this medical disbelief when they
encounter medical providers outside of the ghettoized field of ME experts.

In an excellent two part series, author and ME patient Toni Bernhard shared her own experiences,
and the experiences of her readers, with doctors who changed their whole demeanor at the mere
mention of a diagnosis of chronic fatigue syndrome.#47 Ms. Bernhard described watching one
doctor disengage when she said she had chronic fatigue syndrome. Bernhard wrote, “He swiveled
on his stool, put his note pad down, turned back to me as if we'd just met.”448 Ms. Bernhardt also
described the story of one patient who was nearly released from the hospital with a potentially
fatal case of pneumonia. The doctor admitted that he almost dismissed the patient as not really
sick because he had a CFS diagnosis.** Jen Brea, a Harvard PhD candidate when she became ill,
was told that she had a conversion disorder and that “there was no organic basis” for her illness.*50
When ME patient Pat Fero’s son first became ill with ME, the pediatric specialist told the primary
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care doctor that the child was just “mimicking his mother’s CFS behaviors.”451 One group of
doctors laughed about her 10-year old son’s disease—in front of him. When Fero’s son died of ME
at age 23, the coroner found myocarditis; his heart was full of viral infection, not surprising given
that immune dysfunction and cardiac problems have been demonstrated in this disease.*52 The
standard care for myocarditis includes rest, not the exercise that ME patients are invariably told to
do.

This medical dismissal and haranguing can be so negative and invalidating,453 that many patients
withhold their diagnosis from doctors, or avoid doctors at all costs, gambling their lives that they
can afford to ignore severe chest pain or a bad cough. One ME patient died of injuries sustained in
a car accident after she chose to avoid the emergency room rather than risk the mistreatment that
she had learned to expect from doctors.454

Even healthy family members are not immune from this abuse. A doctor once severely berated me
for refusing to accept that my son was suffering from a mental illness and declared my son’s doctor
“a criminal” for prescribing a particular drug regimen for him.

The patients’ experience of medical care in other countries is not much better and can be
significantly more abusive as a result of governmental endorsement of the psychosocial model of
CFS. The British National Health Service uses the NICE Guideline for “CFS/ME”,455 which severely
limit the amount of testing that is done or drugs used, and instead recommends CBT and GET as
defined by psychosocial studies. Given that the majority of British ME patients use the National
Health Service, the choice that patients get is graded exercise therapy along with CBT to address
their thoughts and feelings about being ill. Try to imagine that you have cancer or multiple
sclerosis, and this is the only medical choice that you are given.

The extreme end of such abuse and disbelief is the sectioning of ME patients into psychiatric
facilities. British patient Sophia Mirza, the young woman described earlier, had been sectioned into
a psychiatric ward against her will, after doctors decided she had “made herselfill.” Her condition
was made irreversibly worse before they finally released her thirteen days later. According to her
mother, Criona WIllson, “Sophia’s ordeal in a psychiatric ward devastated her fragile health. She
went into a hellhole, devoid of energy. She could never come back from that.”456 Another example
is the case of the 25 year old Danish ME patient Karina Hansen,*57 also noted above, who was
forcibly removed from her home in February 2013 and held against her will in a psychiatric
facility.+>8 As of May 2015, Karina has still not been allowed to leave the clinic, her parents have
not been allowed to see her, and her family, legal bills mounting, has lost their an appeal to get her
released.*>?

This is not just a European problem as evidenced by the story of U.S. ME patient Ryan Baldwin,
also noted above.#60 A more recent example is Justina Pelletier, the Connecticut teen with a
mitochondrial disease diagnosed by a specialist at Tufts. A separate group of doctors rejected that
diagnosis, and instead diagnosed Justina with somatic symptom disorder, the controversial DSM-5
diagnosis. In February 2013, those doctors reported suspicions of medical child abuse, and
successfully petitioned the court to have Justina removed from the family and placed in a
psychiatric hospital in Boston. In March 2014, the state agreed with the doctors that Justina
suffered from somatic symptom disorder, criticized the parents’ advocacy for their daughter, and
granted permanent custody to the state. That decision was reversed in June of 2014 and Justina
was finally released to her parent’s custody.46!
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While Justina does not have ME, her case and that of ME patient Ryan Baldwin demonstrates that,
even in the U.S,, patients with contested diseases like ME and mitochondrial disease can be easily
sectioned into a psychiatric facility because doctors dismiss the organic nature of their disease. ME
patients are particularly at risk for this kind of medical abuse for the reasons outlined in the
chapter “What is CFS?”

This lack of understanding has been and continues to be widespread. In a 1997 paper, J.S.
Anderson reported that about three quarters of patients had had negative experiences with
medical providers.462 Jason reported that in a 1999 study, Green found that “95 percent of
individuals seeking medical treatment for CFS reported feelings of estrangement and 70 percent
believed that others uniformly attributed their CFS symptoms to psychological causes.” 463 A 2011
CDC study of CFS knowledge among health care providers revealed that 14 percent believed that
CFS is a psychiatric illness, and while 70 percent believed that CFS is partly a psychiatric illness.464
A 2012 meta-analysis of 34 studies by Anderson reinforced the themes of stigma, challenges with
getting a diagnosis, and the skepticism, minimization and misunderstanding on part of the medical
provider.#65 In a 2014 study, Bayliss reported that some doctors hold negative attitudes that the
patients who get “CFS/ME” (the term used in the paper) include those “who have hypochondriasis,
are unmotivated, pessimistic or are difficult to help.”466 In a 2015 podcast on “This Week in
Virology,” host Vincent Racaniello shared the advice given to him by a physician friend as he was
seeking medical answers for his son’s chronic illness: “Do not have him diagnosed with CFS
because no one will then try and help him. She said, don’t. They'll say that's it, we can't do
anything.”#467 While this is an isolated report, it resonates with the experience of many patients
whose disease is treated as a pariah and represents a deeply disturbing and inexcusable attitude
on the part of doctors.

The February 2015 Institute of Medicine report acknowledged the degree of stigma and medical
disbelief, stating, “Despite Dr. Ramsay’s work and a U.K. independent report recognizing that ME is
not a psychological entity (CFS/ME Working Group, 2002), the health care community generally
still doubts the existence or seriousness of this disease.”#68 The initial reactions by the medical
community to the IOM report have reinforced the truth of IOM’s assertion. In an article on the IOM
report on the American Academy of Family Physicians, many of the commenting doctors stated
frank disbelief in the disease and in the IOM report itself. Examples of the comments included
“Political correctness gone made” and “It’s time to call these constellations of symptoms what they
are, which is largely psychological.”469 This level of dismissal, particularly in the face of the IOM
report, is remarkable.

Such widespread skepticism and dismissal of ME patients creates tremendous stress and risk of
mistreatment for ME patients seeking medical care. Ultimately, this is the reason that so many ME
patients avoid doctors. For those of us who are healthy or who are sick with an “acceptable”
disease like cancer or rheumatoid arthritis, it is easy to sit in judgment that avoiding doctors and
withholding information is irrational and risky. Before my son became sick, | would have agreed.
But as a mother, [ have come to understand in my gut why Criona Wilson, Sophia Mirza’'s mother,
said, “I had to keep her safe from [doctors]. Imagine, keeping her safe from the doctors!”470 When
you have been humiliated, ridiculed and dismissed by doctors for years, when you have been told
yet again that it is all in your head, when you have been blamed for not getting better, and when
doctors have given you ill-advised treatments that have made you worse, what choice would you
make? You would do what you need to do to protect both your body and your psyche, especially if
the effort of getting to the doctor led to such a severe PEM-induced physical penalty.
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The pervasiveness of the patients’ reports of dismissal, mistreatment, and medical abuse should be
enough to lead to a cry for change. But it’s not just patients; the medical community itself has
highlighted the ill treatment that patients experience at the hands of their doctors. Following
Hurricane Andrew, Dr. Nancy Klimas, one of the leading ME clinician-researchers and currently at
NOVA Southeastern University, examined the prevalence of post-traumatic stress disorder (PTSD)
in those with chronic diseases. She confirmed that people with chronic diseases did have a higher
prevalence of PTSD. But she also found that patients with this disease had even higher PTSD rates.
Upon further investigation, she found that the source of that stress was not the disease itself, but
rather the patients’ experience with the medical community.47! She explained further, “A common
theme in the trauma was an exposure to a health-care situation that was demoralizing and
demeaning.”

This problem is so bad that Dr. Jose Montoya of Stanford University has said, “It is my dream that
our medical community will produce a formal apology to patients for not having believed them all
these years that they were facing a real illness.”472 The Norwegian government already has
apologized. In 2011, following the publication of the study that reported that Rituxan helped ME
patients, the Norwegian Directorate of Health stated "I think that we have not cared for people
with ME to a great enough extent. I think it is correct to say that we have not established proper
health care services for these people, and I regret that."473

Inadequate and Misinformed Medical Care
Even when the ME patient reaches a sympathetic doctor, that doctor is not likely to understand the
nature of ME or how to appropriately assess and treat ME’s multi-system dysfunctions.474

A 2010 CDC study found that 70 percent of medical providers said that “CFS” was difficult to
diagnose, treat and manage.*’> Some doctors will admit that they are ill prepared to deal with ME.
For instance, Matina, an ME patient in the United States, made a concerted effort to find a primary
care doctor. But when she explained her condition at the first visit, the doctor replied that her
condition was much too complex for that doctor to deal with. The doctor agreed to handle any
acute issues like bladder infections, but said that any issues related to ME would have to be
handled by a specialist. The closest ME specialist is three hours away, a difficult trip for Matina.

Referral to mainstream specialists (outside of ME specialists) does not help as many specialists
typically focus in one area of the body or a particular type of disease. This, combined with the
erroneous information about the disease, leaves them ill-prepared to grapple with the multi-
system dysfunction of ME. Further, because there has been so little research and because the CFS
evidence base is so polluted with ill-defined patient cohorts, the specialist has little scientific
foundation to understand the disease in the context of his or her own particular specialty.
Compounding this problem is the fact that much of the biomedical research on this disease has
been published in journals that that specialist might consider second or third tier journals.

In my son’s case, one neurologist expressed serious concern with the use of Rituxan, based on his
view that the study had been published in a second-tier journal and also on his judgment that CFS
wasn’t serious enough to warrant such a serious treatment. To his credit, the neurologist at least
tried to understand the disease, but ultimately was unable to do anything to help.

The lack of understanding of the nature of ME, and the inability to provide medical relief to ME

patients is bad enough. But worse, because of erroneous medical education, too many doctors
prescribe talk therapy and exercise, treatments that can hurt or further disable ME patients.476
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This belief that CBT is an appropriate and effective treatment was even evident at the Ampligen
FDA Advisory Committee meeting in December 2012. At that meeting, committee member Dr. Sean
Hennessey asked Hemispherix “to summarize the data on cognitive behavioral therapy which I
understand to be effective against chronic fatigue [sic].”477 Did Dr. Hennessey understand that CFS
and chronic fatigue are not the same thing, or that CBT was being prescribed to CFS patients to
reverse “false illness beliefs” and get them to exercise in spite of their bodily symptoms? Even if he
thought that the purpose of CBT was to help a patient cope, would he have felt it appropriate to ask
such a question in the review of a cancer drug?

Dr. Hennessey is certainly not alone in thinking that CBT and GET are appropriate treatments. An
infectious disease specialist from a top-tier university prescribed aerobic exercise to my son. It
caused my son to crash for two days because of post-exertional malaise, a reaction that allowed
him to diagnose himself. And yet, when he told the infectious disease specialist about this reaction,
her response was to insist that he continue to exercise. The diagnostic and therapeutic
implications of this hallmark symptom of exercise-induced exacerbation of symptoms were
meaningless to her. Unfortunately, Matthew’s experience is not unique. As noted by Jason, in a
1997 study, Tremlow “found that 66 percent of individuals with this disease believed that they
were made worse by their doctors’ care” as compared to general medical patients.478

More recently, two of my son’s doctors, one a primary care doctor and the other an
opthoneurologist, also insisted that he adopt an aerobic exercise plan. Yet, stunningly, both refused
to look at the results of his two-day CPET test that showed the aerobic energy production
impairment that would cause a negative reaction to exercise. Even CBT itself can induce harm
when its purpose is to convince patients that their perceptions and beliefs are keeping them sick.
Aside from the psychological damage done by trying to convince an ME patient that their disease is
not organic, encouraging an ME patient to ignore their symptoms, as is done with PACE style CBT,
can be physically harmful when it causes ME patients to exceed their bodily limits.

Under-diagnosis and Misdiagnoses

Given the lack of understanding and the widespread dismissal, it is not surprising that there is
significant under-diagnosis of ME. Studies by the CDC and by Dr. Leonard Jason of DePaul
University indicate that roughly 80-90 percent of patients with this disease are not diagnosed.*79
As a result, patients end up on a medical merry-go-round—going to 5, 10, or more doctors,
sometimes over a period of years—just to receive a diagnosis. Even the CDC acknowledges that it
can take years to get a diagnosis.

Predictably, other treatable diseases are too often misdiagnosed as CFS and patients are left
without appropriate medical care, simply because they went to a doctor with a complaint of
fatigue. One example is a study of 260 patients who were referred to a specialist clinic in England.
All had a CFS diagnosis and met the Fukuda criteria. But, upon further examination, forty percent
were found to not have CFS; of those, 47 percent had fatigue due to another chronic illness, 20
percent had primary sleep disorder, 15 percent had psychiatric illness and four percent had
cardiovascular disorder.#80 Similarly, a 2012 study at a different specialist clinic in Britain found
that 50 percent of patients had been misdiagnosed with CFS.48! Finally, a 2014 article stated that
some U.K. patients with post-traumatic hypopituitarism (PTHP) had been incorrectly diagnosed
with CFS.482,
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As Dr. Diane O’Leary noted, any overly broad definition can result in this kind of misdiagnosis.483
CFS definitions such as Oxford and Fukuda cannot help but sweep into the CFS diagnosis those
who do not have ME because these criteria lack the specificity needed to do anything different.

Medical Care in the Hands of ME Experts

Compared to many other ME patients, my son is very lucky. After only ten months, ten doctors, two
plane rides across 2000 miles, and his own persistence in researching his adverse reaction to
exercise which resulted in a self-diagnosis, he was not only able to get a confirmation of his
diagnosis, but was eventually able to see one of the few ME experts in the country. This expert
used objective measures to assess the immunological, neurological, autonomic and gastrointestinal
problems that Matthew was experiencing,*84 and then used that information to prescribe
treatments to address some of his symptoms. She recommended sleep medication and medication
for his orthostatic intolerance, both of which made a notable difference. She assessed the severity
of his post-exertional malaise using the 2-day CPET test that Dr. Snell had pioneered and then used
that to support a successful application for disability. She recognized and treated the cause of a
gastrointestinal problem that his gastrointestinal specialist had dismissed for many, many months.
She connected him with a rheumatologist who used his immunological blood markers to
recommend off-label treatments more typically used in autoimmune disease and cancer. These
treatments have provided some improvement in his energy metabolism when nothing else did.

Matthew is still sick by healthy standards and the standards of other chronically ill patients and
even of the elderly. But at least he is no longer pinned flat in a darkened bedroom, doing virtually
nothing in a fruitless attempt to minimize his pain and suffering. Our hope is that his doctors find
some combination of treatments that will give him enough space to achieve some quality of life.
But the future is uncertain because his current treatment regimen, which is not approved for this
disease, costs about $40,000 - $60,000 a year out of pocket, an expense that cannot be paid
indefinitely. And even if we could, there are no guarantees that he won’t relapse and go further
down the rabbit hole again.

But even with that uncertainty and limited improvement, patients like Matthew who have been
able reach an ME specialist and try drugs such as Ampligen, antivirals and Rituxan, are not the
norm. Very few ME patients can access an ME expert or even get useful, inexpensive symptomatic
treatments like Fluorinef.485

The Underlying Problems

[t would be a mistake to attribute the level of misunderstanding, disbelief and mistreatment that
ME patients experience to the complexity of ME, or to the failure of research to unravel the
etiology or identify treatments. Yes, even when properly defined, ME is a complex disease. But
there are other complex diseases that are not nearly as misunderstood. For example, AIDS has
cardiac, neurological, dermatological, immunological, and other aspects, often induced by
seemingly disparate coinfections. At the same time, there are other diseases whose underlying
pathology is unknown and for which there are no treatments, yet those patients are not discarded.

Bad definitions, the lack of ME biomedical research, the confounded state of the CFS evidence base

and the propensity of the medical community to recast unknown conditions as psychiatric
problems have all contributed to the poor quality of medical care that patients receive.
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But more directly, the bad medical care is caused by outdated and erroneous clinical guidelines
and medical information, the lack of medical school training, the lack of knowledgeable and willing
medical providers, and a number of secondary barriers resulting from medical office business
practices and insurance policies.

Outdated and Erroneous Clinical Guidelines

In the U.S,, clinical guidelines and medical information for this disease are provided by the CDC and
a number of secondary medical information providers (such as Medscape, UpToDate and Mayo
Clinic), many of which base their information on CDC’s information. In the U.K,, Britain’s National
Health Service provides the NICE Guideline for CFS/ME. While the focus of this discussion is on
current clinical guidelines and medical information, it’s important to note that the lack of ME-
appropriate clinical guidelines and medical information is a long-standing problem that was
discussed in the 1999 GAO report and in numerous congressional appropriations reports since at
least 1995.486 It has also been the frequent subject of CFSAC discussions and recommendations,
most recently in March of 2014, when CFSAC called HHS to conduct educational efforts that would
specifically target the disease described by the Canadian Consensus Criteria.*87

Descriptions of the Disease

Almost without exception, the mainstream clinical guidelines and medical information in the U.S.
focus on fatigue, and reference Fukuda as the basis of the disease description. The CDC states that
there are multiple definitions that include the Canadian Consensus Criteria and the ME
International Consensus Criteria, but treats them as less preferred alternatives to Fukuda.488 As a
result, ME is subsumed into the CFS medical education. Broadening the definition even further, the
CDC CFS Toolkit (archived on April 7, 2015) explicitly broadens the scope of disease to include
“CFS-like” illness, essentially chronic fatigue, in its diagnostic and treatment recommendations.489

The resultant disease descriptions are vague, and convey the idea that the problem is one of a non-
specific form of medically unexplained fatigue and tiredness, not something more specific and
serious. For instance, many sites use statements that describe CFS as “overwhelming fatigue not
relieved by bed rest.” Some sites equate the fatigue of CFS to tiredness with one HHS CFS site
stating, “A person with CFS feels completely worn-out and overtired.”490 Post-exertional malaise is
typically described with phrases like “Extreme tiredness after exercising that lasts more than 24
hours”491 or as an attribute of fatigue that “may get worse after physical or mental exertion and a
full night's sleep provides no relief.”492 The CDC CFS Toolkit (archived on April 7, 2015) stated that
PEM is “extreme, prolonged exhaustion and sickness following physical or mental activity.” These
descriptions fail to begin to describe the nature of PEM, how to identify it, or its implications in
terms of diagnosis and treatment.

A few sites, such as Medscape, acknowledge the underlying organic nature of the disease with its
infectious triggers, immune dysfunction and cognitive dysfunction.*?3 Unlike most sources,
Medscape provides some additional information on post-exertional malaise although it does not
describe it as a mandatory symptom. But much more often, the medical information sources give
either a vague and confusing view of the nature of the disease, or else emphasize psychological
aspects. For instance, the Mayo Clinic states that a risk factor for the disease is “difficulty managing
stress.”494 Epocrates, a clinical decision support system, states that an “action-proneness”
personality trait and a history of both over- and underactivity levels are strong risk factors.49 The
CDC CFS Toolkit (archived on April 7, 2015) stated that people with this disease are more likely to
have “obesity, insulin resistance, metabolic syndrome” and “non-melancholic depression.”4%
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A number of sites state that the disease is associated with depression, and that many CFS patients
have depression. WebMD states that the depression is secondary,497 but many sites fail to make
this distinction. A number of sites convey a confusing view on the connection between this disease
and psychiatric illness. For instance, Medscape specifically states that anxiety disorders,
somatoform disorders, nonpsychotic or melancholic depression, and neurasthenia are not
exclusionary for this disease, potentially strengthening the linkage to mental disorder in a
diagnosis that is one of exclusion.#98 Confusingly, one CDC continuing medical education course
indicates that major depressive disorder is not exclusionary even though Fukuda states that
certain forms of major depressive disorder are exclusionary.499

Some medical education sources establish a more direct link to psychological illness. For instance,
the Mayo Clinic states that the symptoms of the disease are often “linked to mood.”5% CDC’s CFS
website highlights child abuse as a risk factor,501 even though the study that demonstrated this
was done with the highly disputed Empirical definition. The American Family Physician echoes
this statement that childhood trauma raises the risk of getting the disease.502 Epocrates states that
“psychological disturbance” and “emotional instability” are risk factors.503 For its part, the
Cleveland Clinic Center for Continuing Education, in its CFS course that expired in September
2014, directly referenced PACE and stated that patients who believe that there is a physical cause
for their disease have a poorer prognosis than those who do not.5%4 The American Family Physician
website for CFS provides a link to the 2012 Yancey article that stated the poor prognosis was tied
to belief that the disease was organic, “some sort of sickness benefit (i.e. financial incentive),” or
membership in a support group.5°> Would such statements be made for diseases like cancer,
multiple sclerosis, or AIDS?

Diagnostic Approaches

In the U.S., the recommended diagnostic approach is typically based on the fatigue-focused Fukuda
criteria. That approach is a diagnosis of exclusion, in which doctors are advised to eliminate other
causes of chronic fatigue, using a minimal set of tests that are typically normal in ME patients.
Doctors are advised to check for the simple presence (as opposed to severity and frequency) of any
four of eight Fukuda symptoms. But as Jason and Nacul pointed out above, this polythetic symptom
requirement is non-specific and thus fails to contribute to diagnostic accuracy. Further, the
diagnostic recommendations do not require hallmark criteria such as PEM, and some do not even
list PEM as one of the optional symptoms. Finally, the recommendations only exclude some forms
of psychiatric illness, but allow other primary psychiatric illness; the specific psychiatric illnesses
allowed can vary considerably by source. For its part, NICE requires fatigue and PEM, but does not
require other hallmark criteria and allow primary psychiatric illness.506

Reflecting this minimalist diagnostic approach, the CDC CFS website states that there are no lab
tests for CFS, and only recommends lab tests just to rule out other disorders.507? UpToDate, a
broadly used clinical decision support system endorsed by a number of medical societies,>%8 states
that the diagnosis is made based on symptoms, medical history, and physical exam but the only
symptom actually required is fatigue. It states that no urine or blood tests are necessary to
diagnose the disease, only to rule out other diseases.5%9 The Cleveland Clinic Center for Continuing
Education’s educational material, available until September 2014, took a similar approach to
diagnosis.>10 Even simple and useful tests used by ME disease experts—tilt table tests to assess
orthostatic intolerance or serological tests to assess high viral titers—are typically either not
mentioned or are explicitly excluded, as NICE does.511

Driven by the view that this disease is a psychological and/or somatoform illness, some
proponents of the psychosocial model of CFS have put an even stronger emphasis on this
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minimalist testing approach, advising doctors to avoid “excessive” testing.512 The rational is that
such testing could cause “iatrogenic harm” (physician-caused harm), if it encourages patients to
believe that their illness has an organic cause, or if it delays the start of “appropriate” treatment,
which is typically described as CBT and GET. Similarly, as Dr. Diane O’Leary reported, the
American Association of Family Physicians urges “doctors to make early diagnoses of somatoform
disorders in order to save time and to reduce cost.” (Emphasis added).513 Medscape recommends a
similar approach for the diagnosis of somatoform disorder in children, emphasizing the
importance of avoiding unnecessary tests, and getting the patient and family to “accept the
psychological basis rather than the destructive belief that the psychological basis was a result of a
lack of medical evidence.”514

As a result of the recommended diagnostic approaches and the propensity to view this disease as a
psychological or somatoform illness, a CFS diagnosis is a diagnosis of fatigued leftovers, which is
too often assumed to be mental or behavioral problem. In Annemarie Jutel’s words, a CFS
diagnosis is a “diagnosis of the undiagnosable.”515

Treatment Approaches

Across the vast majority of medical education sources, the most common treatment
recommendations are one-size-fits-all recommendations for cognitive behavioral therapy (CBT)
and graded exercise (GET), followed by recommendations for lifestyle changes such as sleep
hygiene, stress management, and dietary changes.516 Pharmacological treatments are largely
discouraged, or, when recommended, are recommended primarily for depression, pain, and
sleep.517

[t is important to understand that the terms “CBT” and “GET” are each used ambiguously, referring
to different treatment approaches with different therapeutic objectives.518 For instance, CBT can
be used to help patients cope with the limitations imposed by any chronic illness. But in the case of
CFS, the therapeutic intent of CBT, as described in studies such as PACE, is to get patients to
challenge the thoughts, perceptions, and illness beliefs that are believed to be keeping them ill.519
Some medical education sources have explicitly adopted this model of CBT. For instance,
MedPageToday’s KevinMD, produced in collaboration with the American College of Physicians,
states that CBT is used to break “the cycle of effort avoidance [and] decline in physical
conditioning and increase in fatigue and can work well in combination with graded exercise.”520
Citing PACE, the Cleveland Clinic Center for Continuing Education’s educational material, available
until it expired in September 2014, recommended CBT to “change the cognitive responses that are
thought to perpetuate CFS, such as fears about symptoms or activity.”52! Epocrates recommends
CBT to modify thoughts and behaviors thought to be “maintaining or exacerbating symptoms and
impairment.”s22 UpToDate recommends CBT to address “beliefs and behaviors that can interfere
with a patient’s recovery.”523 CDC’s medical education information discusses the use of CBT to help
chronically ill patients cope. However, the references cited by the CDC for the use of CBT in this
disease reference the psychosocial studies that use CBT to challenge illness beliefs.524 Such
references could reasonably be expected to lead medical providers to use PACE style CBT.

The second most commonly recommended treatment is GET. In CFS research, GET has been
typically studied in conjunction with CBT to reverse the presumed deconditioning believed to
result from avoidance of activity.525 As described in the PACE manual, patients are instructed, “it is
their planned physical activity, and not their symptoms, that determine what they are asked to
do.”526 Patients are encouraged to see bodily symptoms as normal and not as “signs of progressive
pathology.” In other words, patients are encouraged to ignore their bodily symptoms and push
past them.

Thirty Years of Disdain: How HHS Buried M.E. May 2015. (M. Dimmock, M. Lazell-Fairman) 77



GET is recommended by a number of sources, including the NICE guideline for CFS/ME and the
CDC’s CFS guidelines. The CDC CFS Toolkit (archived on April 7, 2015) recommended that patients
decrease activity if they experience symptoms but then references the 2008 GET Guide from St
Bartholomew’s Hospital, which promotes GET to break the cycle of activity avoidance,
deconditioning, and increased fatigue. The Cleveland Clinic Center for Continuing Education’s
educational material, available until it expired in September 2014, stated that the goal of GET is to
help “the patient gradually return to their normal physical activities.”>27 The Mayo Clinic states
that strength and endurance will improve with graded exercise.528 (This statement is true for
deconditioned patients, but is of questionable relevance for treating the disability seen in ME). As
noted above, KevinMD also recommends graded exercise to reverse physical deconditioning.
Referencing PACE, UpToDate recommends GET and states that GET and CBT can result in
“significantly reduced fatigue.”529 Other sites discuss the need to start slow and build up, with the
idea that this will increase patient functioning and quality of life. For instance, the CDC CFS Toolkit
(archived on April 7, 2015) stated that the intent is to start “from a very low, basic level of exercise
and/or activity and gradually increasing it to a level where people can go about their daily life.”530
The CFS Toolkit did parenthetically note, “the level of activity may not be the same as before the
CFS diagnosis.” But this only calls into question what level of impact GET is expected to have.

Even when the medical education sites do not explicitly attribute the symptoms of the disease to
deconditioning, the failure to clearly describe PEM and its associated energy production
impairment has led doctors to make uninformed, inappropriate, and too-often harmful treatment
recommendations. This risk of harm from these exercise recommendations is so great that CFSAC
has discussed the need for a black box warning against exercise on CDC’s CFS website.531

In contrast to the mainstream treatment recommendations for CBT and GET, Jason532 and various
ME patient surveys533 have reported that “pacing” is one of the most effective disease management
strategies available. Pacing, a form of energy management used to minimize PEM, involves a close
monitoring of one’s “energy envelope” and maintaining a fine balance between resting and very
carefully planned activity, restricted in both length and timing. For severely ill patients, pacing can
mean saving all of their energy to do the most essential activities of daily living. As Dr. Ken
Friedman, one of the authors of the IACFS/ME Primer, told Medscape Medical News, "If you're
lying in bed and you can't move your head and you have to speak in whispers, GET therapy is not
going to help you, and were you to attempt it, it would most likely Kkill you."534

For my son, even at his best, pacing has meant strict rest for a few days to be able to do a few hours
of activity. Unfortunately, few medical education sources discuss pacing at all. The CDC CFS
(archived on April 7, 2015) did mention pacing but the information given is inadequate to guide a
patient in its practice.535 For its part, the NICE Guideline recommends against practices used in
pacing; more specifically, it recommends against more than 30 minutes of rest at a time, and
against maintaining activity at lower levels in order to allow the body to heal.53¢

Unlike the widespread recommendations for CBT and GET, very few medical information sources
recommend pharmacological therapies. When they do, the recommendations are typically for
treatment of depression, anxiety, pain, and sleep. For instance, the CDC CFS Toolkit (archived on
April 7,2015) recommended using as few medications as possible, and then focuses its treatment
recommendations for coping, CBT, GET, and sleep hygiene.537 Other CDC CFS educational sources
focus medication recommendations on sleep, pain, depression, and orthostatic intolerance. The
Mayo Clinic recommends anti-depressants and sleeping pills.538 While anti-depressants have
helped some ME patients improve sleep dysfunction, anti-depressants are not believed to target
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the primary biomedical issues in this disease.539 For its part, UpToDate recommends against the
use of anti-depressants and also against antibiotics, anti-virals, and immune modulators.540
Medscape recommends against antivirals, vitamins, and anti-depressants.>#! Family Doctor,
provided by the American Academy of Family Physicians, states that medication can treat “some of
the symptoms, such as muscle aches, sleep problems, anxiety and depression,” and recommends
using “lists” to help with cognitive issues.542 Only rarely do the medical information resources
recommend the use of drugs for orthostatic intolerance (a type of dysautonomia), the CDC being
one site to do so0.543 The NICE Guideline limits the use of drugs largely to pain and sleep
problems.544 NICE specifically recommends against the use of fludrocortisone and antivirals, drugs
that ME experts use to successfully treat autonomic issues or high viral load.

Such diagnostic and treatment recommendations leave even the supportive medical provider ill-
prepared to treat ME, while simultaneously reinforcing the idea that this is a psychological
condition. In the U.S., both CFSAC and patient groups have made numerous requests for changes to
the CDC CFS Website. Additionally, in 2012, both CFSAC and patient groups formally
recommended that the CDC CFS Toolkit be taken down out of a concern that the Toolkit was
harming patients by miseducating doctors on the nature of ME.545 In Britain, as reported in the
2006 Gibson Inquiry report press release, Des Turner, chair of the All Party Parliamentary Group
on ME, rejected the NICE Guideline for CFS/ME as “not fit for man or beast” while Dr. Ian Gibson,
chair of the Group on Scientific Research into Myalgic Encephalomyelitis (ME) called the NICE
Guideline “useless.”546

Alternative, More Appropriate Clinical Guidelines
You may ask why some of our supposedly premier medical information providers are using such
inappropriate and even harmful diagnostic and treatment guidelines. Are there no alternatives?

There actually are. By at least 1978, attendees at the Royal Society of Medicine conference
described the distinctive muscle fatigability.54” In a 1986 publication, Dr. Melvin Ramsay stated,
“those patients who are given a period of enforced rest from the onset have the best prognosis.”548
More recently, ME experts have developed two ME specific clinical guidelines: the CFS/ME: A
Primer for Clinical Practitioners,>*° produced by the International Association for CFS/ME and
based on the Canadian Consensus Criteria, and the Myalgic Encephalomyelitis - Adult and Pediatric:
International Consensus Primer for Medical Practitioners,550 based on the 2011 ME International
Consensus Criteria.

Both primers provide a full description of the biological nature of the disease, including a
discussion of PEM/PENE. Both describe the diagnostic and treatment approaches used by ME
experts, including the use of diagnostic tests and pharmacological treatment. The IACFS/ME
Primer also specifically highlights the problems with the use of CBT and GET, rejecting claims of
efficacy. The IACFS/ME Primer states, “The premise that cognitive therapy (e.g., changing ‘illness
beliefs’) and graded activity can ‘reverse’ or cure the illness is not supported by post- intervention
outcome data.”55! Instead, the IACFS/ME Primer gives extensive information about the nature of
PEM, and warns about the negative impact of exercise.

In 2012, CFSAC has recommended that the IACFS/ME Primer be made widely available. HHS did
place a formatted version of the 2012 IACFS/ME primer on the Guidelines.Gov site. But the CDC
has refused to update the CDC CFS website to provide a link to the Primer, remove the CDC CFS
Toolkit,552 or make some of the other website changes requested by CFSAC and patients to
decrease the risk of harm to patients.553 Based on a discussion at the May 2013 CFSAC, the CDC
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was continuing to develop its own educational material, and resisted requests by CFSAC to provide
input to CDC’s efforts.554

If you compare the disease description and the diagnostic and treatment recommendations in the
IACFS/ME primer and the ME-ICC primer against the information provided in any of the sources
noted above, the inadequacy of the mainstream medical information sources is inescapable. Using
CBT to convince ME patients that their fear of activity is keeping them sick? Prescribing GET to
patients whose disease causes an adverse physical reaction to exercise? Explicitly recommending
against the basic tests and medications that are routinely used by ME experts to help give
desperately ill patients some relief?

The clinical information provided in the mainstream medical education sources are incapable of
providing a foundation for an appropriate treatment plan for ME, and only serve to reinforce the
idea that ME is a mental disorder or not real at all. That, more than anything, is the source of the
medical abuse and mistreatment that patients receive at the hands of doctors.

Medical School Education

A second factor contributing to the bad medical care is the challenge of educating the nation’s
future doctors on the nature of this disease. This is a crisis because so many of the current ME
experts are reaching retirement age.

In a 2008 study on the coverage of CFS in 129 medical textbooks, Dr. Leonard Jason reported that
about 40 percent had some mention of CFS, but the coverage was very minimal with only 125
pages in total dedicated to CFS across the 129 textbooks. Additionally, at a CFSAC presentation on
this study in October 2008, Jason noted that only thirty percent of the 129 textbooks mentioned
treatment, most commonly for “cognitive behavior therapy, anti-depressants, graded exercise or
exercise, and supplements.”555 This echoes what is seen in today’s medical education sources as
described above. At the same CFSAC meeting, Ms. M. Brownell Anderson, Senior Director of
Educational Affairs, American Association of Medical Colleges stated that of 130 U.S. medical
schools and 17 Canadian medical schools, only two had listed CFS in the database of medical
school curricula. She described CFS as an “orphan topic.” Brownell Anderson’s statement that CFS
was an orphan topic was not surprising given that all of the medical societies, scientific specialties,
and the NIH institutes had orphaned this disease outside of everyone’s sphere of interest.

Jason’s conclusion was that healthcare professionals needed to be adequately trained on this
disease through “up-to-date, non-biased information in their textbooks” and that such information
could help raise awareness about this disease.>56

In a 2013 survey, Dr. Mark Peterson, together with Dr. Leonard Jason’s team, surveyed medical
schools to determine how many schools included this disease in their curricula, or had a treatment
or research program. Only 50 percent of schools responded, and of those, less than 30 percent
included CFS in their curricula, less than 30 percent had a treatment program, and only 15 percent
had a research program.ss7 This reinforces the fact that, even today, doctors come out of medical
school with no specific knowledge of ME, leaving them reliant on the medical information sources
noted above or on articles published through the medical media, such as the wide coverage of
PACE.

This failure of medical schools to provide disease-appropriate curricula is not unique to the United
States. The “Taking ME Forward” group has recently released a study of the curricula of medical
schools in Scotland.558 When CFS is mentioned, it is equated to “Medically Unexplained Symptoms”
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or “Functional Somatic Syndrome.” When ME is mentioned, it is equated to CFS, or described as a
“Somatoform Disorder.” Reflecting Annemarie Jutel’s findings on how medically unexplained
symptoms are handled in the literature, these schools have explicitly cast this disease as a
psychiatric disease.559

CDC has said that it intends to address the medical education gap through standardized patient
videos. These videos will be made available for medical school curricula through the MedEd
Portal.560 But to my knowledge, the CFSAC has not been allowed to provide any input into how the
disease is being described in these videos. From a personal conversation with Dr. Unger, I
understand that the CDC does not intend to describe PEM as mandatory in these videos,56! a view
that is consistent with Dr. Unger’s previous statements about the role of PEM as an optional
symptom of a broader “CFS” umbrella of fatiguing conditions. From that conversation, I also
understand that information about PEM will only be included in supplemental material. The failure
to highlight PEM as a mandatory symptom in these videos is a critical problem because it obscures
the nature of ME, leaving medical students with a vaguely defined condition of medically
unexplained chronic fatigue. Failing to describe PEM as a required symptom is the medical
equivalent of failing to highlight the importance of chest pain in an angina diagnosis, an action that
would be considered negligent.

Inaccessibility of Knowledgeable and Willing Doctors

A third factor is the inability of patients to access knowledgeable and willing doctors. The stark
reality is that many ME patients are not able to access doctors willing and capable of treating them,
even with symptomatic relief. Across the U.S. today, there are probably less than 20 ME expert
clinicians for an estimated one million ME patients—roughly one for every 50,000 patients.
Waiting lists are long. To see one of these doctors, patients often travel great distances, and must
pay both medical and travel costs out of pocket. Some patients have been able to receive care from
local primary care doctors or specialists who have learned enough to be able to help them. In my
son’s case, he sees an expert on the other side of the country but lost his primary care doctor when
she insisted that he do aerobic exercise. But many patients go without any kind of doctor. The
inaccessibility of medical care is exacerbated by the lack of an “owning” medical specialty, and will
become much worse over the next 5-10 years as many of the current ME specialists retire.

Notably, some of the existing private ME clinical centers have engaged medical interns in their
practice to address the need for physician training. Such efforts will help ensure knowledge
transfer from existing practitioners before they retire. But these are small, privately funded efforts
that cannot address the magnitude and time-sensitivity of the problem. This situation is a crisis
that must be addressed.

Other Contributing Factors

Other issues include doctors’ office business practices and the insurance reimbursement policies
and practices. In England, NHS guidelines restrict the care that patients receive unless they go to
private doctors. In the U.S,, insurance policies and practices limit coverage for diagnostics and
treatment, dramatically impacting the quality of medical care that is available. First, these
practices emphasize shorter appointments that are inappropriate for patients with such a complex
illness. Reimbursement for longer visits is generally limited, meaning that either the doctors
charge less or else patients pay out of pocket. This is not just a U. S. issue. Recently, Dr. Alison
Bested resigned from the Complex Chronic Disease Program in British Columbia (an ME treatment
center) in part because of “administrative directives to reduce the time doctors spent with
patients,”562 which she felt compromised care for this patient group.
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Insurance policies and practices also affect coverage of the needed tests and treatments, either
because the typical medical guidelines state that these tests and treatments are unnecessary or
because they are considered experimental as a result of the lack of research funding. One example
of this is an Aetna policy, which does not cover immune testing, tilt table testing, or many other
forms of testing used by ME experts because Aetna considers these experimental.563 Another
example is a Tricare policy, which states that coverage is limited to individual symptoms, and does
not cover diagnostic tests for CFS.564

Complicating the situation further, insurance policies and coverage can be state specific, a
particular problem known to those with Lyme disease, where some states severely restrict the
duration of antibiotic treatment. Additionally, other cross-state issues arise because some
insurance reimbursement policies regarding in-network and out-of-network providers can lead to
required tests and/or treatments to not be covered when the ordering physician is in a different
state than where the treatment or test is performed. For patients who travel across state lines
because they cannot find a local doctor to treat them, this creates additional barriers.565

A final example of a barrier is the emergence of new business models for medical care, at least in
the United States. Some offices are now establishing concierge models in which the patient pays an
annual fee to be a patient of the practice. Some patients may not be able to afford that fee. But a
more subtle problem is that complex ME patients may not be “invited” to continue with the
practice. This was the case for two brothers with ME, both seen at the same medical practice. But
when that practice adopted a concierge model, only one of the brothers, the less ill of the two, was
“invited” to join; the other was not. Finding a doctor willing to treat an ME patient is made
significantly more difficult by such business practices.

As aresult of such policies, reimbursement for medical care is either non-existent or very poor,
effectively limiting the testing and treatments that patients are able to access, even when their
doctor has the knowledge to order them.

Summary

Given these issues, it would be remarkable if ME patients were able to access reasonable medical
care. Even with the uncertainty of my son’s future situation, I cannot emphasize strongly enough
that the improvement he has seen has only been possible because he had the financial resources to
access a knowledgeable expert and tests and treatments that insurance would not reimburse. But
what about all those patients whose only medical choice is a doctor who doesn’t understand,
doesn’t believe, or thinks that PACE-style CBT and GET are appropriate treatments?

All ME patients, but especially new ME patients who are still trying to understand what has
happened to their bodies, are being hurt today: by stigma, by disbelief, and by inappropriate or
harmful treatment recommendations pulled directly from the PACE trial, the CDC CFS website and
the websites of secondary medical education providers.

I'll never know if my son might have been able to escape the worst horrors of this disease if
doctors had simply followed Dr. Ramsay’s guidance that the best prognosis resulted from enforced
rest.566 Instead, my son’s doctors not only failed to warn him not to do vigorous exercise, but also
dismissed his reports that exercise had caused him to crash. It's not just the physical damage. The
medical abuse and dismissal that he has experienced has resulted in a level of psychic damage
from which he may never recover. Immediately changing these medical practices will not undo the
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physical and emotional damage done to my son. But it could help to protect another patient from
suffering that same deep damage at the hands of their doctors.

This is not an academic problem that can wait for more years of study. This is an urgent crisis that
can and must be addressed immediately to protect the health of those patients who are not yet
sick. The medical and research community must reject the application of the psychosocial model to
ME and recognize hallmark criteria like PEM. The medical establishment and the insurance
industry must adopt clinical diagnostic and treatment guidelines like IACFS/ME’s CFS/ME: A

Primer for Clinical Practitioners 567 and the Myalgic Encephalomyelitis - Adult and Pediatric:
International Consensus Primer for Medical Practitioners.>68 And the medical community must
acknowledge ME as a real and devastating multi-system illness, separate and distinct from the
collection of disparate conditions encompassed by the “CFS” label.

As noted in the introduction, HHS has not endorsed the IOM recommendations yet. In addition to
ensuring that doctors unfamiliar with the disease can reliably use the criteria, it will be important
to provide adequate information on the nature of the disease and on appropriate treatment
recommendations. Otherwise, as has already been seen, doctors will continue to be confused on
the nature of the disease and will recommend existing CFS treatments, particularly CBT and GET.
Driving the needed change in medical care will be difficult to achieve if the CDC doesn’t stop using
the term “CFS” and doesn’t modify its website to remove findings based on Oxford and Empirical
definition studies.
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4. “Fatally Flawed” Epidemiological Strategy

CDC has spent years looking in the wrong places... The agency has downplayed or dismissed
abundant evidence that CFS is an organic disease, or cluster of diseases, characterized by
severe immune-system and neurological dysfunctions as well as the frequent presence of
multiple viral infections.

— David Tuller, journalist, describing critics’ view of CDC’s strategy. 2011569

Epidemiology, a cornerstone of public health policy and planning, studies the cause of a disease,
who it affects, how it is transmitted, what risk factors are associated with its development, how it
progresses over time, how it can be treated, and how it can be prevented.570

Dr. Andrew Moss, an emeritus professor of epidemiology at the University of California, San
Francisco, and an early AIDS investigator, told journalist David Tuller that there is no tool more
essential to the study of epidemiology than the case definition.57t Moss explained, “If you recognize
something is happening, you need a case definition so you can count it. You need to know whether
the numbers are going up or down, or whether treatment and prevention work. And if you have a
bad case definition, then it’s very difficult to figure out what’s going on.”

Given the similarities between the disease seen in Incline Village and the earlier outbreaks, it’s fair
to say that HHS’s epidemiological efforts on this disease go back to 1934, when Dr. Alexander
Gilliam, Assistant Surgeon in the United States Public Health Service, investigated an outbreak in
Los Angeles. CDC’s Dr. Donald Henderson was involved in some of the subsequent outbreaks and,
together with Dr. Alexis Shelokov of NIAID at the NIH, published a 1959 review that summarized
34 separate outbreaks.572

But following the outbreaks in Incline Village and Lyndonville, CDC’s epidemiological approach
inexplicably abandoned the legacy of researchers like Shelokov, Henderson, and Gilliam, and
instead adopted a fatigue-focused case definition that bore little resemblance to the disease seen in
Incline Village and the earlier outbreaks.

In a 2012 article comparing progress in AIDS and CFS since the 1980s, Dr. Vincent Racaniello of
Columbia University573 pointed out that CDC’s use of a strict case definition and a strong
epidemiological approach led to rapid progress in researching, diagnosing and treating AIDS in the
1980s. In sharp contrast, for this disease, the CDC adopted a series of non-specific, fatigue-focused,
and increasingly broad case definitions that failed to accurately describe ME, while throwing it into
a wastebin of medically unexplained fatigue, confounding it with psychiatric illness. As Racaniello
noted, the CDC further compounded these definitional issues when it “dismissed evidence that CFS
is an organic disease,” focused its efforts on “psychiatric and trauma-related causes” and
redirected funds intended for the study of this disease to other diseases.574

As reported by Tuller, ME experts described CDC’s CFS epidemiological strategy as “fatally
flawed.”575 As a result, in spite of an active CDC epidemiological program spanning thirty years and
costing an estimated $120-125 million,576 we still know very little about the etiology, the
biomedical risk factors, the progression and prognosis, the diagnosis and treatment, or the
prevention of ME.

On its own, CDC’s failure to make progress is bad enough. But what is even more damning is that
CDC’s epidemiological strategy has made the situation worse by creating what Dr. Bruce
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Carruthers (lead author on the 2011 ME International Consensus Criteria) referred to as a “web of
confusion” over the nature of this disease. This web of confusion is so deep and so twisted that
even the most determined efforts have been unable to untangle it, especially when the CDC was
the organization enabling and/or promoting it.

Note on usage of terminology

Historically, all agencies have used the term “CFS.” Today, the CDC still primarily uses the term “CFS”
while the NIH typically uses the term “ME/CFS” and FDA refers to it as “CFS”, "ME/CFS” or “ME and
CFS.” Regardless of the term used, all HHS programs lump all of the disparate CFS and ME definitions
together. As above, the term “ME” or “this disease” will be used in this chapter when referring to the
disease described in Chapter 1. The term “CFS” or “ME/CFES” will be used to refer to the programs at
the CDC, the NIH and the FDA.

Case Definition and Methodological Issues

Dr. Andrew Moss stated that if you have a “bad case definition, then it’s very difficult to figure out
what’s going on.” At its core, CDC’s CFS epidemiological efforts have been shackled by the bad case
definitions and patient selection approaches that have been discussed throughout this paper.

Compounding these definitional and case ascertainment issues are methodological issues in how
the epidemiological studies were conducted.5?7 In a 2009 review of CDC epidemiological studies,
Dr. Leonard Jason pointed out that the use of physician referral in CDC’s early prevalence studies
could have easily underestimated the prevalence of the disease by not accounting for patients with
limited access to health care.578 On the other hand, CDC’s more recent epidemiological studies used
an “unwellness” screen that looked not just for patients with fatigue, but also for patients with
problems in memory or concentration, unrefreshing sleep or pain. As discussed earlier, this
“Empirical approach” to identifying cases of CFS resulted ,in a 10-fold increase in prevalence and a
significant percentage of patients with major depressive disorder being misdiagnosed with CFS.579

It’s instructive to examine how these definitional and methodological issues affected the selectivity
and reliability of a CFS diagnosis in CDC’s studies. For instance, between 1997 and 2000, the CDC
conducted a surveillance study in Wichita,580 which included patient follow-up at 12, 24 and 36
months. Diagnosis was based on the Fukuda definition and the standard set of instruments in place
at the time. It’s notable that of the 60 CFS patients in the study, more than 60 percent were
currently employed with a median workweek of 40 hours; only 17 percent were unemployed due
to the “fatiguing illness.”s8! This stands in sharp contrast to the significantly high levels of
unemployment (35 to 69 percent and as high as 87 percent) typically reported in studies and
surveys of patients.582

What is even more remarkable is that only 21 percent of the patients were still classified as having
CFS at the two- and three-year follow-ups, and only 7.5 percent of the patients maintained a CFS
classification two years in a row. Recovery for ME patients is typically estimated at only five to ten
percent,583 and from what [ have seen in patients, the level of improvement seen within a year or
two is small and often temporary; certainly not enough to no longer be considered to have ME.
Even after 25 years, Molly Brown of DePaul University demonstrated in a 2012 paper that a group
of 25 adolescents from the Lyndonville outbreak still had significant impairment compared to
controls, even though 80 percent of them self-reported that they no longer had a CFS diagnosis.584
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From December 2002 to July 2003, the CDC then reevaluated these Wichita patients, as part of its
study to assess the Empirical definition and approach to diagnosing CFS.585 This study, published
in 2005, rediagnosed 190 subjects from the original study, first using the same Fukuda-based
criteria used in the Wichita study (Reeves 2005: Table 2) and then using the newly defined
Empirical definition and approach (Reeves 2005: Table 5). When the subjects were rediagnosed
using the same criteria used in the original Wichita study, twenty-one percent (12 of the original
58 CFS patients) were now excluded because of exclusionary conditions. Only 10 percent (6 of the
original 58) were still classified as having CFS while 69 percent (40 out of the original 58) were
now classified as being in remission or having “insufficient fatigue” (fatigue without the required
CFS criteria). At the same time, four subjects not originally classified as CFS were now classified as
CFS and six additional subjects with major depressive disorder (MDD) were now listed as also
having a CFS diagnosis.

Reeves 2005: Table 2 (from the 2005 study report):
Recruitment and Current Classifications of 190 Subjects; 37 participants with medical or
psychiatric exclusions other than melancholic depression excluded

Current Classification by Surveillance Criteria
Classification During CFS ISF Remission | Control Exclusion | Total
Surveillance *
CFS 6 27 5 0 8 46
ISF 4 31 9 0 4 48
Remission 0 0 0 48 2 50
CFS but has MDD ** 5 9 2 0 5 21
ISF but has MDD ** 1 9 8 0 7 25
Total 16 76 24 48 26 190

NOTE: Diagnosis at both time points used the Wichita study surveillance criteria.
* Indicates diagnosis of CFS at least once during surveillance study.
** According to Fukuda, major depressive disorder (MDD) is exclusionary..

The 2005 study concluded that the Fukuda-based criteria and patient selection methods used in
the Wichita surveillance study “showed scant stability over time” (emphasis added), which it stated
“could reflect the cyclic nature of CFS and changes over time”586 but also acknowledged that it
could be due to problems with the instruments used to select patients in the surveillance study.
Again, this level of diagnostic instability and the extremely low percentage of patients who
maintained a CFS diagnosis from one year to the next are inconsistent with what I have seen in my
son or other patients. Even when they experience improvement, they still experience the hallmark
symptoms of the disease.

As a second step in the 2005 study, the CDC then reassessed 164 of these same patients using the
Empirical definition approach to identifying cases of CFS, and found that only ten of the sixteen
patients who had been rediagnosed as CFS using the original surveillance criteria also met the
Empirical criteria for CFS when both criteria were applied at the same time. The study does not
clearly state whether all six of the patients originally diagnosed with CFS in the surveillance study
were in that group of ten. At the same time, the Empirical definition and approach diagnosed 33
additional CFS patients, patients who had not been diagnosed with CFS using the surveillance
criteria. Significantly, the 2005 study reported that only 25 percent of the patients diagnosed as
CFS by the surveillance criteria were also diagnosed as CFS according to the Empirical definition.

Reeves 2005: Table 5 (from the 2005 study report):
Illness classification at the time of the clinical study by surveillance criteria and by
standardized clinically empirical criteria of 164 study participants with no medical or
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psychiatric exclusions.
Current Classification using | Current Classification using the Empirical approach
Surveillance Criteria

CFS ISF Notill Total
CFS 10 6 0 16
ISF 32 38 6 76
Remission 1 13 10 24
Control 0 4 44 48
Total 43 61 60 164

This is a remarkably low level of concordance, which the 2005 study acknowledged, stating “there
was minimal association between the empirical classification and classification by the [Wichita]
surveillance criteria.” The CDC said this might be due to disease fluctuation, but primarily
attributed the difference to the unreliability of the diagnostic approaches used in the Wichita
study. Remarkably, in the 2005 study, Reeves concluded that the Empirical definition had
addressed the problems with the earlier approach to diagnosing CFS, stating that the new
approach “may be less affected by the day-to-day fluctuation of the illness and rather reflect the
underlying chronic illness process.” The 2005 paper stated that it wasn’t possible to assess the
diagnostic validity of most Fukuda CFS studies and called for all future research to use the
Empirical approach.

By at least 2008, researchers outside of the CDC had rejected the Empirical definition because of
its lack of specificity as demonstrated in the overly inflated prevalence numbers and the fact that
38 percent of patients with major depressive disorder would be misdiagnosed with CFS.587 The
Empirical approach has never been used outside of CDC.

Yet, the CDC continues to publish Empirical studies, as recently as 2015. In 2011, Dr. Leonard
Jason questioned Dr. Beth Unger on this and she stated that the CDC had compared the Wichita
method of patient selection to the Empirical approach and found that “the populations are quite
comparable.”s88 Given the differences in prevalence and the misdiagnosis of major depressive
disorder, this is a surprising statement. Unfortunately, CDC’s analysis demonstrating this has never
been published. But even if true, its relevance to ME patients is not clear since neither Fukuda as
used in Wichita or the Empirical method published in 2005 requires hallmark criteria of the
disease.

Perhaps even more remarkably, ten years after the 2005 Reeves Empirical study was published,
the CDC still uses Fukuda as the basis of its clinical guidelines and Fukuda is still the most widely
used definition in research, even though CDC’s own studies demonstrated how unreliable it is. The
bottom line is that CDC’s epidemiological strategy for this disease has been built on case
definitions and methods that are both unreliable in use and non-specific in their failure to require
hallmark criteria.

Studies into Prevalence, Risk Factor and Prognosis

Prevalence

To Dr. Moss’ point, such non-specific and unreliable definitions have made it extremely difficult to
even count how many people have ME.

Prevalence estimates for the Fukuda, Oxford and Empirical definitions range from 0.07 percent to

6.42 percent (Appendix 2 and Brurberg 2014589). This variance reflects differences in how the
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prevalence study was conducted (e.g. population based or clinic, self-report or investigator
diagnosed). But just as importantly if not more so, it represents the significant differences in the
definitions and methods used to identify patients.

For instance, the most broadly accepted prevalence estimate for this disease is Jason’s 1999
prevalence estimate of 0.42 percent, which translates to about 1.3 million U.S. patients in 2013.59
Ina 2011 U.K. study, Dr. Luis Nacul estimated the prevalence of Fukuda at 0.19 percent and that of
the Canadian Consensus Criteria at 0.11 percent, less than 60 percent of the Fukuda estimate.591
Both the Jason and Nacul prevalence estimates are substantially below the Empirical estimate of
2.54 percent,592 the upper limit of four million often used by HHS, or Wessely’s Fukuda-based
estimate of 2.6 percent.593 Jason has pointed out that the Empirical definition prevalence estimate
is substantially closer to the rates of several mood disorders,594 suggesting that the selected
population may encompass a significant percent of patients with such disorders. Jason’s point is
reinforced by the fact that when Wessely excluded psychiatric illness in his Fukuda-based CFS
prevalence estimates, the prevalence rate dropped to 0.5 percent.

Estimates of incidence also show considerable variance. Nacul estimated incidence at 15 per
100,000, while in a large 2014 study of 5809 people, Dr. Inger Bakken at the Norwegian Institute
of Public Health estimated incidence at 25.8 per 100,000 people.595 Both of these incidence
estimates are substantially below the estimated incidence of 180 per 100,000 reported in the 2003
CDC study by Reyes.5%

Risk Factors

The same definitional and methodological problems that have resulted in such varied prevalence
estimates have also thwarted attempts to identify what factors, including risk factors, are
associated with the onset of the disease. For instance, a number of studies published by the CDC
between 2006 and 2012 reported that patients had maladaptive coping,>97 personality
disorders,5%8 and a history of childhood adversity and trauma.>9® A 2006 CDC study determined
that the single factor of depression was capable of distinguishing patients from controls.6%0 These
studies used the empirical case definition and approach to identifying CFS cases. Given the
diagnostic problems noted with the Empirical definition, it’s critical to question what kinds of
patients were actually studied.

And yet, even today, the Empirical findings continue to be applied to this disease, particularly in
medical education. For instance, as discussed in the chapter on medical care, the CDC CFS website
and other medical education sources state that a history of childhood adversity is a risk factor for
this disease.691 In the case of the CDC website, the supporting references include the study on
childhood trauma noted above; another study that used a non-standard definition for CFS; studies
on the relation between depression on the one hand and post-traumatic stress disorder or
childhood trauma/abuse on the other; and a study that investigated childhood abuse in functional
somatic syndrome, defined to include self-reported CFS, fibromyalgia, irritable bowel syndrome or
multiple chemical sensitivity.¢02 But studies on child abuse in depression, post-traumatic stress
disorder and functional somatic syndrome have little relevance to child abuse as a risk factor for
ME.

In contrast, Dr. Jason’s 2001 study reported that a history of abuse was not a significant predictor
of CFS when stricter case selection criteria were used.693 Notably, in a 2002 study, Jason reported
that a history of child abuse was associated with other conditions that can be associated with long
term fatigue, such as PTSD and anxiety disorders.694 One simple explanation for CDC’s finding of
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child abuse in “CFS” is that CDC’s “CFS” cohort included patients with various psychiatric disorders
and was not representative of patients with ME. At a CFSAC discussion in 2012, Dr. Peter Rowe, an
expert clinician who specializes in pediatric patients, iterated this view, questioning the CDC'’s
study and stating that he doesn’t see high levels of physical or sexual abuse.605

CDC is not the only group to report risk factors associated with personality, lifestyle, and trauma.
For instance, in a 2006 review, Dr. Judith Prins reported that studies had shown that neuroticism,
introversion, and inactivity in childhood were found to increase the likelihood of CFS.6% And the
2011 PACE trial stated that a perfectionist personality is a precipitating factor for CFS.607 But in a
2009 study, Dr. Jason explored coping styles, optimism, and perceived social support and found
more optimism and less venting and focusing on symptoms in patients with this disease than those
with either medically explained chronic fatigue and/or unexplained fatigue.6%8 In a review of the
literature in that 2009 study, Dr. Jason concluded that the risk factors for this disease included
factors such as the greater prevalence in women, an increased debility with age, higher prevalence
in minorities, lower socioeconomic status, and stressful life events preceding the illness, but not
psychological factors.

A second class of risk factor relates to familial or genetic factors, an area of interest given the
results of twin studies and the occasional co-occurrence of CFS among family members. In April
2006, the CDC published 14 articles in Pharmacogenomics that reported the results of a large
study examining the genetics of CFS.609 At a press conference widely covered by the mainstream
press, the CDC reported that the study had demonstrated the “underlying biological basis” for CFS
in a group of “genes that are related to those parts of brain activity that mediate the stress
response.” The CDC went on to explain that the study had targeted “50 genes and 500
polymorphisms in genes that are active in the HPA axis pathways.” (The HPA or hypothalamic-
pituitary-adrenal axis, three organs in the neuroendocrine system that controls the reaction to
stress and is involved in the regulation of other body systems.) The CDC also noted that there were
diagnostic and treatment implications of the study, stating, “We use this information in our
physician education program, to teach them about the illness” so they can diagnose it.610 The New
York Times headlined the link between CFS and genetics and stress, and quoted Dr. Reeves as
stating that the study “demonstrated that people with chronic fatigue syndrome were unable to
deal with everyday challenges and adversity, including injuries, illnesses, divorce and stressful
jobs.”611 In other words, CDC’s conclusion was that the disease was a result of the inability to
manage life’s stresses.

But others quickly disagreed with CDC’s interpretation. In a May 2006 article in Science Magazine,
Jocelyn Kaiser, quoting the concerns of other researchers, questioned the findings of this study
because of the small sample size, and because of the “unusual” phone-survey approach used to
identify cases of CFS. She especially questioned the study’s focus on a narrow set of genes all
related to stress, and CDC’s resultant finding that CFS was due to three specific genes within that
narrow set of genes.612 As reported by Kaiser, Dr. Nancy Cox of the University of Chicago pointed
out that other sets of genes might have had similar correlation if the CDC had studied them. Kaiser
also reported the concerns of researchers with a lack of robustness in the study. For instance,
Kaiser reported that Dr. Jonathan Kerr (at the time at the Imperial College in London) stated that
the technology used in the study was not adequate to definitively state that a specific set of genes
were involved.

Craig Maupin, of CFIDS Report, further highlighted the above concerns, particularly with respect to

the problems with how these patients were diagnosed; these CFS patients originated in the
Wichita study, and then were further characterized by the Empirical approach. As noted above,
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significant concerns had been raised with the reliability of the diagnosis of CFS in this cohort of
patients. Maupin also highlighted concerns with how the study was being used, stating, “Critics
have charged that it was irresponsible of the CDC to announce changes to the way CFS is handled
clinically after limiting their study to just those genes involved in the way the brain handles stress
response.”613

Prognosis

Beyond prevalence and risk factors, the CDC has also assessed the long-term risks associated with
having the disease along with the disease prognosis and the factors that contribute to poor
prognosis. One example is a 2010 CDC study that concluded that CFS patients had a higher
prevalence of maladaptive personality disorders (paranoid, schizoid, avoidant, obsessive-
compulsive and depressive personality disorders) and these could contribute to poorer response
to treatment if not adequately addressed.614 In 2015, the CDC reported an increased risk of
gynecological problems including “menstrual abnormalities, endometriosis, pelvic pain,
hysterectomy, and early menopause.”¢15> Both of these studies used the Empirical approach, calling
into question what kinds of patients were studied and how these findings apply to patients with
ME.

CDC is not alone in linking prognosis to such factors. For instance, a number of researchers,
particularly in the U.K., have associated poor prognosis with factors like a patient’s belief that the
disease has an organic cause. One such study is a 1999 review by Professor Wessely.616 However,
that conclusion appears to have been based on a study in a mixed cohort of patients that included
both CFS and chronic fatigue patients, making it problematic to even make conclusions about CFS,
let alone ME. Such statements about the linkage between prognosis and factors like illness beliefs
are still prevalent in research, medical education, and the public perception today, as evidenced by
the PACE trial and the Yancey article, noted above, which attributed poorer prognosis to a belief
that the illness is organic and to the patient having a financial benefit in the form of sickness
benefits.

The study of prognosis is complicated not only by patient selection problems, but also by lack of
agreement on how outcomes should be measured. One important outcome is “recovery” which is
typically defined subjectively, not objectively, and is defined differently across different studies.61?
For instance, based on its four-city surveillance study, the CDC stated that 50 percent of patients
“recovered” and most recovered in the first five years.618 But in that study, recovery was defined
by the patient. Further, the study acknowledged that “recovery” didn’t necessarily reflect
“complete symptom-free recovery.” Inappropriate measures of recovery only add to the muddle
created by patient selection issues.

For its part, the PACE trial originally defined one of its primary outcomes as a score of 85 or more
on the physical subscale of the SF-36 (used to assess functional health and well being) but changed
that to a score or 60 after the study started.619 This score is below the entry criteria of 65 used in
the PACE study, meaning that patients could have degraded since the start of the trial and still be
classified as recovered. In a separate paper on the PACE trial, published in 2014, Dr. Trudie Chalder,
of Kings College, London, and one of the PACE investigators, defined recovery as no longer meeting
the Oxford criteria or the Fukuda criteria.620 The paper defined total recovery as feeling much
better and scoring below 18 on the Chalder Fatigue Questionnaire and scoring 65 or higher on the
SF-36. But it's important to note that whether the SF-36 score used is 60 or 65, both are
significantly below the response of healthy people of the same age range as the study
participants.62! Complicating the assessment of recovery further, using a criterion of whether a
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patient still meets either the Oxford or the Fukuda criteria is questionable, given the demonstrated
instability over time of a diagnosis by Fukuda that was reported by Reeves.622 While this author is
unaware of studies that demonstrate that Oxford has the same issue, it would seem reasonable to
suggest that Oxford may suffer from the same diagnostic unreliability, given that it is even less
specific.

Some researchers have examined biomedical factors associated with prognosis. For instance, one
study conducted by staff at the National Cancer Institute (NCI) that examined 1.2 million cases of
cancer and 100,000 controls reported an increased prevalence of B cell lymphoma.¢23 The Chronic
Fatigue Initiative, a $10 million initiative funded by the Hutchins family to study potential causes
of the disease, 624 reported that of 59 deaths in a small survey of 960 people, 38 percent died of
cancer, 19 percent of cardiovascular disease and 19 percent were due to suicide.25 Jason did a
retrospective analysis of a patients’ memorial list and found that patients are more likely to die
from cancer, cardiac disease, and suicide,26 Jason’s study also found that patients were likely to
die 10-25 years earlier than those with the same condition in the general population. Admittedly,
the study has methodological limitations but its findings are difficult to ignore especially when
considered in the context of the findings seen in the NCI and the Chronic Fatigue Initiative studies.
There is also additional evidence from patient autopsies, such as Sophia Mirza's autopsy finding of
dorsal root ganglionitis (inflammation of dorsal root ganglion at the entry point to the spinal
column)627 and Casey Fero’s finding of viral myocarditis (virally caused inflammation of the
heart).628 It is stunning that the disease could continue to be attributed to a fear-based avoidance
of activity in the face of such findings.

In a presentation on “Social Determinants of Health” at the 2015 NIH Pathways to Prevention
Workshop on ME/CFS, Abigail Brown reviewed the studies that had been done to determine the
personal, social, economic, health and environmental factors that affect the health status of
patients with ME and CFS and pointed out the lack of consistency of the findings. She attributed
this inconsistency to such factors as reliance on self-reported diagnosis, inconsistently applied
case definitions, lack of replication of studies, and a psychogenic bias.629 These are not newly
discovered issues. These issues have been understood for many years but have just been ignored.

The bottom line, as widely demonstrated by the 2015 Institute of Medicine report,é30 the 2014 NIH
Pathways to Prevention Workshop draft report,631 and the 2014 AHRQ Evidence Review532 is that
we know virtually nothing about the prevalence, risk factors, and prognosis of this disease and
what little we think we know is sparse, conflicted, and of questionable relevance to ME patients.
The failure to produce any meaningful knowledge about such simple facets of a disease is perhaps
the most damning condemnation of CDC’s epidemiological strategy and the epidemiological
studies that have been done to date.

Missed Opportunities

It's not just an issue of what epidemiological studies the CDC has done, but also what studies the
CDC has chosen not to do. The biggest missed opportunity has been the failure to conduct
longitudinal studies to understand the natural history of this disease. Little is known about what
happens to ME patients over their lifetime; how the disease progresses; what complications
patients suffer; what their true risk of cancer; heart disease or other diseases is; what they can do
to mitigate against those risks; and what patients’ expected lifespan is. When premature death
strikes the community unexpectedly, as it too often does, it hits patients hard because they know
they all live with this dark cloud of uncertainty hanging over their heads.
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One mechanism that could be used to better understand the disease’s natural history would be to
follow-up on the previous cluster outbreaks such as those in Incline Village and Lyndonville.
Incline Village is especially ideal since Dr. Daniel Peterson, one of the clinicians who first reported
the outbreak, is still in active practice there, although approaching retirement. Knowing the value
of such an investigation, CFSAC made a formal recommendation to HHS in 2012 to “allocate
specific funds to study patients with ME/CFS from past cluster outbreaks.” 633 HHS's response was
that the CDC had not been able to confirm any outbreaks, stating:

Studying CFS clusters or outbreaks, if they are detected, is a worthwhile project. To date, CDC
has not been able to confirm the occurrence of outbreaks of CFS. Studies of potential
outbreaks or clusters would greatly benefit from better understanding the different
spectrums of CFS and clearly defining what constitutes an outbreak or a cluster. Clinicians
caring for CFS patients are in the best position to detect potential clusters.634

This response is as befuddling as it is infuriating. Dr. Peterson and Dr. Paul Cheney, clinicians in
Incline Village, contacted the CDC thirty years ago about outbreaks of this disease, as did Dr. David
Bell. Dr. William Reeves denied that Incline Village was a cluster, as noted in PrimeTime Live’s
1996 investigation, but Assistant Secretary of Health Dr. Phillip Lee disagreed with that
statement.635 In an October 1999 meeting between CDC Director Dr. Jeffrey Koplan and patients,
the CDC again acknowledged that there had been “clusters of CFS cases” and said that the CDC had
investigated some of them, although apparently had not published reports on them.636

And yetin 2012, the CDC said that it could not confirm clusters or outbreaks.

Was the CDC now saying that Incline Village was not a cluster? Was Dr. Elaine DeFrietas, of Wistar
Institute, who investigated a potential retroviral cause, correct when she suggested that the CDC
didn’t want to admit to a cluster because that would imply an infectious factor?¢37 But even
ignoring the implication of an infectious component, was the CDC saying that nothing could be
learned from the Incline Village patients, and that it would not be worth following up on those
patients before Dr. Peterson retires from medical practice, or the Incline Village outbreak patients
all die? CDC’s response is scientifically nonsensical and irresponsible.

The Funding Drain

Using such poorly defined definitions and methods wastes money because the results of such
studies are meaningless. But waste from misguided CFS research is not the only source of the
funding concerns with the CDC. Over the years, the CDC has spent an extremely small portion of its
total budget on this disease. Between 2010 and 2014, that averaged about $4.7M /year out of a
total budget of $5.4 to $6.4 Billion annually.638 Compounding that problem is the misuse and the
redirection to other diseases of the scarce funds that were allocated. As a result of patient
advocacy efforts, including those by the CFIDS Association of America and a “whistleblower”
report by CDC’s Dr. William Reeves,53% the Department of Health and Human Services Office of
Inspector General released a report in May 1999 that stated that the CDC had misdirected, or was
unable to account for, about $12.9 million of the funds intended for the CFS program over a four-
year period (1995-1998). Compounding that problem, it then lied to Congress about the misuse.640

A subsequent 2000 report by the U.S. General Accounting Office (now called the Government
Accountability Office) noted this misuse and redirection of funds, and further noted that CDC’s
processes and funding issues had impeded research into this disease.64! In his 2011 article, David
Tuller highlighted the GAO report’s statements that the CDC had “shortchanged the CFS program”
and had ignored “congressional requests to support important research initiatives.”642
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In his October 1999 meeting with community representatives, CDC Director Dr. Jeffrey Koplan
acknowledged CDC’s serious mistakes in how the CFS program had been managed.6*3 He stated
that the CDC would restore $12.9 million over four years, monitor spending of CFS funds, submit
an operating plan and budget to Congress, require mandatory training in budgeting, and conduct
an internal review of CDC fiscal policies. He also committed to “reinvigorating CDC’s efforts to
understand CFS and to prevent it.”

Even if the problems with CDC’s epidemiological work were just ones of financial mismanagement,
the impact of the budget training efforts on CDC’s financial management practices is questionable.
At the October 28, 2008 CFSAC meeting, Kim McCleary, CEO of CFIDS Association of America, again
raised issues of financial mismanagement of the CFS program. But her concerns were much
broader than simple financial management. McCleary described CDC research as a “bust of
shameful scientific leadership, zero accountability, invisible outcomes, and millions and millions of
dollars stuck in suspended animation, if not wasted... only government contractors seem to be
benefiting from millions spent for which there are no worthwhile outcomes for American
taxpayers or CFS patients.”644

Failed Strategic Planning and CDC’s Insularity

According to CDC’s CFS website, CDC’s epidemiological approach for CFS from 2001 to 2005
focused on the assessment of etiological factors and diagnostic markers, the determination of
whether CFS was a single disease or not, and the assessment of prevalence and risk factors.645 In
support of these efforts, the CDC instituted a peer review of its CFS program.é46 Then, in 2009, the
CDC published a formal strategic plan, intended to increase awareness of etiology, improve
diagnostics and treatment, improve clinical management of patients through medical education,
and move CFS into the mainstream of public health concerns.647

[t is to CDC’s credit that it published specific objectives, held program reviews, and published a
formal strategic plan. The NIH does not appear to have ever published a strategy and the internal
plan that they have discussed does not appear to be a proper strategy. But the 2009 CDC strategy
was received negatively both by CFSAC and the patient community, with the CFIDS Association of
America submitting a formal response to CDC.648 The concerns raised by the CFIDS Association of
America included the CFS strategy’s reliance on studies done with the flawed Empirical definition,
a lack of innovation, a lack of precision and clarity in terminology, a lack of clarity on timelines, and
a lack of clarity on which objectives could be met with the available budget. The CFIDS Association
of America also raised concerns with the insularity of CDC’s program and the potential that CDC’s
emphasis on stress and the use of CBT could threaten progress being made by researchers in the
field. The wrong definition, the wrong disease model, the failure to engage researchers, poor
financial planning—factors that had plagued CDC’s CFS program for years. The CFIDS Association
of America concluded “we cannot more strongly state our view that implementation of the
proposed plan is highly unlikely to yield meaningful advances in reducing the burden of illness
posed by CFS.”

The CFIDS Association of America’s point about CDC’s failure to engage researchers was a long-
standing issue that had been brought up in the GAO reporté49 and in the peer reviews of CDC’s
program going back to at least 1999. At that time, the CDC program peer reviewers noted a lack of
collaboration with researchers both within and outside of CDC.650 A similar concern was raised in
the 2008 peer review of the CDC CFS program.65t CFSAC members again raised this issue at the
May 2009 review of the strategic plan.652 For instance, Dr. Klimas called on Dr. Reeves of the CDC
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to examine how the CDC was going to work with disease experts as partners. At the same meeting,
Dr. James Oleske, CFSAC chair, told Dr. Reeves that the CDC CFS program treated investigators
paternalistically. In the CFIDS Association of America response to the strategic plan, Kim McCleary
added that the “while its language emphasizes collaboration and partnership, its design reinforces
the isolated conduct of one small group of investigators, working at the direction of the branch
chief without connection to colleagues inside the agency and at other institutions.”653

Dr. Reeves, who had headed the CDC CFS program since 1992, was reassigned in 2010, following
community-wide protest to his failed leadership. Adding to the issues described above, the
community expressed concerns with the focus on psychological issues, the nature and quality of
the science being conducted, the failure to follow-up on the suggestions of the CDC CFS program
peer reviewers, the lack of engagement with other public health agencies and the overall failure to
achieve any outcomes in twenty-five years. In his October 2009 testimony, Dr. Fred Friedberg,
current president of IACFS/ME, summarized the failure best when he stated “After 25 years (and
over $100 million) of CDC research, chronic fatigue syndrome remains a stigmatized illness
without substantive progress on public health policy or objective diagnosis and treatment. And
their new five-year $25 million plan fails to inspire any confidence that change will occur.”654

Today, CDC’s controversial 2009 strategic plan has been marked as “archived” and has not been
replaced with an updated plan.

Dr. Elizabeth Unger was named head of the CDC CFS program in 2010. To her credit, she has since
established closer ties to expert clinicians through the multi-site clinical study to assess patients
diagnosed with “CFS, post-infective fatigue (PIF) or myalgic encephalomyelitis (ME).”655 However,
as discussed previously, she has also declined CFSAC and patient input on CDC’s CFS clinical
guidelines, has continued to question the importance of PEM as a hallmark symptom, has failed to
address the significant risk of exercise recommendations, and has not acted urgently to achieve
any substantial outcomes for patients over the last five years. Even changes as simple as specifying
PEM as a hallmark criteria and highlighting its diagnostic and therapeutic significance could have
provided greater protection in the last five years to newly diagnosed patients against long-term
damage than my son was given.

Summary

Given these kinds of problems over three decades, it is not surprising that experts and researchers
in this disease told journalist David Tuller that CDC’s CFS epidemiological strategy was fatally
flawed. Tuller summarized the critics’ view of the reasons for that failure as follows:

CDC has spent years looking in the wrong places... The agency has downplayed or
dismissed abundant evidence that CFS is an organic disease, or cluster of diseases,
characterized by severe immune-system and neurological dysfunctions as well as the
frequent presence of multiple viral infections. Instead, say the critics, the agency has
focused major resources on investigating proposed psychiatric and trauma-related factors
and associations.é56

These failures have not only directly impacted clinical care but also hobbled CDC’s ability to
achieve its own goals of elucidating disease pathophysiology, prevalence, diagnostic markers,
etiological agents, risk factors, and the natural history of this disease. As a result, as Tuller stated,
“the CDC’s research program has yielded little or no actionable information about causes,
biomarkers, diagnostic tests, or pharmaceutical treatments. Nor has the agency done much to
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track long-term outcomes—such as cancer rates, heart attacks and suicides—among people with
the illness.”

Thirty years have passed since Incline Village and five years have passed since my son became ill.
Yet, despite having an active research and medical education program for all those years and
spending an estimated $120-125 million, the CDC has not produced a single measurable outcome
that has produced a meaningful difference in patients’ lives.657 For all the money and time that has
been put into this program since 1984, virtually no tangible outcomes have been produced even
today, thirty years later, that help us understand CFS and how to diagnose, treat, and prevent it.
ME patients remain sentenced to lives of terrible debility, suffering, and stigma, often for decades.

If that were all, it would be damnable enough. But what makes CDC’s misguided, too often
unilateral efforts in epidemiology and medical education so inexcusable is that they have produced
an incomprehensible level of bedlam, which has held this disease and its victims in an invisible
trap, unable to escape.
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5. Research and Drug Development

“Research on other fatiguing illnesses, such as cancer and multiple sclerosis, is done on
patients who have those diseases. There is a current, urgent need for ME research using
patients who actually have ME.”

—Dr. Bruce Carruthers, Lead author, ME International Consensus Criteria®®

Overview

As a mother of an ME patient and a professional who spent 31 years in the pharmaceutical
industry, it has been both agonizing and infuriating to come to understand what was known about
ME before my son was even born, and to see how little progress has been made in ME research and
drug development in all these years.

Researchers in the 1970s, 1980s and early 1990s were reporting objective evidence of
neurological dysfunction, immune abnormalities, and autonomic and energy production issues.
They also noted findings indicative of an underlying pathogen.¢59 Studies have long demonstrated
potentially useful biomarkers that are being used in the clinical practice of ME experts today. One
small pharmaceutical company began performing drug clinical trials in the late 1980s. Today, a
very small group of disease experts use a range of treatments off-label to help ME patients.

The obvious question is why this knowledge and experience never translated into validated
diagnostics, FDA-approved treatments, appropriate clinical care, and a better understanding of the
underlying biological dysfunction seen in ME.

According to the 2014 Biopharmaceutical Research Industry Profile, produced by the
Pharmaceutical Research and Manufacturers of America (PhRMA), the industry spent $48.5 billion
on research and development in 2012. Much of this money was spent in the later part of the
research and drug development pipeline where clinical trials are being conducted.¢¢0 In the same
year, the NIH spent an additional $30.9 billion in research, with much of that money spent in the
early part of the research and drug development pipeline, particularly in basic and translational
research.

Much of this basic research is done in NIH-funded academic settings and produces the novel
biological technologies (e.g. biomarkers) and the deep knowledge of the disease pathologies and
potential avenues of drug intervention that are an essential prerequisite for the subsequent
development of effective drug therapies. Over about the last 15 years, the pharmaceutical industry
has established broad-ranging collaborations with academia to leverage this knowledge in order
to expedite the development of safe and effective drugs. While such collaborations have become
the backbone of the industry across diseases, they are a particularly important strategy for
complex and challenging diseases. Citing a collaboration focused on Alzheimer and Parkinson’s
Disease, a Tufts study on academic-industry partnerships stated, “extensive collaboration between
public and private sectors [is] necessary to facilitate the development of effective treatments” for
complex diseases.661

But what happens when the NIH fails to provide even marginally adequate funding for basic
research, and that research funding is difficult to access? What happens when the academic
institutes are hostile to the idea of their researchers spending time on a disease? In the case of ME,
a very small group of researchers has lived on shoestring, unpredictable budgets, and/or have run
studies without any funding. But the vast majority of researchers have ignored the disease and
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simply gone elsewhere. The resultant lack of vested researchers and the lack of the basic disease
knowledge required to develop effective treatments makes investment in ME a bad business
decision for pharmaceutical companies.

Obviously, the definitional issues have thwarted progress in research, as a result of conflicted
research findings and irreconcilable theories about the nature of the disease. And even when
properly defined, ME is a complex disease that would be challenging to unravel under any
circumstances. But the combination of paltry NIH research funding and the institutional barriers
and biases have only further compounded these problems, ensuring that ME would remain
medically unexplained.

Today, there are signs of hope in ME research and development. Research findings from long ago
are being dusted off and reinvestigated. Old and new technologies are being applied for the first
time to better understand the disease pathologies. New avenues of scientific investigation are
being pursued and new researchers from other fields are beginning to take an interest. A few small
clinical trials of repurposed drugs, such as Rituxan, are in the planning stages. And a recently
announced study by the End ME/CFS Project will examine the most severely affected ME patients
in order to understand the core of the disease at a molecular leve].662

But the NIH is not funding the vast majority of this exciting work, and NIH scientists are not
involved. As journalist David Tuller said in 2011, the bulk of the most exciting research being done
today is being funded privately, often by families of patients, grants from private foundations, and
even through patient-driven crowd sourcing.6¢3 The public component, the NIH research funding
that has been the lynchpin of research and drug development efforts in other diseases, is almost
non-existent. NIH spending has averaged just $5 million a year for a total of $139.5 million spent in
28 years,%4 an amount that pales in comparison to the amount spent on similarly disabling
diseases.

NIH’s official position, seen in its recent rejection of the 2014 CFSAC recommendation for an RFA,
is that such a commitment is not warranted because “there remains a lack of definitive evidence
regarding the etiology, diagnosis, and treatment for ME/CFS.”6¢5 And yet, these privately funded
researchers have found plenty to research as evidenced by recent publications from Stanfordé6é
and Columbia, 67 the Rituximab clinical trials being conducted in Norway, and the research
recommendations in the 2015 Institute of Medicine report.668

Given the complexity of ME and the debility of these patients and the reality of research and
development in this country, it is not clear how far this private model can go toward unraveling
the etiology. But what is clear is that, when the promise of these initiatives produces outcomes that
make a real difference in patients’ lives, it will be in spite of what HHS and the NIH have done for
the last thirty years, not because of it.

NIH Research: Underfunded, Misdirected, Uncoordinated and Orphaned

Like all issues with this disease, the reasons for the lack of progress in research are not always
straightforward. From one perspective, we have failed to make progress with basic and
translational research for the same reasons that CDC’s epidemiological research has failed—non-
specific, unreliable definitions and approaches for selecting patients for research studies.¢9 The
impact of that on research was discussed in the chapter “What is CFS?”
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But there are also a number of other critical issues, primarily related to the NIH but reflected in
academia and the medical societies that have negatively impacted research into this disease.

First and foremost, NIH funding for basic research of ME/CFS is almost nonexistent. At $5 million a
year out of a $30 billion annual NIH budget, the amount is absurd by any standards. But it is
especially preposterous for such a complex disease with this level of prevalence, disease burden,
and economic impact. The February 2015 IOM report pulled no punches on this issue, stating,
“Remarkably little research funding has been made available to study the etiology,
pathophysiology, and effective treatment of this disease, especially given the number of people
afflicted.”670

A second issue is the historical bias that this disease is psychogenic, which has led to an excessive
focus on behavioral and psychological issues and/or the poor reception at the NIH of grant
requests for biomedical research. This has made it difficult for researchers to get the support of
their institutions to pursue biomedical research and difficult for them to access what little NIH
funding is available.

A third issue exacerbates this bias—the Special Emphasis Panel (SEP) process used by the NIH to
review grant requests for this disease. Collectively, these issues have driven potential and existing
researchers from the field, while simultaneously siphoning research funds to other diseases.

A fourth and very significant issue is the positioning of this disease in NIH’s Office of Research on
Women'’s Health (ORWH) over the last 15 years, effectively exiling the disease outside of NIH’s
institute-driven structure. This has created a huge barrier because the institutes, not ORWH, are
the ones with the money to spend and they have largely failed to make a serious commitment to
this disease. The institutes appear to be largely interested in only the narrow aspects of the
disease that overlap with their own goals. This makes it nearly impossible for researchers to get
funding for the kinds of studies that are needed to advance the field but also difficult to establish
the kind of research strategy that is needed to make progress. To this point, the NIH has never
developed a research strategy, at least not one developed with the open collaboration of the
community and shared publicly.

To make progress, the NIH must address the miserly funding and also the bias, the institutional
barriers, and the lack of a strategic commitment and engagement that has stalled research
progress for so many years. Doing so will require a level of leadership and political will from the
NIH that has not been demonstrated in thirty years.

NIH Research Funding is Paltry and Inaccessible

NIH Funding for Research Not Commensurate with Disease Burden or Economic Impact

NIH funding for ME/CFS is almost non-existent. In 2014, NIH’s funding for ME/CFS was estimated
at $5 million out of a total NIH budget of $30.1 billion.67! This places ME/CFS at #226 out of 234
diseases funded by the NIH. The amount spent is about one half of that spent on hay fever,672 four
percent of that spent on multiple sclerosis and six percent of that spent on lupus, even though ME
has a similar burden of disease and greater prevalence than multiple sclerosis or lupus. More
dramatic is the 600-fold disparity with HIV/AIDS funding, even though, according to Dr. Nancy
Klimas, her HIV patients are doing well thanks to “three decades of research and billions of dollars
invested” while her CFS patients remained very ill and unable to work.673
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NIH awarded a total of $134.5 million for CFS and ME research between 1991 and 2014. According
to the Solve ME/CFS Initiative (formerly the CFIDS Association of America), during the same time
frame, about $400 million was spent on each of fibromyalgia and irritable bowel syndrome (IBS),
while about $4 billion was spent on multiple sclerosis.674 This disparity in funding translates
directly into the limited size of the evidence base with about 5500 articles for this disease and
roughly ten times as many for multiple sclerosis.

The underfunding is even starker when the prevalence is considered. According to an analysis
done by Dr. Andreas Kogelnik, ME clinician and founder of the Open Medicine Institute, the per-
patient funding level for this disease is less than any other disease and far below that of other
diseases of similar prevalence and/or morbidity.675 For instance, annual funding for this disease is
about five dollars per patient, while that for multiple sclerosis is about $255 per patient and
HIV/AIDS is about $2,482 per patient. To be equitable based on disease burden and prevalence,
ME funding would have to be roughly $250 million a year.

2014 NIH funding and prevalence for selected diseases®76
Disease area Funding Prevalence $ Spent per

(millions) patient
HIV/AIDS $2,978 1,200,000677 $2,482
Lupus $99 350,000 678 $283
Multiple sclerosis $102 400,000679 $255
Autism $188 3,500,000 680 $54
ME/CFS $5 1,000,000 $5

This low level of research funding is not an historical anomaly. Since the inception of NIH's
ME/CFS program in about 1987, NIH funding for this disease has never been higher than $7.2
million (in 2002) and averaged about $5.0 million since 1987.681 The change in the NIH budget for
CFS from 1995 to 2014 represents a decrease of about 27 percent at a time when total NIH funding
increased about 166 percent.

To make matters worse, even the small amount of money spent by the NIH on ME/CFS research
has been raided to support research in other disease areas. For instance, according to advocate
Jennifer Spotila, the NIH reported that they spent $4.5 million on ME/CFS in 2012, but roughly
$800,000 (18 percent) was spent on other diseases.682 At the September 2004 CFSAC, the CFIDS
Association of America reported that between 1999 and 2003, $5.8 million of the total NIH funding
of $31.6 million was redirected to studies on other diseases, including twelve studies on such
topics as the “psychobiology of ethnicity, stress and disease, studies on vascular disease or chronic
muscle diseases and studies on muscle disorders and Lyme disease.”¢83 As Kim McCleary, CEO of
CFIDS Association of America pointed out, this redirection of roughly 20 percent of the already low
NIH research funding for this disease occurred at a time when NIH funding increased 76 percent.
For the year 2003, this redirection left less than $4 million dedicated to ME/CFS out of a reported
ME/CFS budget of $6.3 million. The 2004 CFIDS Association of America report called on the NIH to
reverse the “shocking decline in CFS research and to build a robust program commensurate with
the magnitude of the illness.” The report included recommendations to stimulate extramural
research through activities such as the issuance of an RFA and the establishment of research and
clinical “Centers for Excellence.”

A similar redirection of research funds was identified for the years 2000 to 2009 through a FOIA-
driven analysis done by patient advocates Charlotte von Salis and Pat Fero. At the 2011 NIH State
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of Knowledge Workshop, Fero reported that between the years of 2000 and 2009, $18 million of
the ten-year $54.3 million research budget designated for this disease was actually spent on other
diseases.t8* Ms. Fero examined the funding for the years 2006-2008 more closely and found that of
161 grant requests that were reviewed, 28 were approved with 36 percent of those (10) going to
ME/CFS for a total of $3.2 million while 64 percent (18) went to other diseases. Fero stated that it
appeared that pain, sleep and especially fatigue in any disease could be approved by the CFS
Special Emphasis Panel (SEP), the panel responsible for the first level of grant review of CFS
applications at NIH.685

While the actual dollar amounts involved are small, this represents a significant percentage of the
total research funds available for the study of this disease but siphoned off to other diseases—
roughly 20 percent for much of 1999 to 2012 and likely higher between 2004 and 2009.

The inadequacy of NIH’s funding is even starker when you compare the level of funding to the
burden that this disease imposes on patients. One measure of the impact of this disease is the
estimated annual economic impact of $19-24 billion in lost productivity and direct medical costs.
As big as this number is, it is likely an underestimate because it does not include factors such as
the lost wages of caregivers, or the full cost of medical care if knowledgeable doctors and
treatments were available. But even at $19-24 billion, this annual economic impact is roughly
4,200 times the amount of money that the NIH spends annually on this disease, demonstrating a
remarkable short-sightedness by the NIH in its failure to address this health crisis for so many
years.

Economic impact is only one measure of the burden of disease. A more patient-centered measure
is the World Health Organization’s (WHO) Disability Adjusted Life Year (DALY), a measure that
considers mortality, the incidence and duration of disease, the level of disability due to morbidity,
and the age of disease onset.68¢ The World Health Organization has calculated DALY for a number
of diseases, including HIV, congestive heart failure, chronic obstructive pulmonary disease (COPD),
and multiple sclerosis. WHO did not calculate the DALY for this disease, but the Australian
government did in 2003, estimating the DALY for this disease to be higher than AIDS and multiple
sclerosis in the Australian population.t87 This gives an objective measure of the level of morbidity
that further calls into question the lack of funding for this disease compared to other diseases.

While not quantitative, the 2015 Institute of Medicine Report on this disease also noted the
magnitude of the burden of this disease, pointing out that patients are “more functionally impaired
than those with other disabling illnesses, including type 2 diabetes mellitus, congestive heart
failure, hypertension, depression, multiple sclerosis, and end-stage renal disease.”¢88 While the
level of funding provided by the NIH is dependent on a number of factors, not just disease burden,
it’s critical for funders and congressional leaders to ask why the funding at the NIH has been so far
out of alignment with disease burden for this disease, particularly given the lack of any effective
treatment.689

Over the years, CFSAC, patient advocates, and Congress have made repeated requests for increased
funding, targeted to specific research needs. CFSAC made repeated funding recommendations in
2004, 2005, 2006, 2011, 2012, and again in June of 2014.690 Also in 2014, both IACFS/ME and a
group of congressional leaders, spearheaded by Representatives Lofgren and Eshoo of California,
submitted separate requests for funding directly to Dr. Francis Collins, director of NIH.69! Finally,
while not specifying a specific amount, congressional appropriations reports going back to at least
1995 have included recommendations for funding and targeted research, most recently in 2012-
2013.692
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Yet in spite of these targeted requests and the fact that the funding provided so clearly falls far
short of an equitable share, NIH’s financial commitment to this disease has remained flat, and
virtually non-existent for thirty years. As noted in a Stanford article on this disease by Kris Newby,
the harsh reality is that at $5 million, this level of NIH funding is not sufficient to support a
university research lab.693 Without adequate support from the NIH, it is virtually impossible to
attract researchers to advance the basic and translational research needed to move the field
forward.

Reasons for Low Funding

NIH has provided a number of reasons why funding has remained so low for so many years.
Budgets are shrinking. Researchers are not interested in this disease. Researchers are not
submitting high quality applications or asking the right questions. The science isn’t ready; there is
too little known about the disease to warrant targeted investment at this time.

But these reasons do not stand up to scrutiny.

First, there is the contention that the problem is shrinking budgets. Yes, NIH budgets (excluding
the supplemental appropriations in 2009 and 2010 from the American Recovery and
Reinvestment Act) have been relatively flat in actual dollars over the last five years or so0.694 But
that does not explain NIH’s failure to provide a fair share of total NIH funding that is
commensurate with the significant burden of this disease and its huge economic impact on our
families and our country. Shrinking budgets also do not explain why funds allocated to ME/CFS
were then redirected to other diseases. Nor do shrinking budgets explain the refusal to issue
targeted funding through an RFA, or why ME/CFS funding fell in absolute dollars at a time when
the overall NIH budget rose so significantly. And even as NIH'’s overall budget flattened, some
areas have still seen significant increases. As advocate Jennifer Spotila reported, the NIH spent
$386 million in pain research in 2011, and reportedly spent almost $100 million more in 2012.6%5
As Spotila said, the issue is not shrinking budgets, but NIH’s priorities and the priorities of its
institutes.

Second is the claim of a lack of interest on the part of researchers. This claim is hard to reconcile
with the fact that at least six privately funded ME research foundations and centers have been
created in the last few years to meet the interest in the disease and the critical need for research
funds.s% Through private funding, Stanford has been conducting a major, multidisciplinary, multi-
year initiative to investigate this disease®” and held its first conference in 2014.6% The End
ME/CFS Project is a newly formed collaboration of world-renowned leaders in such fields as
immunology, genetics, neurobiology and sports fatigue;¢99 they are aggressively raising private
funds to reach a $5 million annual goal. A group of researchers, the OMI-Merit group, met to jointly
develop a prioritized list of critical projects awaiting research funding,”00 and patients have
undertaken their own fundraising efforts here and internationally to address the demand for
research funding. For its part, CFSAC has repeatedly told the NIH that the problem is not a lack of
interest on the part of research but the chilling effects of low research budgets and institutional
barriers and bias.

Third is the NIH claim that researchers are not submitting high quality applications or asking the
right questions. But the NIH has not said what it thinks the “right questions” are; it has not
released its own plan nor has it collaborated with the research community to create a strategic
plan that would shed light on that. Based on comments from researchers who have had grants
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rejected and the choice of agenda topics in NIH’s 2014 Pathways to Prevention Workshop the NIH
does not appear to have the same perspective as researchers on the important research questions.
For instance, Dr. lan Lipkin, a world-renowned researcher, referred to as the “world’s most
celebrated virus hunter,”701 told the audience at the Sept 2013 patient teleconference (PCOCA)
held by the CDC, that he was unable to get the funds needed from the NIH to pursue needed studies
into the microbiome.”92 In an interview with Mindy Kitei, Dr. Lipkin also said that he was told by
one person that this is a “psychosomatic illness” and by another that “this is a herpes virus
infection,” so “there’s no reason to look at the gut.”703 His grant submission received a poor score
and was not funded. As a result, Lipkin resorted to the unusual approach of “crowdsourcing” to
secure funding for his study.”’0* Other seasoned researchers have reported similar challenges with
getting funding for this disease that they do not experience for other diseases.

Fourth, the NIH has claimed that the science isn’t ready, that the field needs to wait for a scientific
breakthrough, or that there is a lack of evidence, as the NIH told CFSAC in its response to the 2014
RFA request noted above. NIH’s Dr. Terrel Hoffeld, administrator for the CFS SEP, told advocate
Craig Maupin the same thing in 2005; that the problems with this disease were the result of a
scarcity of breakthroughs.”® Dr. Dennis Mangan, retired chair of the NIH Trans-ME/CFS Working
Group echoed this theme in a 2012 article published on CFIDS Association of America, in which he
stated that a breakthrough would be required to get an increase in NIH funding and attract new
researchers.’06 But at the same time, as Dr. Fletcher reported at the May 2013 CFSAC, she and Dr.
Nancy Klimas, both currently at Nova Southeastern University, were told that the field is not ready
for their research idea.”07

Like the rest of the small group of ME researchers, Dr. Klimas and Dr. Fletcher are world-
renowned experts and leaders in this field. Between them, they have extensively studied
biomarkers and various treatment approaches, making it difficult to imagine that the field is not
ready for their ideas. Klimas, Fletcher, and other experts studying this disease have demonstrated
widespread dysfunctions in immunological, neurological, endocrine and energy production
systems. They have demonstrated and are using biomarkers to help them diagnose ME, to
recommend and monitor treatments, and to secure disability for their ME patients. They have
formulated plans for clinical trials on promising, already approved drugs. The scientific
opportunities litter the floor, waiting to be funded.

In its 2015 report recommending new diagnostic criteria, the Institute of Medicine provided an
extensive literature review of the range of biomedical findings. But the report went on to highlight
the dearth of research funding,708 stating

...the [IOM] committee was struck by the relative paucity of research on ME/CFS
conducted to date. Remarkably little research funding has been made available to study the
etiology, pathophysiology, and effective treatment of this disease, especially given the
number of people afflicted...More research is essential.

“Remarkably little research funding has been made available.” It’s clearly not lack of interest or the
science not being ready. So why is the NIH funding so low and why have researchers had such a
difficult time accessing that funding?

Continued Bias and Misunderstanding of the Nature of the Disease
One issue that has impeded the flow of funding is the misperceptions and bias against the disease,
seen in both the research community at large and in the views of the NIH, as demonstrated by the
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statements of key leaders over the years and through past NIH workshops.”? There were the early
statements from Dr. Straus that cast this disease as psychological, and endorsed the psychosocial
model in which patients’ illness beliefs and inactivity perpetuated the debility. NIH workshops,
such as the previously discussed NIH workshops held in 1991 and 2000, fostered similar views.710
Even the 2003 NIH conference on “Neuroimmune Mechanisms and Chronic Fatigue Syndrome,”
which discussed biomedical issues also called for a continued focus on issues of psychological
distress and altered perception.’11 Advocate Craig Maupin noted that Dr. Debra Buchwald, the chair
of the conference, supported a “perception-based model for CFS by emphasizing brain, central
nervous system, neuroendocrine, and HPA axis findings common to a wide variety of psychiatric
disorders that cause fatigue.”712

Following the 2003 Neuroimmune conference, the NIH issued an RFA in 2006 for “CFS and
spectrum disorders,” defined by the RFA to include post-traumatic stress disorder, fibromyalgia,
irritable bowel syndrome, temporomandibular disorder and chemical sensitivities among other
diseases.”13 [t is unclear what scientific rationale was used by the NIH to justify lumping together
CFS, temporomandibular disorder and especially post-traumatic stress disorder as part of the
same spectrum. When grants were awarded, five of the seven grants focused on biomedical
research in CFS, while one was for pain in fibromyalgia and one was for cognitive behavioral stress
management.’14

This apparent disconnect between NIH’s view of the disease and how experts view the disease is
still evident today in NIH’s 2014 Pathways to Prevention (P2P) Workshop and the AHRQ Evidence
Review that supported it. Both the P2P Workshop agenda topics and the AHRQ Evidence Review
effectively ignored broad swaths of key biomedical research. For instance, the P2ZP Workshop,
whose goal included the identification of key gaps in research, did not include a session on post-
exertional malaise, energy metabolism dysfunction, or neurological dysfunction, notable
exclusions given the demonstrated importance of these impairments. At the same time, speakers
chosen for a key session on fostering innovative research to advance treatments were closer to the
psychosocial approach to this disease than to the kinds of innovative biomedical research being
pursued by disease experts and noted in the 2015 Institute of Medicine report on this disease.

[t is clear from NIH leaders like Dennis Mangan (now retired) and Dr. Harvey Alter715 that at least
some NIH leaders do not have the biases of Dr. Straus and the idea that this disease is part of a
spectrum that includes post-traumatic stress disorder. Yet it is also clear that significant bias and
misunderstanding still persist. For instance, as mentioned, Dr. lan Lipkin’s comment in 2014 that
his recent NIH request for funding had received very poor scores, with one reviewer commenting
that this disease was psychogenic.”16 Other researchers have reported similar attitudes, including
Dr. Montoya who stated that some reviewers might be unwilling to approve funding because they
believe it’s “all in the head.” 717 There can be little doubt that such bias and preconceived notions
on the nature of this disease are still having a negative impact on the approval of grant requests
that do not fit in with NIH’s and/or the reviewer’s conceptualization of the disease.

New Researchers Not Entering the Field

The second factor that has impeded the flow of research funds is that current researchers are often
not submitting requests for additional NIH funding, and new researchers are not entering the field.
This is a critical issue, because the NIH has made it clear that the total budget for this disease will
only be increased when there are more grant applications.”18
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As recently as November 2011, NIH staff told CFSAC that no new researchers had entered the field
in the previous two years. Just as importantly, once approved the first time, investigators were
tending not to come back a second time.”19 Further, as reported by advocate Jennifer Spotila, Dr.
Susan Maier, chair of the NIH ME/CFS Working Group, told CFSAC in October 2012 that 18 percent
of funding requests were funded in 2012.720 Spotila pointed out, an 18 percent approval rate
would have translated to only about 20 to 22 applications being submitted, a very small number of
applications for such a complex disease, and far too few to make forward progress.

Why would new and existing researchers not submit grant requests? At the 2007 CFSAC meeting,
Dr. Ronald Glaser stated that the “word was out” that it was hard to get funding for this disease, a
fact that could discourage researchers from even entering the field.”21 Other researchers have said
that their colleagues warned them not to enter the field because it would Kkill their careers. When
Dr. Jose Montoya, ME clinician and researcher at Stanford University, told his mentor in 2005 that
he wanted to research this disease, his mentor predicted that doing so would leave him
homeless.”22 Presenters at the 2011 NIH State of Knowledge Workshop reported on “the stigma of
ME/CFS research on faculty at academic institutions.”’23 The combination of stigma and a lack of
funding have forced some researchers to leave the field, while others never joined to begin with.

This dearth of researchers obviously has a direct effect on the breadth of research being conducted
into this disease. The ability to retain existing researchers and attract new researchers is critical
for any complex, multi-system disease, where a broad range of investigative expertise and
approaches is required to understand the disease pathology. It’s especially critical when the NIH
uses the number of grants to throttle the level of funding. But in the case of ME, the inability to
attract new researchers to the field will soon become a crisis because so many of the current ME
researchers and researcher-clinicians are approaching retirement age, at which point their hard-
won knowledge and expertise will be irretrievably lost.

To be fair, the NIH appears to be equally frustrated by the situation. At the May 2013 CFSAC
meeting, Dr. Maier begged CFSAC members to go out and find people who would submit grants to
the NIH and personally promised to help them.”24 But CFSAC members are not in a position to
achieve this kind of systemic change without committed institutional support from the NIH in the
form of the issuance of RFAs, a fair and adequate level of funding, and the removal of the
institutional barriers and bias. And researchers and their academic institutions are unlikely to
pursue the study of a disease that has been so stigmatized and neglected by HHS and the medical
community at large.

Scientific Review Process for Grants and the Special Emphasis Panel (SEP)

The third factor affecting the ability of researchers to access research funds is the nature of the
scientific review process used to review and approve grants. According to the NIH website, the
first level of review is conducted by a scientific review group of non-governmental scientists with
expertise in the given research area. The second level of review is conducted by the Advisory
Councils or Boards of the Institutes and Centers that might fund a given initiative. These groups
also include non-governmental representatives chosen for their expertise. To receive a grant,
applications need to be recommended for funding by both the first level and the second level
review groups, but the directors of the Institutes and Centers make the final funding decisions.”25

If the disease has a significant number of researchers and grant applications, a permanent or

standing study section performs the first level of application review. However, for this disease, the
first level of review is handled primarily by an ad hoc (temporary) group called a Special Emphasis
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Panel (SEP). The CFS SEP is established anew for each review cycle, based on the expertise needed
for the types of applications that have been submitted.”26 The NIH has said that it is not possible to
have a standing committee specifically for this disease because only 6-18 applications are
submitted per study section, not enough to warrant a standing committee.”2” While the CFS SEP
handles most ME/CFS grant requests, grant requests can occasionally be reviewed by one of the
standing review committees.

Organizationally, each SEP resides in an Integrated Review Group (IRG), which consists of a cluster
of study sections and SEPs that are organized around a general science area. The CFS SEP had been
located in the Musculoskeletal, Oral, and Skin Sciences (MOSS) IRG but was then moved to the
Integrative, Functional, and Cognitive Neuroscience (IFCN) IRG in about 2010. This author is
unaware of the reason for this change or its impact on SEP composition and receptiveness to
grants.

In addition to the CFS SEP being an ad hoc committee, the CFS SEP has historically covered not
only CFS but also fibromyalgia and what the NIH had labeled “other chronic polysystemic
morbidity syndromes,”728 which also included at least temporomandibular disorder. As advocate
Craig Maupin noted in a 2005 article on the NIH and the CFS SEP, the term “chronic polysystemic
morbidity syndromes” has had little usage outside of NIH’s CFS SEP.729 NIH’s Dr. Terrel Hoffeld
(the administrator for the CFS SEP at the time) told Maupin that these different entities had been
integrated together into one SEP because there were similarities across them, and each was a
syndrome, not a disease. According to Maupin, “For Hoffeld and NIH officials, viewing CFS as one of
many related conditions is a key to scientific success.” But what kinds of similarities were they
focused on? Maupin’s concern was that NIH’s decision to integrate “controversial and emerging
women’s illnesses” into one SEP would result in “reviewers who espouse[d] the same ‘perception-
based’ psychiatric theories across these syndromes.”

It's important to note that while the NIH was focused on “CFS and spectrum disorders” in the 2006
RFA and “chronic polysystemic morbidity syndromes” in the CFS SEP, the CDC was focusing on
chronic unwellness and establishing the broadened Empirical definition during this same time
period. This level of misalignment on the conceptualization of the disease between the CDC and the
NIH is striking and calls into question not only the scientific rational that each agency used to
justify these groupings, but also how the CDC and the NIH intended to integrate research across
such fundamentally different ways of characterizing the scope and nature of the disease.

Aside from the bias that such a “chronic polysystemic morbidity syndromes” approach would
engender, the combination of the SEP being ad hoc and the SEP’s encompassing disparate diseases
meant that some grants approved under the CFS budget had nothing to do with this disease, a
point demonstrated by both Pat Fero and Kim McCleary. But it also meant that those reviewing
grant requests for this disease were more likely to not have expertise in this disease.

Both advocates and CFSAC have raised this issue of inadequate SEP member expertise. In a review
of the 2004 SEP members, Craig Maupin found that of 30-40 different reviewers, only six
demonstrated some interest in CFS and only three were predominantly focused on CFS. Further, of
those 6, three were focused on behavioral issues.”3 Dr. Ronald Glaser raised similar issues at a
CFSAC in November 2007, when he reported that over the previous three years, only 15 percent of
the members of the Special Emphasis Panel had ever worked on anything related to this disease.
He emphasized that the field wasn’t moving forward “because of the nature of the study
sections.”731 Similarly, in 2008, CFSAC member Dr. Hartz raised a concern with the apparently
large number of dentists reviewing CFS grants. Dr. Hanna, of NIH’s Office of Research on Women'’s
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Health, responded that some dentists were experts in pain.”32 ME patients may experience
significant pain. But pain is not the core of this disease and a focus on pain is unlikely to lead to
disease modifying treatments.

Researchers have run into other challenges in getting a grant request approved by the SEP. At the
November 2011 CFSAC, Dr. Jason described the issue that researchers face in responding to
reviewer requests to revise a grant request. Because of the ad hoc nature of the SEP, the panel
members that request a change to a grant application are not the same as the panel members that
review those changes once made.’33 The new panel member likely lacks context for the original
concerns, and may have different issues that they want to see addressed instead. This issue is not
unique to this disease. Dr. Cheryl Kitt of NIH’s Center for Scientific Review, told CFSAC members at
this meeting that there were about one thousand SEPs. However, such a change in panel
membership could be particularly challenging for this disease because of the widespread bias and
misperceptions around the nature of this disease.

One way of judging whether there is an issue with NIH’s overall review process is the rate of
approval of submitted grant requests. It is difficult to get definitive estimates on this because of the
confidentiality of the process. At the May 2013 CFSAC, Dr. Fletcher stated that she had been told
that the overall level of approval of grants for this disease was around six percent,’34 a rate similar
to the seven percent that advocate Pat Fero found in her FOIA-driven analysis of NIH spend
between 2000 and 2009.735 But Dr. Susan Maier told the October 2012 CFS Advisory Committee
meeting that 18 percent of funding requests were funded in 2012.736 But what is more important is
the number of grant applications because the NIH has stated that the research budget allocated by
the NIH will not increase until more researchers apply.

Since 2011, the CFS SEP was changed to focus on ME/CFS instead of the “chronic polysystemic
morbidity syndromes” focus seen in earlier CFS SEPs. Likely as a result, it appears that the practice
of approving grants for other diseases under the CFS budget has decreased significantly, although
in 2013, the practice still existed to some extent with two grants totaling $161K.737 There are also
indications that the SEPs contain more disease experts than they have in the past, although it is
difficult to verify that because the NIH no longer publishes the SEP roster for this disease (it does
for other diseases).738

But given the issues reported above by Dr. Lipkin and Dr. Fletcher, the SEP grant review process
still appears to suffer from a level of bias and misunderstanding that is significant enough to
impede access to research funds. And more importantly, regardless of what the SEP decides, the
final funding decisions are made by the institutes.

Funding Challenges and NIH’s Institute Structure

The fourth factor that affects the ability of researchers to access NIH research funds is the
challenge of getting the attention and priority of the NIH institutes and centers that fund all
research. This is particularly challenging when the disease is not “owned” by one of the institutes.

Kris Newby, communications manager for the Stanford Center for Clinical and Translational
Research and Education, spoke to this point in a 2014 article on the work of Dr. Montoya at
Stanford, in which she stated, “The NIH funding process favors well-defined diseases that fit neatly
into medical specialties.” She went on to note that these medical societies often have lobbying
efforts to advance their needs.”39
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As it stands today, this disease does not have a home within one of the medical specialties, or
within NIH’s research institutes and centers, which are typically organized around a medical
specialty like neurology, or around a special focus area like environmental health science or
minority health. CFS was originally located in the National Institute of Allergy and Infectious
Diseases (NIAID), but then was moved to NIH’s Office of the Director in 1999, and then to the
Office of Research on Women'’s Health (ORWH) in 2001. The stated reason for these moves was to
help foster collaboration across institutes and also across agencies.’#0 To achieve that
collaboration, the NIH established the Trans-NIH CFS (ME/CFS) Working Group, lead by the Office
of Research on Women’s Health.741 The Trans-NIH ME/CFS Working Group is responsible for
“convening meetings of the working group, coordinating communications about ME/CFS, and
sharing information about NIH ME/CFS research and activities within the NIH, among other HHS
agencies, and to the broader extramural research and advocate communities.”742 In a 2005
discussion with Craig Maupin, NIH’s Dr. Hanna stated that the “Trans-NIH Workgroup members
act as liaisons for CFS within their individual institutes, petitioning their institutes for funds for
requests for [RFAs], centers, or other collaborative projects.”743

But the ability of the Trans-NIH ME/CFS Working Group to progress the needs of this disease is
limited. Neither the Trans-NIH ME/CFS Working Group nor ORWH have budget for research in this
disease. Ultimately, the authority for final funding decisions rests with the NIH institutes and
Centers and the decisions to fund grant requests are made in the context of the needs and goals of
the individual institute or center. The 2000 GAO report emphasized this point, stating that the
purpose of the second level of the scientific review process for grant approval is to “evaluate
applications in relation to the needs of the institute or center and the priorities of its director.” As a
result, the council may vote to change the first level review recommendations made by the SEP.744
But the obvious problem is that ME has not been a priority for any institute. At best, with the
possible exception of the National Institute of Neurological Disorders and Stroke, the institutes and
centers appear to be interested in only a narrow aspect of ME as it relates to the goals of that
particular institute or center.

It is helpful to look at a specific funding announcement to see how this might impact researchers
submitting a grant request for this disease. One of the current funding announcements listed on
the Trans-NIH ME/CFS website is to explore the etiology, diagnosis, pathophysiology, and
treatment of ME/CFS.745 The funding announcement lists the particular priority or interest of each
of the institutes, offices, and centers that are participating in the funding opportunity. In this case,
the Institute of Nursing Research (NINR) is specifically interested in research to define the
relationship between behavioral interventions and biological outcomes. Between 2010 and 2013,
about 40 percent of the NIH grants funded by NINR were focused directly on behavioral
interventions. The National Institute of Diabetes and Digestive and Kidney Diseases stated an
interest in investigating potential relationships between ME/CFS and urologic chronic pelvic pain
syndromes, including Interstitial Cystitis/Painful Bladder Syndrome (IC/PBS) and Chronic
Prostatitis/Chronic Pelvic Pain Syndrome (CP/CPPS). Of the $486K funded between 2010 and
2013, 68 percent was spent on a study examining “Pain and Sensory Processing in IC/PBS and
Fibromyalgia” The remainder was spent on “Neural mechanism of glucagon-like-peptide-1
receptor-mediated nausea /malaise.”746 Neither of these grants studied CFS, let alone ME.

The National Institute of Allergy and Infectious Diseases (NIAID) did not indicate a specific area of
interest, but stated that requests for funding for clinical trials had to be submitted to what appears
to be an institute specific process. Of all the institutes, the listing of priorities provided by the
National Institute of Neurological Disorders and Stroke (NINDS) is centered the most directly on
this disease in its call for research “directed at the pathogenesis of ME/CFS affecting the brain,
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autonomic, and the peripheral nervous system.” Yet, ME/CFS is not listed in an A-Z listing of
diseases on the NINDS website, calling into question where this disease falls in the priorities of
that institute.

Why are these descriptions of interest by the NIH institutes in the funding announcements
important? They demonstrate the gulf that exists between ME as a disease on the one hand and the
core priorities of the NIH institutes that fund all research on the other. This gulf could readily
account for a considerable portion of the challenges that have impeded access to research funds,
and limited the ability to progress research. It also demonstrates the fractured interface with the
NIH that researchers have to navigate to progress research, particularly clinical trials for
treatments for this disease. It’s hard to imagine how an effective, coordinated, fully-funded, cross-
institute strategy could ever be cobbled together from such narrow slices of interest and such a
fractured interface. The result is that of the $5.3 million spent in 2014, the National Institute of
Allergy and Infectious Diseases granted a total of $2.1 million, the National Institute of
Neurological Disorders and Stroke granted $1.9 million, and three other institutes spent much less.

Getting the attention of the institutes is not unique to this disease. As reported by advocate Craig
Maupin in 2005, Kim McCleary has stated that advocacy leaders across various multi-system
diseases have long recognized “the challenges of funding multi-systemic illnesses within the NIH’s
segmented structure.”’4” Notably, many of these other leaders have reported hearing the same
things that the ME community has heard: “We don’t believe in this condition,” “This is simply not a
priority for our institute,” and “We don’t get enough good fundable applications.”

A more recent and much more visible example of the challenges with navigating across NIH’s
institute structure is the Human Microbiome Project, a $173 million, five-year long study
conducted under the auspices of the National Human Genome Research Institute (NHGRI). In a July
2013 Nature article, journalist Beth Mole reported that with the first phase completed, the “home”
for the Microbiome Project was changing and future funding would be “scattered” across 16 of the
27 NIH institutes. But microbiome researchers raised concerns that progress will falter unless
there is a base that continues to provide basic resources (including money and technical
expertise), promulgates standards, and further nurtures the basic science. In spite of the likely
widespread, cross-institute interest in microbiome research, this concern is well-founded, given
the experience of ME and CFS in cobbling together a cross-institute strategy and funding plan.

As with ME/CFS, the NIH often uses such trans-NIH workgroups, committees, and other similar
groups to foster collaboration across institutes and centers. Of the 181 such groups that existed as
of October 2014,”*® three-quarters were focused on crosscutting issues like common disease
processes, broadly applicable scientific technology, information management needs or common
practices and processes. Only about 40 of the 181 were focused on disease-specific issues and
some of these were focused on just a narrow aspect of the specific disease. But what is particularly
notable is that of all the disease-specific trans-NIH workgroups and committees, it appears that the
only one not headed by one or more institutes or centers is the Trans-NIH ME/CFS Working
Group, headed by NIH’s Office of Research on Women’s Health, leaving this disease poorly
positioned to compete in NIH's Institute- and Center- driven structure.

Given the lack of progress since the Trans-NIH ME/CFS Working Group was instituted, it’s critical
to ask whether this approach is working. The answer is clear. For myalgic encephalomyelitis,
positioning this disease in the NIH’s Office of Research on Women'’s Health and attempting to use
the Trans-NIH ME/CFS Working Group to coordinate across the NIH has failed to achieve the
needed outcomes for patients. In November of 2011, Dr. Klimas highlighted this issue in a CFSAC
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discussion with NIH’s Dr. Cheryl Kitt, Deputy Director of the Center for Scientific Review, stating,
“Using an interagency coordinating committee to try to patch together the funding has
dramatically limited access to program projects and center grants. That must be tackled head on. It
has been a recurrent theme. We have mentioned it many, many, many times.”749

And yet, four years after that discussion, the problem remains.

Groundhog Day

In the movie, Groundhog Day, an arrogant, self-centered weatherman, played by Bill Murray, is
doomed to repeat the same day over and over again, until he finally learns that his actions and
behaviors are keeping him stuck in a time loop. Watching exchanges between CFSAC and the NIH
and reading CFSAC minutes is like watching a time loop, helpless to make it stop.

In the case of NIH funding, the time loop looks like this. As noted above, the NIH has said that
funding will not increase, unless there are more funding requests submitted.”’>° That would require
that new researchers enter the field. But as often pointed out at a CFSAC meeting in 2008,
researchers are discouraged from entering the field because of the difficulty of getting funding
approved, and the potentially negative impact on their careers due to institutional bias. According
to CFSAC member Dr. Ronald Glaser, the review process, the SEP, and the hurdles in the review
process are “just out of line with a fair review process.”751

At that 2008 CFSAC meeting, Dr. Jason also recommended that the NIH issue an RFA (Request for
Application) as a mechanism to attract researchers. Dr. Jason’s rationale?52 was that an RFA would
be a more effective mechanism to attract new researchers because it would have set-aside funding.
NIH’s more usual R01 funding grants’s3 did not have set aside funding and had failed to expand the
pool of researchers. As evidence of the RFA’s ability to incentivize researchers, Jason pointed out
that 29 grant applications had been submitted following the 2006 RFA. Dr. Hanna of the NIH
responded to Jason’s recommendation that the NIH would be holding a meeting in two years that
could lead to an RFA. But she went on to state that it was up to the “organizations” (which she left
unspecified) to encourage their members to go after the available funding opportunities. But as Dr.
Glaser had just noted, researchers were not applying because of the barriers to getting funding. As
further evidence of this problem, Dr. Klimas pointed out a 2011 CFSAC meeting that the CFIDS
Association of America had received 24 applications for a small $648K 2008 grant opportunity754
and urged the NIH to examine what is wrong when a small foundation such as the CFIDS
Association of America can get a bigger response than the NIH.755

CFSAC has made repeated requests to increase funding and has specifically recommended an RFA,
most recently in 2012 and in 2014.756 Further, in 2014, both IACFS/ME757 and a group of
congressional leaders, spearheaded by Representatives Lofgren and Eshoo,’58 sent letters directly
to Dr. Francis Collins, director of the NIH, each requesting an RFA in the amount of $7-10 million.
The IACFS/ME letter called for that amount annually for five years.

HHS’s response has been non-germane to the recommendation and has resorted to the claim that
not enough is known yet. In HHS’s response to the 2012 CFSAC recommendation, it never
specifically mentioned the RFA recommendation.’>9 Instead, HHS provided an explanation of its
grant process and a list of existing RO1 funding announcements. Similarly, Dr. Collins did not
address Lofgren’s and Eshoo’s specific request for an RFA when he responded to them but instead
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just referenced the more general funding opportunities that had already failed to result in
increased funding.760

When HHS rejected the 2014 CFSAC recommendation for an RFA, they did so more directly, stating
that “there remains a lack of definitive evidence regarding the etiology, diagnosis, and treatment”
of this disease.”’61 HHS went on to state that an RFA would not be an effective strategy and that
“RFAs are designed to build upon recommendations that have been identified through cutting-
edge research findings in the extant literature, that address unmet NIH Institute mission-specific
objectives, or that incorporate findings from workshops and conferences on specific topics.” As
with the 2012 rejection and the rejection of Lofgren’s request, the NIH pointed CFSAC to the
existing R01s, the same funding mechanisms that had failed to overcome the bias, misperception,
and institute-driven organizational issues that have held this disease hostage for years. Finally, the
NIH acknowledged the lack of researchers and proposed to address that through training and
career development awards to “demonstrate commitment to training the future generation of
ME/CFS researchers.” But meanwhile, the current generation of ME researchers—and more
tragically, the current generation of ME patients—is left blowing in the wind.

This is a stunning rejection of repeated CFSAC requests for research funding, given the
congressional support and the caliber of science being published and the research needs identified
at both the NIH State of Knowledge Workshop in 2011 and the three separate ME conferences held
in 2014, the Stanford ME/CFS conference, the IACFS/ME conference and the Invest in ME
conference.’62 These research needs have since been extensively documented by the 2015
Institute of Medicine Report, which blunt in its findings that there was a “paucity of research” and
“remarkably little research funding,” particularly given the number of people affected.”63 It
remains to be seen how the NIH will respond to the Institute of Medicine report’s findings.

And what happened to that meeting that NIH’s Dr. Hanna had told the 2008 CFSAC meeting that
the NIH was going to hold in two years? 764 The one that she suggested could lead to an RFA? The
NIH did hold a meeting three years later: the 2011 State of Knowledge Workshop.765 But the NIH
never issued an RFA after that meeting and has not done so since, seven years after Dr. Hanna’s
suggestion.

Similar years-long “groundhog day” discussions between CFSAC and the NIH have occurred on a
number of topics, but these never seem to get resolved. For instance, in an extensive 2011 CFSAC
discussion with NIH leaders, Klimas highlighted the specific problems associated with getting
funding for clinical trials, a critical issue for this field because of the state of research. She asked for
NIH help to resolve that issue. Yet, this problem does not appear to have been addressed. In a 2015
webinar, Dr. Klimas said that she had presented a proposal for a phase 1 trial that had been
rejected six times over five years. The rationale for the study was based on a solid system biology
analysis that showed the importance of a specific inflammatory cytokine. An FDA-approved drug
already exists for this particular cytokine and is being used in rheumatoid arthritis patients. Yet it
was rejected. She has been unable to get this proposal approved because the reviewers do not
believe “that the illness is serious enough to use drugs that you would use in rheumatoid
arthritis.”766

At the November 2011 CFSAC meeting, Dr. Klimas also suggested that the NIH consider the
approaches it has used elsewhere to jump-start a field. One example she gave was in the field of
geriatrics, in which NIH’s “Center on Aging went from a ‘sketch’ area of doing science to one of the
most predominant and well-respected areas of doing science.”’67 According to Dr. Klimas, this
transformation was achieved “mainly because the NIH made a full-court press effort to draw in
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people from other fields.” Dr. Janine Clayton of the Office of Research on Women’s Health (ORWH)
at the NIH acknowledged the concerns that Dr. Klimas had raised, including those with getting
funding for clinical trials, and committed to take these issues back to the NIH.

Four years later, nothing has changed.

Groundhog Day. Stuck in a time loop that is a product of institutional bureaucracy, arrogance,
isolation, cognitive biases, and the utter refusal to listen to what disease experts and patients have
been saying for decades. As Dr. Jason asked the NIH at the 2008 CFSAC, “Given the enormity of the
issues that we're faced with, how do we get more grants submitted and funded? If this were
another field such as HIV/AIDS, this would not be acceptable.”7¢68

In the case of Groundhog Day, it’s Bill Murray who suffered the consequences that resulted from
his arrogance and egocentrism. Tragically, in the case of ME, it is the patients that have paid the
ultimate price for NIH’s refusal to act.

The Impact of Patient Selection and Study Design on Research

Lack of funding and institutional barriers are not the only issues impeding research. NIH’s own
2011 State of Knowledge Workshop pointedly noted, “If the rules for identifying who is a patient
and who is not differ, then problems will occur, not only for a patient seeking an accurate
diagnosis, but for the entire scientific enterprise.”769 The February 2015 Institute of Medicine
reinforced this point, stating, “The operational ambiguity has important consequences for research
in ME/CFS, as different studies operationalize the criteria in different ways, limiting comparisons
across studies.

Having different case definitions also has resulted in diagnostic unreliability and confusion for
clinicians, patients, and their families.””70 As discussed throughout this paper, the impact of the
case definition and patient selection issues on the research “scientific enterprise” has been
devastating.

Yet, as of January 2015, the NIH has rejected the experts’ recommendation to adopt the Canadian
Consensus Criteria as the single case definition for research and has not announced plans to
establish an alternative. HHS has said that the P2P effort could form the basis of an initiative at
some unspecified future date to establish a research case definition.?’! But as drafted, the P2P
report and the supporting AHRQ Evidence Review contribute little to this fundamental issue
because they continue to confound all the CFS and ME definitions and ignore much of the
biomedical research. The NIH could recommend that the IOM clinical definition be used in
research but it’s unknown how that compares to the CCC. Further, the IOM criteria, as currently
defined, are subjective and not sufficiently operationalized to ensure diagnostic reliability.772

In addition to research case definition, the other key issue is that of study design, a topic which Dr.
Peter Rowe, a clinician at John Hopkins who specializes in pediatric ME, discussed at FDA’s April
2013 Scientific Drug Development Workshop.?73 Of all the ME study design issues, Rowe pointed
out that the most fundamental issue is the choice of which patients to include in the study, based
on factors such as type of onset, genetics, blood levels of various markers, severity, duration of
illness, types of comorbidities, concomitant medications, and even a patient’s history of
unsuccessful treatments.”74 The study design must also account for day-to-day fluctuations of the
disease and the post-exertional exacerbation of symptoms, both of which complicate the
assessment of efficacy and safety. If not managed carefully, such factors can result in
uninterpretable results and/or swamp the efficacy signal in any study. These problems are
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inherent in the study of ME because of its complexity, but are especially problematic in the small
studies that ME researchers have been able to afford to date.

Further, at the same meeting, Dr. Chris Snell pointed out that researching a complex, multi-system
disease like ME requires the combined expertise of varied specialties, a fact that creates a major
economic and coordination challenge.”’> Such challenges with study design and cross-specialty
coordination are not going to be achieved with the current annual NIH budget of $5 million or by
using the Trans-NIH ME/CFS Working Group to coordinate across disinterested NIH institutes.
Making progress on this disease is going to require a dramatic increase in funding and a new
model of coordination and collaboration, the kind of serious private-public partnership that the
Tufts report on Academic-Industry Partnerships for Biopharmaceutical Research & Development
described.”’¢ To date, the NIH has failed to provide both the public funding and the leadership
required to spur such partnerships.

NIH’s Strategic Intent for This Disease

Lack of a Strategic Plan for This Disease

Given the magnitude of disease burden and the complexity of ME, with its multi-system, cross-
institute reach, you would expect that the NIH would have a well-articulated strategic plan for
research. Such a plan would have been developed collaboratively with stakeholders and would be
organized around the key research questions that need to be addressed. It would have clearly
defined, time-bound objectives to ensure focus, alignment, and coordination of scarce resources to
make forward progress. It would provide the benchmarks to monitor progress. And it would be
broadly communicated and readily accessible by all stakeholders.

Such plans do exist for other diseases. For instance, there is a national plan for Alzheimer’s disease
that includes defined goals and research milestones.’?” In 2014, legislation was passed in the U.S.
House of Representatives to establish a research plan and scientific framework for vector-borne
diseases, including Lyme disease.”’8 A cross-NIH Action Plan for Muscular Dystrophies, approved
in December 2005, outlines specific research objectives, thus providing a focus for coordination of
research.”79 And there are national plans for other diseases, such as Autism. But to my knowledge,
the NIH has never developed a strategy for this disease, at least not one developed collaboratively
with key stakeholders and shared publicly.

The NIH has held a number of workshops780 between 1985 and the 2014 Pathways to Prevention
Workshop. According to Dr. Charles Wells of NIH’s Office of Research on Women’s Health, the 2011
State of Knowledge Workshop had identified a number of research gaps, including “weak study
designs, unknown etiology, lack of validated biomarkers, lack of case definition and diagnosis,
more genetic studies needed, more experts needed in the new discipline of synthetic biology, more
of a system biology approach needed, symptomatic treatment, and paucity of investigators.”781 The
2011 NIH State of Knowledge Workshop report even highlighted specific biomarkers that needed
to be validated, including natural killer cell function and specific cytokines.’82 Many of these same
needs had been repeatedly highlighted by CFSAC, in other scientific conferences and in the
literature.

At the October 2012 CFSAC, Dr. Susan Maier, chair of NIH’s Trans-NIH ME/CFS Working Group,

told CFSAC that, as a result of the 2011 State of Knowledge Workshop, the NIH had developed a
“prioritized plan for implementing ME/CFS research” and that plan was being implemented.”83
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Based on the information provided to CFSAC, the plan appeared to be tactical, process-oriented,
and/or focused on initiatives organized around a common symptom like pain. For instance, the list
of accomplishments provided for the Trans-NIH ME/CFS Working Group included NIH-wide
initiatives such as the 2012 Chronic Overlapping Pain Conditions Workshop, the creation of the
MAPP initiative for the study of chronic pelvic pain, and a “research training course on fatigue and
sleep.” But as NIH’s Dr. Eleanor Hanna had cautioned CFSAC in October 2010, in an initiative like
MAPP, “the diseases get ‘lumped in together’ with pain as the only organizing factor.”78¢ Such
initiatives do not target the core neurological, immunological, or energy production dysfunction in
this disease and are unlikely to unravel the core disease or produce disease-modifying treatments.
Like the parochial interests expressed by the NIH institutes in the ME/CFS funding
announcements, such a narrow lens is not a substitute for a disease-specific, cross-institute
strategy.

In reality, though, it is not possible to know exactly what is included in NIH’s plan, because the NIH
has not publicly shared their plan. In a personal email exchange in December 2012, NIH’s Dr. Maier
said that one of the plan’s first priorities was to conduct an evidence review of “definitions and
outcomes” (the 2014 AHRQ Evidence Review and the 2014 P2P Workshop).785 But beyond that,
Maier said that the prioritized plan could not be shared “because it is an internal, dynamic working
document open to changes in light of new discovery.” Of course the plan will change. All plans
change. But how are key stakeholders—patients and disease experts—to assess the plan, to
provide input, or to monitor the progress being made if the plan is secret? Just as importantly,
patients and researchers alike are left to guess what the NIH thinks is important. This is
particularly frustrating because the NIH has said that researchers are not asking “the right
question” and/or proposing research for which the field is not ready.

Failure to Follow-up on Key Research Questions
The impact of the lack of a publicly shared research strategy can be seen in the decades-long
failure to make progress on the most fundamental research questions and needs.

There is probably no more fundamental research need than that for a validated biomarker. One
potential biomarker is the finding of natural killer cell (NK) function. This finding has been
reported a number of times over the years, including in a 1987 paper by Dr. M. Caligiuri,’8¢ a 1990
paper by Dr. Nancy Klimas,”87 and a 2013 paper by Dr. Ekua Brenu of Griffith University in
Australia.’s8 It was reported at the 2011 State of Knowledge Workshop and also in the mainstream
press. CFSAC has discussed the use of natural killer cell activity as a diagnostic marker that could
be used, if not alone at least in conjunction with other signs and symptoms, to help diagnose this
disease. Both the IACFS/ME Primer and the Myalgic Encephalomyelitis - Adult and Pediatric:
International Consensus Primer for Medical Practitioners discuss decreased natural Killer cell
activity as a marker for this disease. Experts use it in their practice. Yet, natural killer cell function
is still not validated or officially endorsed as a diagnostic tool for this disease, although the 2015
Institute of Medicine report has acknowledged its value in supporting a diagnosis.”8?

A second biomarker example is the use of cardiopulmonary exercise testing (CPET). A number of
medical societies consider CPET to be the gold standard for testing functional capacity, including
the American College of Cardiology, the American Heart Association, and the American Medical
Association. CPET is used in a number of disease areas to assess functional capacity.’?? According
to Dr. Chris Snell, a search of Clinicaltrials.gov (a repository of clinical trials being conducted)
shows CPET referenced in over 400 clinical trials, across a range of diseases.”! In some of those
trials, measures from CPET are used as a primary outcome measure. Snell’s use of CPET to assess
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ME’s energy metabolism dysfunction has been replicated by a number of other researchers,’92 and
a number of ME clinicians use CPET in disability evaluations, which the Social Security
Administration accepts as proof of functional impairment. In my son’s case, the judge who finally
approved his application for disability called out CPET as a deciding factor. In addition to its use in
disability evaluation, researchers have shown that CPET can distinguish ME patients from those
with depression, deconditioning, and a number of chronic illnesses?93 As with some diagnostic
tools used in other diseases, CPET would need to be used with caution and would not be
appropriate for severely ill ME patients. But it has significant potential that, like natural killer cell
function, has not been translated into an accepted diagnostic tool. Like natural killer cell, the [OM
report acknowledged both the utility of this tool and the caution for its use in severely ill patients.

Given the strategic importance of establishing a biomarker, the obvious question is why the NIH
has not more aggressively used its funding mechanisms and influence to collaborate with
researchers to resolve this issue.

NIH has squandered other opportunities to advance the field. For instance, as a product of his
XMRYV study, Dr. Ian Lipkin, of Columbia University, established a biobank of 147 well-
characterized patients and 146 matched controls. Patients had to meet both the Fukuda and
Canadian definitions, had to meet well-defined exclusion criteria, and had to have a viral-like onset
consistent with an infectious disease.”’9* Because of the rigor of characterization, these samples
have strategic value for their potential to advance key research questions like biomarkers. As
discussed in an interview with Dr. Vincent Racaniello in 2012, Lipkin stated that funds would be
set aside to study these samples. Further, in the 2014 U.S. Senate appropriations report,
congressional leaders stated that these samples could “help speed diagnostics and a better
understanding of the pathophysiology of this severely disabling condition” and specifically
requested “a special funding opportunity to spur research into ME/CFS.”795 But the NIH did not set
aside funds for these samples. Further, in a personal email, NIH staff stated that the samples would
be distributed on a first-come, first-served basis.”9¢ How much opportunity has been wasted by not
issuing an RFA for these samples and by not using a more strategic approach in deciding how
these samples were consumed?

The point here is not the disposition of one particular set of samples or the failure to push for the
validation of one particular biomarker. Rather, these examples demonstrate a pattern of behavior
that appears to be unfocused, uncommitted, and ultimately misguided. Meandering at best.

Closing of Cooperative Research Centers
Another lost opportunity was in the decision to close the cross-disciplinary ME/CFS Cooperative
Research centers.

As reported in the 2000 GAO report, the National Institute of Allergy and Infectious Diseases
(NIAID) had sponsored Cooperative Research Centers, beginning in 1991, to “augment the existing
grant program and to provide a sustained multidisciplinary approach” to research.”9? The intent of
these centers was to “advance the field by bridging the basic science and clinical research arenas.”
The research centers pursued “coordinated projects in the fields of immunology, virology,
medicine, and clinical epidemiology.” According to a 1999 NIAID press release, the first-year cost
for three centers at that time was $1.9 million,”%8 not a large amount of money by NIH standards.
But by at least 2003, NIAID decided to withdraw funding for these centers, according to comments
made by NIH’s Dr. Eleanor Hanna at the September 2003 CFSAC.79 According to advocate Craig
Maupin of CFIDS Report, Hanna stated that the research centers were expensive and there was
“not enough commitment from individual institutes to fund new centers.”800
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As Dr. Snell highlighted at the 2013 FDA Scientific Drug Development Meeting, cross-disciplinary
research, of the kind that the collaborative research centers could have provided, is essential to
unraveling this disease. In a 2014 article by Kris Newby of Stanford University, Dr. Jose Montoya
emphasized this point as well in a discussion of a privately funded study whereby “experts in
immunology, rheumatology, genetics, bioengineering, anesthesiology, neuroradiology, cardiology,
psychiatry, infectious diseases and bioinformatics [worked] together,” using a variety of tools and
technologies to look for underlying abnormalities across systems.801 The strength and success of
this approach was apparent at the 2014 Stanford conference802 and in Stanford’s recent
publication of a study showing brain abnormalities.803

But as Newby pointed out, NIH funding is not traditionally awarded in this way. The article noted,
“NIH funding is awarded through medical specialty groups that tend to favor research that tests
one narrow hypothesis about a disease,” an approach that is slow and can take years to “build on
discoveries.” This is an obvious problem for any complex, multi-system disease where such
integration is essential. But it’s particularly challenging when that multi-system disease exists in
the shadowy world outside of the circle of interest of medical specialties and NIH institutes.

Recognizing the importance of a cross-discipline approach, CFSAC has recommended the
reestablishment of centers of excellence on eight occasions since 2004 and is currently developing
another recommendation to establish such centers.804 NIH’s Pathways to Prevention draft report
has also recommended the establishment of “a network of collaborative centers working across
institutions and disciplines.”8%5 But to date, the NIH has not reinstituted the collaborative research
centers, leaving it up to private funders, such as those behind the Stanford initiative, to progress
this critical need.

Summary
The most obvious and frequently noted problems with how the NIH has tackled this disease is its

failure to provide a fair share of funding and address the case definition issues. Both of these must
be addressed immediately as they are impeding the entire scientific enterprise.

But these are just the most visible manifestations of two bigger problems: how complex, multi-
system diseases are researched and what happens to contested diseases, particularly when that
disease is orphaned outside of the medical societies, the NIH institutes, and the academic centers
that drive biomedical research and delivery of medical care in this country.

Private funders and disabled, stigmatized patients can not solve these problem and the Trans-NIH
ME/CFS Working Group is not capable of making up for the lack of commitment on the part of the
institutes. Kick-starting the ME research pipeline is going to require that the NIH exercise
significant political will to address the scientific, institutional, and bureaucratic issues and biases
that have imprisoned ME since 1985. The NIH must provide a share of funding that is
commensurate with the burden of disease. The NIH must make a significant, strategic, fully funded,
cross-institute commitment, done in true collaboration with the ME community, to finally address
this complex, chronic disease.

Until that happens, the rest of the scientific enterprise, particularly the development of disease-

modifying drugs and the provisioning of appropriate medical care, is not going to stay stalled,
leaving patients to suffer for decades more.
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Drug Development

Under the best of circumstances, drug development is expensive and risky. According to the 2014
Biopharmaceutical Research Industry Profile, one approved drug may require the screening of
tens of thousands of compounds and take ten to fifteen years. Even once a compound reaches
clinical trials, only 16 percent will be approved.806 Further, as of 2007, the cost of one approved
drug was estimated to be $1.2 billion, counting the cost of failures, a cost that is undoubtedly
higher today. Adding to that cost and to the overall risk are more recent factors that include a
longer, more demanding regulatory environment and the uncertainty of whether the payers (e.g.
insurance companies) will pay for the drug once it is approved.

Given the range of issues that have plagued this disease, particularly the definitional problems and
the lack of basic research, validated diagnostics, and clinical outcome measures, it is not surprising
that virtually no pharmaceutical company has chosen to invest in this disease. Only one company,
a small biotech called Hemispherx, has had a sustained focus in drug development. It’s drug,
Ampligen, is the only investigational drug to have been reviewed for drug approval by FDA.
Ultimately, in spite of an outpouring of patient support, the committee and FDA rejected the drug
out of a concern that efficacy had not been adequately demonstrated. This decision left an
estimated one million patients without any approved treatment.

But what the Ampligen history and experience did was lay bare the insurmountable challenges
faced in trying to progress the development of any drug for this disease, particularly because of
issues regarding definition, outcome measures, funding, and stigma discussed throughout this

paper.

History of ME and CFS at the FDA

Prior to 2011, applications for product development for this disease had been assigned to at least
six different review divisions within the Office of New Drugs (OND), reportedly on the basis of the
proposed mechanism of action of the drug.8°7 Across these divisions, various endpoints had been
used to assess the efficacy (effectiveness) of treatment. As seen with the medical societies and the
NIH institutes, this was a disease with no home at FDA, complicating the development of new
drugs.

In 2011, FDA consolidated all reviews for this disease to the Division of Pulmonary, Allergy, and
Rheumatology Products (DPARP) to “allow for a coordinated and consistent process for review of
products being developed.” This change was also intended to allow the “development of expertise
within this area, and provide a single point of contact” for those outside of FDA.

According to Dr. Kweder of FDA, as of Nov 2012, there had been only nine Investigational New
Drug Applications (IND, an application required to investigate a drug) ever filed with the FDA for
this disease. Only four of those nine INDs had had active research in the four years prior to 2012;
one commercial IND for Ampligen, filed by Hemispherx, and three other much smaller research
(non-commercial) INDs. According to Kweder, the INDs from commercial companies are usually
the only ones that lead to a marketed drug. As of 2012, Hemispherx was the only commercial
company to file a New Drug Application (NDA, the submission to apply for drug approval) for its
drug Ampligen.808

Because of industry intellectual property restrictions, the FDA cannot publish what INDs have

been filed, making it difficult to know if other INDs have been filed since 2012. An alternative
indication of early industry interest is Clinicaltrials.gov. As of September 2014, there were only 17
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clinical trials for drug therapy that were not terminated and that showed activity in the last three
years.809 These included two trials for Ampligen, three for Rituxan (all in Norway), and two for
sodium oxybate (used in narcolepsy). Aside from these, there were ten trials for ten different
drugs, three by U.S.-based organizations and only one being conducted by a commercial company
(Ritalin, also called Methylphenidate, used for ADHD and narcolepsy).

This is a remarkable level of pharmaceutical industry disinterest, given the size of the potential
market, the level of patient debility, and the lack of any other approved treatments. That level of
disinterest in the face of a potentially substantial market is a good gauge of the magnitude of the
problems associated with this disease.

The Ampligen Experience

Hemispherx’s drug, Ampligen, has been in clinical trials since 1988,81° during which time the FDA
has assigned it to five different review divisions at the FDA. During that time, the drug has had
such a significant impact on quality of life for some patients that they have been willing to move
away from their families, and pay $20,000 a year out of pocket for twice-a-week infusions that
keep them tethered to one of the few treatment centers in the country authorized to provide
Ampligen.

The most recent review of Ampligen, which was based on two studies, was with the Arthritis
Advisory Committee in December 2012. Most advisory committee members acknowledged that
Ampligen had had an obvious positive impact on some patients’ quality of life. But approval was
denied primarily on the grounds that the company failed to meet the standard required to
demonstrate efficacy.81! That denial came in spite of the FDA receiving over 700 public comments
on the application, along with the impassioned pleas of patients who spoke directly to the impact
of Ampligen on their quality of life. One of those patients was Mary Schweitzer, a former professor
of history. Schweitzer has described the dramatic Awakenings type change that occurred when she
went onto Ampligen, and also the devastating and total relapses that have occurred when she has
had to go off of it.812 Her most recent withdrawal from the drug happened when the head of the
medical practice providing Ampligen died, and the FDA would not let the medical practice
continue administering the drug.

Ampligen doesn’t help all ME patients, and some patients have reported doing worse on Ampligen.
But Schweitzer is certainly not alone in the degree of improvement that she experienced on
Ampligen. Nor is she alone in the magnitude of relapse experienced when Ampligen was
withdrawn.

There is little question that in the case of ME, the bad definitions, the lack of progress in research,
the complexity of the disease, and the lack of agreed-upon clinical outcome measures would make
it extremely difficult for any drug company to demonstrate the efficacy required for drug approval.
The definitional morass would make it difficult to clearly define the drug indication (the specific
condition and population of patients for which the drug is intended), which is required for the
drug label. And from a review perspective, these issues could cause the reviewers to
misunderstand the nature of the disease, as committee member Dr. Sean Hennessey appeared to
during the 2012 Ampligen review, when he asked about cognitive behavioral therapy, which he
understood to be effective for the treatment of “chronic fatigue [sic].”813.Such misunderstanding
would make it difficult to accurately assess the risk-benefit of any treatment from the perspective
of patients whose lives can be completely swallowed up by this disease.
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In the case of Ampligen, approval was further complicated by the submission itself, with the FDA
and some members of the advisory committee raising questions regarding Hemispherx’ reporting
of adverse events and the nature of analyses done. For his part, the industry representative on the
Ampligen Advisory Committee, Dr. Brian Kotzin, stated that Hemispherix’ submission had
“inadequacies and irregularities that make me feel that it doesn't rise to the industry standard in
terms of demonstrating either efficacy or safety.”814 As reported by Solve ME/CFS Initiative, the
final advisory committee vote was split; those voting against approval were concerned with the
weakness of the efficacy signal and deficiencies in the submission, while those voting for approval
felt that post-marketing studies could address the concerns.815 Patients have rightly questioned
FDA’s refusal to consider “conditional approval” for Ampligen, an FDA approval option that would
allow these concerns to be addressed through post-approval studies while allowing patients to
access the drug. From the patients’ perspective, the rejection of conditional approval was
unacceptable, given the profound impact of the disease and the lack of any approved drugs.

Statistics and submission quality aside, it is clear that patients like Mary Schweitzer showed a
significant positive response while on Ampligen and a devastating relapse upon stopping
Ampligen. Schweitzer and the others on Ampligen live in dread of the possibility of losing access to
the drug and receding back into the tortured hole of this disease. But the vast majority of patients
have not had the opportunity to see if Ampligen could help them. The need to relocate to one of the
few treatment centers, the significant out of pocket costs, and even regulatory limits that restrict
the number of patients simultaneously on Ampligen to just 100 make it an unreachable dream.

Insurmountable Barriers to Pharmaceutical Investment in Drug Development

To its credit and in sharp contrast to the other HHS agencies, the FDA has recently begun to
directly engage patients816 through open teleconferences and a two-day workshop, held in April of
2013. The first day of the workshop was the Patient Focused Drug Development Initiative
Workshop, which was intended to help the FDA and drug sponsors better understand the severity
of this disease, the impact of the disease on quality of life, and the risk-benefit choice from the
perspective of the patient.81” The second day was a Scientific Drug Development Workshop, which
targeted the pharmaceutical industry and interested clinician-researchers and was intended to
identify ways to expedite development of treatments and encourage pharmaceutical investment.

Unfortunately, in spite of FDA sponsorship, very few pharmaceutical companies attended. Given
the challenges of this disease and the resultant drug development risks for pharmaceutical
companies, this was not surprising. Like the Ampligen review, these FDA meetings put a sharp
edge on the insurmountable challenges that have prevented the kind of serious pharmaceutical
investment required to bring effective treatments to market.

In a Sept 2012 call with patients,818 Dr. Sandra Kweder of the FDA highlighted this issue, stating
that the failure to “define the condition well and the failure to define outcome measures”
discourages drug development investment by pharmaceutical companies.819 At the April 2013
Scientific Drug Development Meeting, Dr. Woodcock, Director of the FDA, said that the lack of
clarity on endpoints and patient selection creates challenges in drug development.820 At the same
meeting, Ms. Roth, Director of Regulatory Affairs at Lily, called for clarity on what criteria are used
for this disease as a drug indication (the specific disease condition for which a drug is approved),
what endpoints are to be used for registration, and what threshold is needed to demonstrate the
“substantial evidence” of drug effectiveness required for drug approval.821 She also noted the
disease heterogeneity and questioned whether would be an “academic research organization” in
place to help get the right patients into the trials. It's important to note that the collaborative
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research centers that could have helped with this issue were closed in the early 2000s and have
not been reopened or since, despite repeated CFSAC recommendations to do so.

Adding to these concerns, Dr. Theresa Michele of FDA acknowledged, in a 2013 call with patients,
the need to clarify the disease definition and stated that she had heard from pharmaceutical
companies that they were concerned that they would “have difficulty getting reimbursement for
approved products because the definitions are so wishy-washy that insurers may not be willing to
pay for a product.”822 And yet, at the same meeting, in response to whether ME and CFS were being
lumped together, Dr. Janet Maynard stated, “We're sort of leaving it up to pharmaceutical
companies to define which patient population they would like to study and establish that [sic].”823
This does little to address the problem of wishy-washy definitions.

As an output of the Patient Focused Drug Development Initiative meeting, FDA produced the Voice
of the Patient Report, in which patients conveyed a consistent picture of ME and its hallmark
symptoms of PEM and cognitive dysfunction,824 a description that reflected the Canadian
Consensus Criteria and the ME International Consensus Criteria. Patients also gave an in-depth
view of the level of debility experienced by patients and how that influenced the risk that patients
would take for even small increases in quality of life. My son has accepted the risks of taking
Rituxan because the alternative of being bedbound in a darkened room was so terrible. The idea
that ME is not a serious enough disease to warrant such a serious drug, as one neurologist told my
son, is ridiculous and reflects a profound misunderstanding of the disease that must be corrected
in both those reviewing new drugs and those considering what drugs to prescribe.

And yet in its subsequent draft industry guidance,825 FDA missed the opportunity to leverage the
patient voice as it was intended—to inform drug development. Instead, the FDA guidance failed to
recognize the hallmark criteria that patients described as mandatory and instead accepted any
definition for trials and treated CFS and ME as equivalent. As Maynard had indicated FDA would,
the draft guidance left it up to the sponsor to decide what criteria they would use. Finally, adding to
the expense of pharmaceutical investment, the FDA’s guidance also incorporated an upper
prevalence limit of four million, an estimate that can only be justified by an Empirical definition
study. This inflated prevalence would then dictate the need for larger studies for an ME drug,
which would then increase the cost of drug development and add to the factors that discourage
pharmaceutical investment.

As much as the FDA has done to open lines of communication with the ME community, it
squandered the opportunity to chart a new course for drug development. Further, given the
combination of the ill-defined disease definition, the lack of basic research, and the uncertainty
around the expected standard of efficacy assessment, it is difficult to imagine that this draft
industry guidance can do much to mitigate against the high level of drug development and
regulatory risk that pharmaceutical companies face with this disease.
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6. Failure in Other Support Systems

The disbelief and confusion surrounding this disease has not only impeded research and degraded
medical care. It has also eroded other mechanisms of support as well—support from the patient’s
family, discussed earlier, but also accommodations at school and work, and the ability to obtain
coverage through disability and health insurance plans. These support mechanisms are
fundamental to patient’s daily lives. A full analysis of these issues is outside of the scope of this
book but will be briefly discussed for context.

The ME Patient and Schools

The disbelief and misunderstanding that has taken over our medical providers has also affected
school administrators, nurses, and teachers, making it very difficult for ME student to obtain the
kinds of accommodations necessary to deal with their limited energy and significant cognitive
issues. Too often, school administrations have interpreted the ME child as school-phobic,826
malingering or lying. One parent told this author that she was berated for not forcing her son to go
to school and was required by the nurse to bring a doctor’s note to school every week until she
finally refused to do so. Parents are told that they are contributing to their children’s condition,
and in both Europe and the U.S., there are reports of parents having formal complaints lodged
against them, including Munchausen by proxy, child abuse, and/or neglect.827

In 2014, Jane Colby, Director of Britain’s Tymes Trust, reported on 121 cases over 25 years, in
which the Trust had advised families who were being investigated by Child Protection over their
handling of their child’s ME.828 Typically, these investigations were attempting to force school
attendance or the acceptance of potentially harmful treatments, such as CBT and GET, even though
the NICE Guideline said that patients had the right to refuse treatment. In some of these cases, the
parents found themselves charged with child abuse or neglect and the threat that the child could
be placed in a psychiatric facility. Such investigations place a tremendous emotional strain on the
patient and the family and inevitably create a significant financial burden on the entire family
because of the cost of legal services to defend their loved one.

In the U.S,, the threat of children being removed from the home is less frequent than in England but
it has occurred, as in the case of Ryan Baldwin discussed earlier.829 More frequently, the conflict
plays out over the child’s attendance and the eligibility of the child for an Individualized
Educational Plan (IEP), required for students with disabilities to establish the accommodations
needed for success in education.830 But disbelief in the disease combined with a lack of
understanding of the disease and knowledge on the best way to accommodate ME continue to
create challenges for both parents and educators.

The ME Patient and Work

Many if not most of ME patients are too ill to work. But for the ME patient who is only mildly ill and
able to work, significant accommodation in the workplace is likely still required. The U.S.
Department of Labor requires employers to make “reasonable” accommodations which can
include changes such as shifting to a later schedule, changing to part time work, moving to a
quieter environment, or changing to a less demanding job.831 My son’s employer did all of these
things, and also allowed him to take an extended leave of absence prior to his resignation. But even
with accommodations, the patient may not be able to work at the level required by the job.
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Disability

Obtaining public or private disability for ME in the U.S. is significantly challenging, in part because
the state of medical care for ME patients is so inadequate that patients can have difficulty in
obtaining the required medical documentation. If an ME patient cannot get adequate medical
documentation, including proof of functional impairment, the disability reviewers will have no
basis to approve the application. But even when there is substantial documentation from a disease
expert, the reviewers and adjudicators may dismiss the evidence because of their own
misunderstandings and misperceptions about the nature of the disease. A U.S. Social Security
Administration (SSA) judge reportedly told one patient that CFS is not real. In my son’s case, the
SSA reviewer decided that my son’s avoidance of noisy places was due to depressive withdrawal
associated with major depressive disorder. This reviewer ignored the fact that ME is known to
cause noise sensitivity and that SSA’s own mental health examiner had found no evidence of
mental illness. ME patients with private disability plans face an added challenge of proving that
they are not suffering from a mental disorder, which would frequently result in limitations on
disability benefits.

Information from the Social Security Administration appears to support patients’ reports of the
difficulty getting disability for this disease. At the October 4, 2012 CFSAC meeting, Arthur R.
Spencer, Associate Commissioner of the Office of Disability Programs of the Social Security
Administration, stated that between 2001 and 2011, the disability allowance rate for CFS (as a
primary diagnosis) at the initial level was about 21 percent.832 This was substantially below the
national average of 34-35 percent that he reported across all diseases. Spencer also stated that at
the reconsideration level, it was very small, only about 14 percent, whereas at the administrative
law judge level, the approval rate for this disease was 70-80 percent.

What was more remarkable was that Social Security Administration listed so few patients as
receiving SSA disability benefits for CFS. At a November 2011 presentation, Michele Schaefer,
acting Deputy Director of the Office of Medical Listings Improvement of the Social Security
Administration, told CFSAC that as of June 2009, only about 14,000 people were receiving
disability from SSA for a primary or secondary impairment of CFS. Of the 14,000 patients on
disability for CFS, 11,848 of these were receiving SSDI (Title II - disability based on work benefits)
benefits and 2033 were receiving SSI benefits (Title XVI - disability for those that fall below
income limits).833

TITLE Il AND TITLE XVI DISABLED BENEFICARIES
IN CURRENT PAY
FOR IMPAIRMENT 9330 - CHRONIC FATIGUE SYNDROME
AS OF MAY 2009

TITLE Il TITLE XVI
DISABLED
ADULT TITLE XVI | TITLE XVI TOTAL
IMPAIRMENT IS WORKER | WIDOW CHILD TOTAL ADULT CHILDREN | RECIPIENTS
PRIMARY 5,993 134 72 6,199 1,014 20 1,034
SECONDARY 5,505 112 32 5,649 979 20 999
TOTAL 11,498 246 104 11,848 1,993 40 2,033

DATE PREPARED: JUNE 23, 2009
PREPARED BY: ORDP/ODP/ODPMI

Admittedly, patients with this disease may be receiving disability benefits for a different diagnosis.
But even so, this is a remarkably low number given that there may be up to an estimated one
million Americans with this disease, of whom an estimated 35 to 69 percent (with one study
reporting 87 percent) are unable to work and only an estimated five to ten percent recover.83 If 80
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percent of patients are not diagnosed and 50 percent are disabled, that would translate into an
estimated 100,000 patients eligible for disability. At the very least, such low numbers from the
Social Security Administration for disability due to CFS further indicate how difficult it is to get
disability for this disease. While the reason for this discrepancy is not clear, something is clearly
amiss that deserves an explanation.

In April 2014, the Social Security Administration issued ruling SSR 14-1p, which provides updated
guidance for assessing disability cases that incorporates information from the Canadian Consensus
Criteria and the ME International Consensus Criteria.835 According to Steve Krafchick, a disability
attorney and previous CFSAC member, and Dr. Suzanne Vernon, Scientific Director of Solve
ME/CFS Initiative, “It is apparent from this revised ruling that the important clinical observations
included in the [Canadian Consensus Criteria] and the [ME International Consensus Criteria] are
helping to clarify these core signs and symptoms.”83¢ The 2015 Institute of Medicine Report
includes information on SSR 14-1p and provides additional information on assessing disability in
ME patients.837

However, changes in SSA’s disability guidelines are not automatically reflected in the private
disability practices or the guidance given to doctors. The 2011 edition of the American Medical
Association’s Guides to the Evaluation of Work Ability and Return to Work states that there are no
objective measures, that symptoms are subjective, and that the increase in these symptoms upon
activity does not indicate that harm is being done if there are no objective measures that
demonstrate harm.838 The guide goes on to state that the issue is the patient’s ability to tolerate the
symptoms that arise and concludes that there is no basis for the physician to certify disability and
that “the decision of whether or not the rewards of work outweigh the symptoms experienced is
the patients choice.” Clearly, this trivializes the physical disability that is caused by ME, and does
not reflect the Social Security ruling.

Practices can also be substantially different in other countries. In Britain, the recently released
training manual used by the Department of Work and Pensions to train disability analysts for
“CFS/ME” equates the disease to both neurasthenia and somatic symptom disorder.839

Health Insurance

As noted in the section on medical care, health insurance policies often limit what diagnostics and
treatments are covered. Some policies state that all diagnostics and treatments are considered
experimental for CFS,840 while other policies deny particular diagnostics and treatments. Insurance
policies can limit coverage for the extended medical visits required to effectively diagnose and
treat this disease. Insurance may not pay for some of the tests required to make a successful
disability claim. For instance, heavily referencing CDC’s CFS website and UpToDate, the Aetna
Clinical Policy Bulletin for CFS, last updated in June of 2014, states that only a minimal set of tests
are to be used for diagnosis and considers even a tilt table test as experimental.84! Since no drugs
are approved for this disease, drugs are prescribed off-label and may not be covered. Then, there
are geographic issues that arise with some insurers in which coverage across state lines is
restricted.

With the exception of those few patients that can pay out of pocket, such health insurance policies

make it difficult or impossible for the patient to not only get the medical care that they need but
also to get the tests that are required for a successful disability application.
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Across the board, the failures in these support mechanisms represent a substantial failure of the
safety net that should be in place to support all patients. For ME patients and the caregivers of ME
patients, the additional burden of trying to secure school accommodations, disability, and/or
medical insurance is overwhelming. Some patients give up without ever accessing the needed
support.

7. HHS’s Commitment and Engagement

The history of ME leaves little doubt that HHS’s public policy toward this disease since the
outbreaks in the 1980s—disease definition, epidemiological research, allocation of resources
(people and money), the choice of research done and not done, and the nature of medical
education provided—has been woefully misguided and is ultimately why HHS has failed to achieve
a single tangible outcome for patients.

What makes HHS’ failure all the more damning is that patients, disease experts, the [IACFS/ME (the
international disease organization), HHS’s own CFS Advisory Committee, and even congressional
leaders have made repeated calls for a redirection in HHS’s handling of this disease. But ultimately,
those efforts have not made a difference. HHS has continued on its own path, rejecting the input of
these key stakeholders, refusing to openly and transparently engage this community, acting
unilaterally, failing to be accountable for the lack of progress, and ultimately refusing to treat this
disease with the seriousness that was required.

The war on this disease will not be won—it won’t even be honestly fought—until HHS changes the
model by which it engages this community. Given HHS’ track record, achieving that is likely going
to require significant, continued congressional oversight.

Dismissal of Stakeholders and Lack of Transparency.

In 2009, President Obama initiated the Open Government Initiative, intended to establish an
unprecedented level of openness, transparency, public participation, and collaboration, with the
goal of increasing public trust and governmental accountability.842 The Open Government
Initiative is also intended to improve the government’s bottom-line effectiveness and efficiency by
enabling the U.S. government to leverage the full breadth and depth of expertise found in those
who work outside of the government. Such external expertise is essential.

Each government agency has defined its own set of initiatives to advance the President’s goals. For
its part, HHS’s Open Government program appears to be focused on providing more open access to
data, and encouraging the development of technology to leverage that data.843 Those are laudable
goals. But, remarkably, what seems to be missing from HHS’s Open Government plan is a goal to
openly, transparently, and collaboratively engage the key stakeholders of its work—the patients,
clinicians, and researchers who are both the most knowledgeable and the most impacted by HHS’s
public health policies and actions. In the age of personalized medicine and patient-powered
research and medicine, this is a critical gap that underscores the problems that ME patients,
advocates, clinicians, and researchers have faced in trying to redirect HHS’s public policy for ME.

The bald reality is that for the last thirty years, HHS, particularly the CDC and the NIH, have not
only failed to openly engage this community, but have arrogantly dismissed the input of CFSAC,
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patients and disease experts. HHS has refused to share information about its plans, while
unilaterally pursuing its own misguided agenda. Predictably, HHS’s actions have eroded the trust
of the ME community and the community’s ability to hold HHS accountable for making progress on
this disease. Just as importantly, HHS’s actions have isolated HHS from the very stakeholder
expertise needed to unravel the mess that has evolved as a result of thirty years of bad public

policy.

Background: Mechanisms for Community Engagement and Cross-Agency Coordination

HHS has had very limited and too often one-directional forms of community engagement and
communication mechanisms in place going back at least 20 years. According to the 2000 GAO
report, 844 HHS first assembled an interagency CFS committee composed of just federal researchers
sometime before 1994 in order to ensure coordination of federal research efforts for this disease.
Non-federal scientists and patient advocates were added to that group as consultants in 1994-
1995. Then, in 1996, the Secretary of Health chartered the CFS Coordinating Committee (CFSCC),
in part “to ensure interagency coordination and communication regarding CFS,” to facilitate
awareness of research and educational needs, and to identify collaborative opportunities.84s

But, by 2000, the GAO report found that the CFSCC had made “only limited progress in meeting its
goals to improve agencies’ coordination of CFS research activities, programs, and education
efforts.”846 Further, as reported by GAO, HHS agency officials themselves acknowledged that the
meetings had had “no effect on the direction of research at either CDC or NIH” (emphasis added).
HHS’ justification for this was that “a change in the direction of research generally occurs as a
result of relevant scientific or technical breakthroughs,”84” presumably reflecting HHS’ belief that
the state of science did not justify a change in direction. As discussed above, this same catch-22
still exists today, as seen in NIH’s rejection of CFSAC’s 2014 recommendation for targeted research
funding because the NIH felt that there is a “lack of definitive evidence” on the disease.88 It is
unclear what breakthrough the NIH has been waiting for, especially when one considers that the
2015 IOM report noted the paucity of research and numerous places where research was
needed.84?

The last meeting of the CFSCC was held in January 2001, after which HHS disbanded CFSCC,
apparently with no discussion with either CFSCC members or the patient community85? and its
replacement, the CFS Advisory Committee (CFSAC), was not established until September 2003,
thirty two months later. During this period of time [2001-2003], the GAO report had just been
issued, the decision was made to stop funding the collaborative research centers,85! and a decision
was made to move this disease to the NIH Office of Research on Women'’s Health, after having
moved it out of NIAID in 1999. This was a critical period in the history of this disease with some
important policy changes being made, yet the only mechanism for engagement with the
community had been disbanded.

When the new CFS Advisory Committee (CFSAC) was established in September 2003, it was
reportedly structured to bring it “in line with other HHS committees, where federal members
would be ex officio non-voting members.”852 Few of the original CFSCC members were appointed
to it.853 Reasons for the thirty-two month gap since the disbanding of the CFSCC and for the failure
to provide continuity by appointing at least some of the CFSCC members to the CFSAC are unclear.
HHS suggested that the lag was due to HHS’ reorganization of its advisory committees,854 while Dr.
Jason, CFSCC member, stated that some of those involved with CFSCC’s name change effort
believed that the CFSCC “might have been disbanded because it was getting too political (e.g.
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making progress on changing the name) and that might have threatened some” at HHS.855

CFSAC’s charter states that CFSAC’s role is to provide advice and recommendations to HHS on
issues related to this disease.856 [t's notable that this charter role no longer includes the CFSCC’s
original role to enable interagency coordination and communication. This is a critical need, but at
the current time it is unclear how and to what extent HHS achieves cross-agency coordination, a
topic discussed further below.

In addition to its charter-defined role to provide advice and recommendations, Dr. Howard Koh,
previous Assistant Secretary of Health, told patient advocates in 2012 that CFSAC is the
mechanism by which stakeholders are intended to engage HHS and provide input on HHS
activities.857 At the current time, CFSAC meetings are held either in person or by webinar, and
according to previous CFSAC members, HHS typically defines the agenda. The public is allowed to
provide on-the-record comments, but only rarely are they given the opportunity to ask questions.
For CFSAC to effectively play both the advisory role and the community liaison role that Dr. Koh
had ascribed to it, it is essential that HHS communicate openly and transparently with CFSAC and
the community at large. It is also essential that HHS appoint CFSAC members who have the highest
level of expertise in this field. But most importantly, HHS needs to take CFSAC’s recommendations
seriously, and follow through on them, something that has not happened, as discussed below.

For its part, the CDC has established a separate mechanism, the biannual Patient-Centered
Outreach and Communication Activity (PCOCA) Conference Call to which the CDC has directed
advocates to submit any questions of CDC officials. The PCOCA call includes a presentation on a
topic of interest (decided by the CDC with little or no apparent input from the community) and
time to ask questions of the speaker, which must be submitted ahead of time. The call also is
intended to provide time to ask general questions of the CDC not related to the presentation, again
submitted ahead of time. But typically, there is only time for one or two general questions. This
leaves the vast majority of important community questions (and many have been submitted)
unanswered from one call to the next.858

FDA’s model of engaging the community has been far more productive than CDC'’s. Over the last
two years, FDA has conducted a number of notably interactive meetings as discussed above. While
useful and greatly appreciated, the FDA process and drug development in general is largely
downstream from the most fundamental bottlenecks, arising out of policies and actions at CDC and
NIG, that have impeded progress in this disease.

For the most part, the NIH has not engaged the community outside of highly structured meetings
such as the 2011 State of Knowledge Workshop and the 2014 Pathways to Prevention Workshop
and the comparatively one-way discussion at CFSAC. NIH staff has responded to emails

Deaf Ears for ME

The point of President Obama’s Open Government Initiative is to increase openness, transparency,
collaboration, and public participation in order to increase trust and government accountability.
But in the case of this disease, HHS has done the exact opposite, destroying trust in the process.

There is no better example of HHS’s failure to openly and collaboratively work with CFSAC, ME
experts, and patients than HHS’s recent actions regarding establishment of a case definition. As
discussed previously, in October 2012, CFSAC recommended that HHS hold a conference of
experts, patients, and advocates to reach consensus on a definition for research and clinical use,
starting with the Canadian Consensus Criteria.859 In May 2013, CFSAC members asked about the
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status of this recommendation. Dr. Nancy Lee, the designated federal official (DFO) for CFSAC,
reminded CFSAC that CFSAC’s role was only to give advice to HHS and refused to discuss HHS'’s
plans for further action, stating that this issue had caused great controversy in a CFSAC
subcommittee.8¢0 This led to a heated discussion in which two CFSAC members alleged that they
had been intimidated and/or threatened with eviction for speaking their minds on this issue. The
CFSAC chair moved on to the next agenda topic and made no commitment to follow up on these
allegations.861

In June 2012, patient organizations and advocates asked William Schulz, HHS General Counsel, to
investigate the alleged intimidation. Schulz turned the investigation over to Dr. Koh, who
responded in October 31 2012 that the designated federal official (DFO) for CFSAC “has authority
to engage in private conversations with individual members of CFSAC.”862 But the community had
never questioned the authority of the DFO to have private conversations. The community’s
concern was with the allegations of intimidation of CFSAC members, a concern that Dr. Koh's
response simply ignored. HHS did not follow up any further.

This dismissal of the allegations of intimidation would be remarkable enough on their own. But
then, in the fall of 2013, with no further discussion at CFSAC (although it appears that the CFSAC
chair was aware of it), HHS unilaterally entered into the contract with IOM to develop new
diagnostic criteria. This disregarded not only CFSAC’s recommendation, but also community
petitions and letters voicing concerns.863 The IOM initiative also proceeded forward in the face of
an unprecedented letter from fifty disease experts to Secretary Sebelius calling for the adoption of
the Canadian Consensus Criteria for both research and clinical use and recommending that HHS
not pursue separate efforts (e.g. IOM] to define its own criteria.864

But even ignoring the controversy over the IOM and its eventual product, the IOM initiative was
never intended to address the research case definition, as called for in both the CFSAC
recommendation and in the letter from the fifty experts. Two years after the original CFSAC
recommendation and 3.5 years after the 2011 NIH State of Knowledge Workshop report
acknowledged the case definition as the most important issue, there has been no progress in
implementing a research case definition and no publicly shared plans to do so.

This is just one CFSAC recommendation. Since its inception in 2003, CFSAC has made numerous
other recommendations to move research and clinical care forward.8é5 In addition to the case
definition issue, the CFSAC recommendations, which have been further supported by patients and
experts,866 have called for action in areas such as:

* Regional centers of excellence (Dates requested: 9/04, 8/05,5/07,5/09,10/09, 10/10,
5/11)

* Increased research funding, including explicit recommendations for an RFA (Dates
requested: 11/06,5/11,11/11,10/12,5/13,3/14, 6/14)

* Research specifically directed to biomedical research into etiology, diagnostics,
identification and validation of biomarkers and treatment (Dates requested: 9/04,
8/05,5/11,5/13)

* Medical education and medical care; changes to the CDC CFS website to address
outdated and erroneous information (Dates requested: (9/04, 8/05,10/09, 5/10,
6/12,3/14 plus additional recommendations to CDC directly from a CFSAC
subcommittee)

¢ Evaluation of historical clusters and the study of severe ME patients (Dates requested:
(10/12)
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In a summary of the 2004-2013 CFSAC recommendations, HHS had incorrectly indicated that a
number of these recommendations had been completed, even though the intent of the
recommendation was not achieved (e.g. HHS marked a recommendation for an RFA as completed,
even though only an RO1 was available).86” However, in May 2013, CFSAC reviewed and reaffirmed
that most of the previously made recommendations had not been satisfied.868

In March 2014, Dr. Susan Levine, current chair of the CFSAC, spoke explicitly to HHS’s long-
standing failure to progress CFSAC recommendations, questioned why their recommendations had
languished at HHS and whether there were legal options to address the issue.869

Why indeed. CFSAC can give advice in the form of recommendations, but as HHS staff has pointed
out, HHS—and its individual agencies—do not have to follow it. Demonstrating how little regard
the agencies had for CFSAC recommendations, Dr. Reeves told CFSAC members in May 2008 that
CFSAC “exists to make recommendations to the Secretary of Health and Human Services, not to the
Deputy Director of Science for CDC.”870 Given that attitude, it is not surprising that CFSAC
recommendations on virtually every issue have been largely ignored.

As far back as 1995, ME advocates have gone to congressional leaders and held briefings for them.
In a May 1995 briefing sponsored by John Porter (R-IL) and Senator Harry Reid (D-NV), Dr. Mark
Loveless, an infectious disease specialist, stated, "I have treated more than 2,000 AIDS and CFS
patients in my career. And the CFS patients are more sick and more disabled every single day than
my AIDS patients are, except for the last two months of life."871

Congressional leaders and other government offices have also highlighted many of these issues,
and sought a redirection in HHS’s approach. For example, the 2000 GAO report noted that the
agencies had failed to seek out the input of external researchers and the patient advocate
community, when there had been opportunities to do so. Further, congressional leaders have
included language in appropriations reports requesting specific actions on this disease dating back
to at least 1995 and likely earlier.872 Examples of the appropriations report language directed at
NIH include:

* 1995 - Additional funding focused on promising areas of biomedical research.
Consideration given to establishing a coordinator with Institute-wide authority to provide
leadership on CFIDS [paraphrased]

* 1998 - “The Committee urges the Institute to examine this illness, addressing a
comprehensive variety of care needs which include educating providers in assessment,
diagnosis and treatment, case management, rehabilitative efforts and the establishment of
chronic fatigue assessment and treatment centers.”

* 2000 - “Despite the Committee's supportive report language encouraging NIH to provide
additional resources for CFS research, funding has not increased. This is especially
disturbing in light of past budget increases given to NIH overall”

* 2003 - “The Committee is disappointed that since NIH released its long awaited CFS
program announcement in December 2001, it has yet to reverse 8 years of declining CFS
research funding. The Committee urges the NIH to issue an RFA that would emphasize
multi-disciplinary studies to understand the cause and progression of CFS in adults and
children as well as identify diagnostic markers and effective treatments.”

* 2006 - “The Committee supports the CFS Advisory Committee's recommendation to
establish five Centers of Excellence within the United States that would effectively utilize
state of the art knowledge concerning the diagnosis, clinical management, treatment and
clinical research of persons with CFS.”
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* 2011 - “Within 1 year following that [SOK] workshop, the Committee urges NIH to develop
a CFS research plan outlining a coordinated strategy for intramural and extramural
research on CFS and related funding opportunity announcements.”

Appropriations report language has also been made of CDC and to a lesser extent of other agencies.
Yet, even with such congressional support over many years, no meaningful outcomes have been
achieved for patients and nothing has changed for patients.

There have been some successes. For instance, the concerns raised by the advocate community led
to the 1999 Inspector General Report and the 2000 GAO report. In 2009, a patient organization,
Mothers Against ME (MAME), successfully petitioned for live-streaming of CFSAC meetings as an
accommodation for patients too sick to attend.873 As a result of community protests against his
failed leadership, Dr. Reeves was removed as the leader of the CDC CFS program in 2010. Patients,
with the support of their congressional leaders, successfully petitioned the FDA to hold the FDA
Workshop for Drug Development in ME/CFS and the Patient Focused Drug Development Initiative
Workshop. In 2013, advocate, lawyer, and patient Jennifer Spotila worked with Public Citizen (a
group whose purpose is to serve as the people’s voice in Washington) to successfully force CFSAC
to address a Federal Advisory Committee Act (FACA) violation in the process used to formulate its
consolidated, prioritized recommendations.874

But these are small successes that have done little to change HHS’ public policy or achieve
meaningful outcomes that would have made a difference in patient lives. The inescapable reality is
that regardless of what input HHS receives from CFSAC, experts, patients, and other branches of
government, HHS and its agencies have not significantly changed their direction or their public
policy toward this disease.

Lack of Transparency

Compounding the impact of HHS’s disregard of community input is HHS’s refusal to act openly and
transparently. HHS’s decision to unilaterally engage the IOM and pursue the P2P initiative without
discussion at CFSAC has already been discussed, as has NIH’s unwillingness to share the
prioritized plan developed as a result of the 2011 State of Knowledge Workshop.

Another example is the conflicting statements on whether there is a cross-agency strategy for this
disease. In mid-2012, Dr. Francis Collins told President Obama that HHS had launched an HHS
internal Ad Hoc Workgroup, led by Dr. Koh, which was “working to develop a Department-wide
strategy to address this disease.”875 In an October 2012 response to a joint advocacy request for a
coordinated, strategic, fully funded response, Dr. Koh stated that the Ad Hoc Workgroup had been
assembled to “increase and better coordinate” HHS efforts, develop “a strategic, coordinated
response,” and “provide evidence of a greater sense of focus and urgency,”876 a statement that
appears to focus on optics over substance. But then in October 2012, in sharp contrast to what Dr.
Collins told President Obama, HHS staff in the Office of Women'’s Health told patient advocates that
HHS was not developing a strategy for this disease because it “already has too many strategies.”877
This statement was made within three months of Dr. Collins telling President Obama that the Ad
Hoc Workgroup was developing a cross-HHS strategy.

In a recent email, HHS staff told this author that the Ad Hoc Workgroup produced one report and
then was disbanded two years ago.878 That report, which was publicly released, was nothing more
than a retrospective compilation of the tactical activities that each agency had already performed
or were currently performing—organized by agency. This report was not a department-wide
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strategy. This begs the question of why the Ad Hoc Workgroup was created, and why Dr. Collins
told President Obama that a department-wide strategy was being developed when it was not.

This incident further demonstrates HHS’ pattern of acting unilaterally and in isolation from
stakeholder input. If the Ad Hoc Workgroup had been intended to create a strategy, it was doing so
with little direct input from stakeholders, because, according to Dr. Koh, the Ad Hoc Workgroup
and its charge were “inherently internal to HHS.”879 Koh explained that the lack of direct input
from stakeholders would be addressed because “some of the members are also ex officio members
of the CFS Advisory Committee (CFSAC) where they hear the stakeholder perspective.” But such
limited engagement of the stakeholders—via the restricted, largely one-way discussions at CFSAC
over a total of no more than four days a year—is incapable of providing the breadth of stakeholder
perspective necessary to craft an appropriate response to this disease. HHS has virtually isolated
itself from the input and expertise of those who live with, study, and research this disease. Such
isolation is guaranteed to result in a misguided public health response.

As with many of the challenges facing this disease, the lack of transparency of HHS staff and
agencies is a long-standing problem, one faced both by CFSAC and its predecessor, CFSCC. The GAO
report specifically noted that patient advocates serving on CFSCC “have been unable to obtain
timely information from the CDC and the NIH necessary to carry out their advisory function and to
be responsive to constituents.”880

To address the dearth of information from HHS, patients have often resorted to FOIA. But those
responses can be delayed, non-responsive, incomplete, or heavily redacted, requiring the filing of
repeated requests. Patient and lawyer Jennifer Spotila has filed a number of FOIAs; in March 2014,
she wrote that some of her requests had been pending for years and others were virtually useless
because of unwarranted redaction.88! Spotila has also pointed out that in the case of her request
for names of the members of NIH's Special Emphasis Panel for CFS, she has had to use a FOIA to
gain access to information that is publicly available for other diseases. Patient and lawyer
Jeannette Burmeister successfully sued HHS to obtain thousands of records of information about
the IOM contract after HHS failed to meet the response deadline for the FIOA that she had filed.882
According to Spotila, such challenges in accessing information at HHS are not unique to this
disease. As she noted, the Center for Effective Government, a nonprofit organization focused on
protecting “core governing processes from undue influence,” evaluated FOIA responses across
agencies and found that HHS performed very poorly across the board, receiving a score of “D-“ in
its handling of FOIA requests.883

It's notable that U.K advocates have also had to resort to FOIA to access information about the
governmental policies and actions toward this disease. U.K. advocate, patient, and lawyer Valerie
Elliott Smith filed a FOIA to gain access to the U.K. “Secret Files on ME/CFS.”884 These files included
documents from the U.K. Medical Research Council (MRC, the group that coordinates and funds
medical research in the U.K.) and the U.K. Department of Work and Pensions (DWP). Smith
observed that the files demonstrated an “abject dismissal of patient input by government
agencies.” The files from DWP included correspondence with Dr. Peter White and Professor
Wessely actively advocating against the listing of CFS/ME as a neurological disease and dismissing
the viewpoints of those advocating a biomedical view as “partisan views put forward by pressure
groups.

Even when HHS does provide information, the information can be confusing and/or in direct

conflict with other, publicly available information, as with the statement made to President Obama
regarding the creation of the department-wide strategy. In another example, outlined by advocate
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Jennifer Spotila, the NIH has issued multiple, conflicting statements about the purpose of the
Pathways to Prevention (P2P) Initiative, fluctuating between statements that its purpose was to
address the research case definition and statements that it would identify research gaps.885
According to Burmeister’s FOIA requests, Dr. David Murray, Director of the Office of Disease
Prevention at the NIH, told Dr. Collins that the workshop would review the various case definitions
to clarify the types of patients captured under each.886 But as noted above, the P2P agenda and the
supporting AHRQ Evidence Review lumped all the definitions together and, as a result, failed to
consider the differences in the types of patients captured under each case definition. (The one
exception was the rejection of the Oxford definition by P2P although the draft report did not reject
the findings of Oxford studies). The P2P Workshop was not designed to do what Murray told
Collins that it would do.

The IOM report also noted that the Pathways to Prevention Workshop goal changed, stating that
P2P was “originally intended to complement the present study by developing a research case
definition for ME/CFS” but that NIH staff later stated that the goal was to suggest a research
agenda for ME/CFS based on an unbiased review of the evidence.”887

The lack of transparency and clarity isn’t just a problem experienced by members of the public.
Even some within HHS have highlighted this as an issue. In March of 2014, Dr. David Wright
resigned his position as director of Office of Research Integrity (ORI), which is in the Office of the
Assistant Secretary of Health (OASH). In a scathing resignation letter to then Assistant Secretary of
Health Dr. Howard Koh that was published on Science Insider,888 Dr. Wright stated that he
resigned because the organizational culture of OASH was “seriously flawed”—"“secretive,
autocratic and unaccountable.” He added that the environment is “intensely political” and
“decisions are often made on the basis of political expediency and to obtain favorable ‘optics’.”

The Office of Women'’s Health (OWH), which coordinates HHS’s response to this disease, is also
within the Office of Assistant Secretary of Health and was under Dr. Koh until his resignation in
2014. When I read Dr. Wright's letter, | could not help but think of HHS’ unilateral action on
CFSAC’s case definition recommendation that led to the IOM and P2P or NIH’s failure to make its
research plan public. With the notable exception of some of the efforts made by FDA in the last few
years, Dr. Wright’s experience with OASH reflects this community’s experience with HHS—
secretive, autocratic and unaccountable.

Lack of Expertise on CFSAC

Given HHS’s intent, as stated by Dr. Koh, that CFSAC is the mechanism for stakeholder engagement,
it is essential that HHS appoint experts in this field. HHS has appointed members that are
international leaders in this field—Dr. Jose Montoya, Dr. Nancy Klimas, Dr. Leonard Jason, and Dr.
Mary Ann Fletcher, to name a few. And yet, on too many occasions, CFSAC members have either
lacked the experience with this disease and/or misunderstood the nature of the disease. For
instance, one CFSAC member asked a CFSAC presenter whether there was “any evidence of
childhood depression as a marker, as a precursor, as part of the natural history of this disease that
would help identify different categories at a potentially early stage.”889 (The presenter rejected the
idea that depression or childhood abuse was a marker of the disease.) Other CFSAC members have
embraced CFS as an umbrella of fatiguing illnesses where hallmark criteria like PEM are
considered optional or called for an umbrella that includes psychological issues.

There is no question that members with strong research and clinical expertise from areas like
neurology and immunology would be invaluable to the CFSAC, given the multi-system
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dysfunctions of this disease. But when CFSAC members misunderstand the nature of the disease or
are focused on chronic fatigue or the linkage between this disease and depression, they are likely
too grounded in the misperceptions of this disease or too unaware of the political challenges that
this field faces to chart a path out of the morass that such misperceptions and political forces have
created. This lack of expertise and disease knowledge has become especially problematic as only
four of the eleven current members have a substantial focus on this disease in their professional
careers and one is a patient.8%0

Compounding the lack of expertise, there appears to be little orientation of new CFSAC members
to help them understand the range of issues that need to be addressed, making lack of experience
in the field an even bigger liability.

Violations of the Federal Advisory Committee Act (FACA)

By law, CFSAC is required to abide by the Federal Advisory Committee Act (FACA), which
emphasizes “open meetings, chartering, public involvement and reporting.”89! For instance, FACA
requires that all recommendations be discussed and voted on in public. But that hasn’t always
happened. One example of a FACA violation was noted above, in the process used to compile and
prioritize its previously recommended but still open recommendations.892 More recently, Spotila
investigated a FACA violation in which HHS staff changed six medical education recommendations
approved at the March 2014 CFSAC meeting by eliminating the requirement for compliance with
the Canadian Consensus Criteria.893 A seventh recommendation for funding commensurate with
disease prevalence and economic burden was eliminated completely. Such changes are clear
violations of the federal rules established to govern advisory committees.

HHS’ original response, which was to these modified recommendations, was that it was already
working on them. But that was only true when the requirement for the Canadian Consensus
Criteria was eliminated.8%4 Individually, any of these actions might be the result of oversight or a
careless mistake. But this is part of a broad and long-standing pattern of ignoring the input of this
community, of failing to be open and transparent, and of acting arrogantly and unilaterally. In the
words of Dr. David Wright, “secretive, autocratic and unaccountable.”

It’s worth noting that in its response to the updated medical education recommendations that
included the recommendation to provide funding commensurate with the disease burden, HHS
stated, “Agencies have the responsibility for determining funding for all diseases and conditions,
unless directed by Congress.” Taking all of these problems together, this community has no choice
but to pursue a legislative solution to the decades-long failure of HHS policy toward this disease,
including the lack of funding. And yet, the likelihood of successfully petitioning Congress is small
because of the debility of the patient community and the unwillingness of many members of
Congress to address disease-specific issues. The lives of patients lie crushed by the unwillingness
of both HHS and Congress to act.

Lack of Coordination across Agencies

Compounding the problems outlined above is the failure of the agencies to even coordinate with
each other. This was highlighted in the 2000 GAO report, which found little evidence of
coordination on research conducted by the CDC and the NIH in spite of HHS’s claims that
“interagency coordination occurs through frequent and regular communication about CFS across
the two agencies [the CDC and the NIH].”895 The report went on to say that while CFSCC (precursor
of CFSAC) had helped keep federal agencies and the public informed of current activities, it “had
not been successful in meeting its goal: [sic] to ensure interagency coordination.”8% The GAO
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report also stated the CFSCC “had not provided an effective forum for developing coordinated
research programs,”897 pointing out that while each agency reported on its activities, few questions
were asked of the presenters, issues raised in public testimony were not addressed, and there was
little discussion on how to coordinate those activities.8%8 Fifteen years later, little has changed.

At the time of the GAO, it was hoped that changes such as the movement of the committee from
NIAID to NIH’s Office of the Director would have a positive impact on the coordination problems.
But CFSAC, now in the Office of Women’s Health, does not have the remit to ensure cross-agency
collaboration and coordination that CFSCC did. The Office of Women'’s Health is also not positioned
to ensure coordination across agencies. The Trans-NIH ME/CFS committee could at least enable
coordination across NIH institutes but, as noted above, has been largely ineffectual in doing so. In
the fifteen years since the GAO report, interagency coordination does not appear to have improved
substantially.

For instance, at the time that the CDC presented its strategic plan in 2009, one of the primary areas
of concern raised by CFSAC members and the patient community was the lack of clarity on where
the missions of the CDC and the NIH overlapped, as stated by Kim McCleary of CFIDS Association in
her testimony.899 She also went on to express frustration with the lack of consistency in how the
case definition and measurements were defined across agencies and the impact that that would
have on comparing results across studies. At that time, the CDC was broadening the definition of
CFS to encompass chronic unwellness, as seen in the Empirical definition.

During this same timeframe, NIH’s SEP was lumping CFS into a spectrum of “chronic polysystemic
morbidity syndromes” that included fibromyalgia and at least temporomandibular disorder, and in
its 2005 RFA, the NIH had described CFS as “one of a family of disorders that includes
fibromyalgia, irritable bowel syndrome, posttraumatic stress disorder, temporomandibular
disorder, chemical sensitivities and others.”900 The inability of the CDC and the NIH to even agree
on the scope and nature of the disease, let alone the case definition, is a striking display of their
lack of coordination.

Another example of a lack of coordination is the failure to deliver the cross-agency strategy
promised to President Obama by Dr. Collins, as noted above.91 Not only was there no cross-agency
strategy, but there was little evidence of cross-agency coordination or commitment to address this
disease.

A more recent example can be seen in the definition, planning, and execution of the four HHS
initiatives, executed simultaneously but without coordination, to address the definition of the
disease, the diagnostics and treatment, and the gaps in research.?02 These initiatives defined the
scope of disease in different ways and had timelines that made it difficult to synergize on the
activities. For instance, the CDC Multi-site Clinical Study did not use any definition, but instead
used the patient populations of specialized clinics (known to have a limited demographic) to
define the disease. For its part, the AHRQ Evidence Review lumped together eight definitions
including Oxford (essentially chronic fatigue), excluded much of the biomedical research, and
recommended CBT and GET as treatments based largely on Oxford studies that used the
psychosocial fear avoidance/deconditioning theory. The Pathways to Prevention Workshop used
the AHRQ Evidence Review and input from workshop speakers, but the sessions did not cover key
topics like neurological dysfunction or post-exertional malaise and impairment in energy
production. The P2P draft report recommended retirement of Oxford but continued to include
findings from Oxford studies. For its part, the IOM initiative did not consider Oxford studies and
performed an extensive review of the literature that focused on the biomedical literature that the
AHRQ Evidence Review and P2P had ignored.
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The consequence of this lack of coordination is that the IOM concluded that the hallmark of the
disease was an intolerance to exertion cause systemic impairment while the AHRQ Evidence
Review recommended GET, a treatment that would likely cause a relapse due to intolerance to
exertion.

This lack of coordination is not only wasteful of both money and time but only adds to the
considerable confusion around this disease. Given the history and complexity of this disease, we
must have better coordination across agencies.

Lack of Accountability

The most extensively documented and public example of the lack of accountability of HHS toward
this disease is the misuse and redirection of the pitifully small funds that have been allocated for
this disease at both the CDC and the NIH, as discussed previously. But compounding the siphoning
of funding to other diseases noted over the years is the failure to achieve any meaningful outcomes
or make measurable progress with the funding that was spent. No diagnostics, no treatments, bad
disease definition, and erroneous and harmful clinical guidelines from the CDC. HHS has also failed
to take responsibility to reduce the barriers that have resulted from disease stigma and from its
own institutional barriers, due in large part to its having exiled ME outside of all of the NIH
institutes. In point of fact, far from making measurable progress, HHS actions have significantly
moved the disease backwards.

Kim McCleary, previous head of the CFIDS Association (now the Solve ME/CFS Initiative) spoke to
both of these issues at the October 28-29, 2008 CFSAC when she stated:

[ am outraged that again we are forced to confront serious funding issues at CDC just as we
were 10 years ago in April 1998.

The “boom” of CDC research that occurred during the post “payback” years from 1999-2005
has eroded into what I believe is a “bust” of shameful scientific leadership, zero accountability,
invisible outcomes, and millions and millions of dollars stuck in suspended animation, if not
wasted.

At least in 1998 science was being conducted that would aid discoveries in other diseases. This
time, only government contractors seem to be benefiting from millions spent for which there
are no worthwhile outcomes for American taxpayers or CFS patients.

[ hope... that you send another vote of strong no-confidence in leadership of this program
based on these spending irregularities, the waste of the funds that have been allocated to these
projects that have not been spent, and the lack of productivity of the dollars that have been
spent.?203

We are not better off than we were in 2008. Budgets remain appallingly low and the NIH has failed
to address the funding or institutional issues that have driven researchers away, despite the fact
that these issues have been raised many times by CFSAC. But for me, one of the most personal and
jolting demonstrations of HHS’s lack of accountability occurred when I told a CDC staff person that
a doctor had insisted that my son keep exercising, even when he told her it had caused a severe
crash. When I asked if the CDC website could provide a warning about the risk of exercise, the
staffer told me that the doctor had misunderstood CDC'’s CFS exercise recommendations and
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dismissed the need to provide a warning on the CFS website. For this staffer, the CDC CFS website
content was not the problem. I was shocked to see such isolation from the deleterious impact that
HHS’s actions had on patients’ lives.

Failure to Take ME and ME Patients Seriously

[ spent thirty-one years at one of the largest international pharmaceutical companies in the world
and have seen how large institutions behave when they consider a problem to be serious and how
they behave when an issue is considered unimportant. Ultimately, HHS’ actions boil down to the
utter failure on the part of HHS to take this disease seriously and respond with the vigor and
urgency warranted by this disease.

The ME outbreaks of the 1980s happened at the same time as the AIDS crisis began. And yet AIDS
can now be effectively managed, allowing patients to live their lives, as the result of the
substantial, sustained commitment by the U.S. government. In “A Tale of Two Viruses: Why AIDS
Was Pinned to HIV, but Chronic Fatigue Remains a Mystery,” Dr. Vincent Racaniello of Columbia
University stated that part of the difference between AIDS and this disease was that AIDS was
pinned to a single virus while this disease is “extraordinarily complex.”904 That may be true. But it’s
insufficient to explain the lack of progress, as there are other equally complex diseases where
significant progress has been made.

For instance, cancer, even just breast cancer, is a complex disease. And yet, as a result of the
nation’s war on cancer, which started in the 1970s,995 tremendous progress has been made in
understanding the complexity and variants of the disease, in implementing early detection, and in
developing targeted, personalized treatment regimens that have made a profound impact on
patient survival and quality of life. This is in no small part to the almost $5 billion that the National
Cancer Institute spends each year on cancer research, an amount that does not include the
substantial funding provided by private foundations or spent by the pharmaceutical industry. This
progress is also due to the commitment, focus, and quality of the scientific leadership that has been
brought to bear from both the federal government and non-governmental groups, including
academic centers, the drug industry, and private foundations.

A second example is multiple sclerosis, another complex disease. Between the decade of 1994 and
2006, six treatments were developed for multiple sclerosis, an achievement that the National MS
Society notes came about as a direct result of research into the actual disease, not just into the
symptoms of the disease.9% The National Institute for Neurological Diseases and Stroke (NINDS)
spent $112 million on multiple sclerosis in 2013 alone, an amount that is roughly equal to what the
NIH has spent on ME since its first studies in 1987.907 The progress made in multiple sclerosis is
the result of the commitment, focus, resources, funding, and excellence in scientific leadership that
has attacked the problem.

Finally, consider the multi-billion dollar annual commitment by the NIH to AIDS, currently at about
$3 billion annually, that has allowed AIDS patients to live full, productive lives. Two of the studies
funded in 2015 are clinical trials to assess the use of a long-acting retroviral injectable to prevent
HIV infection.9%8 The current treatment is an oral medication taken daily. The hope is that the new
treatment will decrease the risk of transmission to the uninfected partner due to his/her failure to
take the daily, oral medication on a regular basis. Considered on its own, this is certainly an
understandable goal.

But what is the political calculation that decided that the goal of decreasing the risk of transfer of
disease to the uninfected partner due to non-compliance with an already existing daily medication
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regimen is more important than the goal of understanding anything about the core pathology of
ME and delivering the very first drug treatment to ME patients?

As ME expert Dr. Klimas observed 6 years ago, her HIV patients are “hale and hearty” due to
decades of research while her ME patients remain “terribly ill and unable to work or participate in
the care of their families.“99 A 2013 paper in the Journal of the American Medical Society
objectively confirmed a change in disease burden, noting that between 1990 and 2010, the DALY
(WHO’s measure of overall disease burden) for HIV/AIDS had decreased 61%.910 What has been
the political calculation, the political agenda, that has fostered this continued multi-billion dollar
level of funding for AIDS when a few million dollars for Collaborative Research Centers for ME
patients were withdrawn as too expensive and when ME patients still struggle thirty years later
with terrible debility and disbelief? Whatever the calculation has been, it has certainly not been
based on the burden of disease or a sense of justice, fairness or compassion.

Such targeted and sustained commitment to AIDS, cancer, and multiple sclerosis stands in stark
contrast to the virtually non-existent, uncoordinated, scientifically sloppy response to ME for the
last thirty years. Echoing the focused effort to quickly develop the atomic bomb during World War
I1, Dr. Baraniuk told the NIH at the 2011 State of Knowledge Workshop that we need a “Manhattan
Project” for this disease. Four years later, nothing has changed. We have not made progress on ME
because HHS has failed to take this disease seriously or respond with even a fraction of the
urgency, commitment, and resources that is commensurate with the personal devastation and the
national economic impact caused by myalgic encephalomyelitis.

For thirty years, experts, patients, and patient advocates have tried to engage HHS to change
federal public health policy toward myalgic encephalomyelitis. But nothing has made a difference.
HHS has not only failed to engage this community but has too often outright dismissed it. When
patients are so disabled that they have to choose between getting dressed or taking a shower, they
are unlikely to be able to exert the power needed to change HHS’ policies. Congressional oversight
is needed to ensure that HHS fundamentally redirects its public health policy toward this disease
and begins to make measurable and meaningful change for patients.
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8. Resurrecting ME

Why did this happen to ME and to ME patients? As the 2015 IOM report acknowledged, when you
really look at this situation, there is no question that ME is a devastating disease that causes
widespread dysfunction. And yet, this disease has been dismissed, marginalized, and stigmatized
for decades, not only by the medical establishment and the public but also by the government
agency charged with addressing such public health crises.

There is no single answer to why this happened, only a range of players and factors that each
contributed in their own way to this situation. These include:

* The personal and political agendas, the cognitive biases, and the arrogance of some
individuals, both inside and outside of HHS and also internationally

* A culture at HHS that has been too often secretive and failed to listen to the community

¢ The willingness of the research and medical community to allow sloppy science and fuzzy,
unproven theories about the nature of this disease to flourish unchallenged, for decades.

* The widespread practice of doctors to diagnose what they cannot explain medically as a
psychological problem.

* The lack of medical and scientific understanding of complex, chronic disease where
dysfunction in multiple, interacting body systems and factors such as genetics, undetected
pathogens, environmental toxins, and/or changes to the microbiome may all play a role.

* The institutional challenges of effectively researching multi-system diseases in a world that
is organized by NIH research institutes and medical societies.

* The political challenges of gaining attention for diseases that fall outside of the institutional
structures of NIH research institutes, academic centers, and medical societies.

* The well-known disparities in how women are treated in clinical practice and how
“women’s diseases” are researched, still an issue today, twenty years after the enactment
of a federal law requiring women to be represented in federally-funded research.911

* The interests of governmental and commercial entities, including managed care, in
minimizing the cost of insurance and disability claims.

These factors have not just impeded progress in this disease, as the experience of Gulf War Illness,
Lyme Disease, and other contested diseases demonstrates. In Contested IlInesses: Citizens, Science
and Health Social Movements, Dr. Phil Brown, of Brown University, acknowledged that scientific
progress can be slow because of the nature and limits of science to understand difficult problems.
But progress can also be slow simply because the dominant paradigm that has been adopted
toward a disease does not enable forward progress on the science. In that case, as Brown noted,
the time that it takes to make progress can be more dependent on “who the stakeholders are in the
formation of the [dominant paradigm] and what sorts of institutional, political, social and other
barriers impede challenges to it.”912 In the case of Gulf War Illness, Brown explained that the
“prevailing systems of scientific, government and military power” have made it difficult for
veterans to challenge how their disease is being studied and treated.

These factors play an outsized role in the case of contested diseases like ME, Lyme disease, and
Gulf War illness and are likely to have an impact on our ability to tackle the societal cost of chronic
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diseases in general, capitalize on the promise of personalized medicine and patient-powered
medicine, and equitably allocate scarce resources for medical research and medical care. But what
is likely unique about ME is the degree to which all of these factors have been in play at once—and
particularly the degree to which these factors have been at play in a patient population that has
been too disabled, isolated, and powerless to force change.

Myalgic encephalomyelitis is not an intractable scientific problem. It is a societal and political
problem whose solution is fairly basic and solvable if there were the commitment and political will
to address it. As the IOM report itself suggests, fundamental change is needed in every facet of
HHS’s policies and actions toward this disease. The following are suggestions of the kinds of
elements that would need to be included in a reinvigorated response by the U.S. government. The
specifics need to be defined by a collaboration of key stakeholders.

1. Engagement: Establish a new stakeholder engagement model that is fully open,
collaborative, and transparent to ensure that disease experts, patients, and patient
advocates have input into HHS policies and actions.

2. Strategy and Oversight: Establish a comprehensive, coordinated, cross-agency strategy,
developed with full, open, and ongoing community participation, infused with a sense of
urgency, and grounded in well-defined objectives and measurable benchmarks. This
strategy must include specific research and epidemiological sub-strategies and provide for
ongoing congressional oversight to ensure forward progress.

3. Definition: Resolve the widespread confusion on the nature of this disease that has
resulted from conflating ME with a disparate collection of medically unexplained fatiguing
conditions that are encompassed by the “CFS” definitions. This will require an appropriate
universal case definition, authored by disease experts, that accurately reflects the severity
and nature of ME, is diagnostically reliable, and is aligned across research and clinical use.
Discontinue the use of the term “CFS” and the use of overly broad CFS definitions such as
Fukuda, Empirical, and Oxford. Discontinue the practice of applying findings and
recommendations based on the Empirical and Oxford definition studies to ME patients.

* Note: Concerns with the IOM criteria, particularly as expressed in the accompanying
Clinical Guide,®13 still need to be addressed. Examples of these concerns include the
criteria’s subjectivity; gaps in information, particularly around the recently ill and the
severely ill; the lack of criteria operationalization and validation; and the medical
community’s conflating SEID with CFS.

4. Funding: Provide funding for biomedical research and epidemiological studies
commensurate with the disease burden and use it to aggressively advance understanding
of disease etiology, pathology, diagnostics, treatment, and natural history in patients across
the spectrum of disease severity and patient age, race, and socioeconomic status. Based on
disease prevalence, economic impact, and qualitative statements of disease burden, NIH
funding should be an estimated $250 million annually to be comparable to the per patient
funding of diseases of similar burden. CDC funding should be similarly expanded to
support the needed epidemiological studies and distribution of medical education.

5. Regional Treatment Centers: Establish and fully fund regional treatment centers that
integrate clinical care and research, thereby addressing the severe crisis in clinical care for
ME patients, the need for multi-disciplinary integrated research and the need to connect
patients with clinical trials. Implement an outreach strategy to reach the severely ill,
homebound patients.
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6. Disease Experts: Aggressively recruit new researchers and clinicians to expand the base
of experts in order to adequately support the research and clinical needs. This is an
especially critical issue because many of the current researchers and clinicians are
reaching retirement age.

7. Medical Education and Medical Care: In true partnership with disease experts, establish
medical education on the nature of ME and appropriate guidance on the best practices to
diagnose, manage, and treat the disease, modeled after existing medical education like the
[IACFS/ME Primer. Proactively reeducate the medical community about the nature of ME
and work with medical schools to incorporate ME into medical school curricula.

8. Insurance, Disability, and School Accommodations: Work with the Department of
Education to establish appropriate accommodations for school-age ME patients. Ensure
that Medicare covers tests and treatments as they become available. Continue to improve
the Social Security guidance for this disease and ensure that all reviewers and adjudicators
are fully trained.

9. Leadership: Resolve the organizational and institutional barriers and the lack of
committed leadership within both the NIH and the CDC that are impeding progress. This
includes moving this disease into an appropriate NIH institute and actively reducing the
barriers that are impeding engagement by researchers. Aggressively partner with
academic centers to inspire their interest in the disease and with mainstream medical
societies to identify a medical specialty willing to take responsibility for this disease.
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9. Summary

In the last thirty years, AIDS has become a livable, treatable illness and great strides have been
made in the war on cancer. But in the same thirty years, since the outbreaks in the 1980s, time has
stood still for patients with ME. HHS has made so little progress that a 1990 Newsweek article and
a 1996 PrimeTime investigative report still sound like current events.

But worse than standing still, time has gone backwards from the science that was beginning to
blossom in the 1970s and 1980s, recasting ME as a psychological problem and imprisoning ME
patients in an unscientific collection of medically unexplained fatiguing illnesses. HHS’s public
health policies and actions have turned ME and ME patients into pariahs, untouchable by the very
people who should have been helping them. This was not a public health response but an exercise
in obfuscation.

Today, ME remains an untreatable illness that crushes patients bodies with debility and their souls
with disbelief. Comparing the progress on cancer or AIDS to the lack of progress on ME, the
difference is stunning.

The story of what has happened to ME and ME patients is a story about the ugly side of medical
care and public health policy in this country—the personal and institutional agendas and politics,
the sloppy science, the lack of caring, the neglect and arrogance, and the outright refusal to listen
to patients or to the researchers and clinicians trying to help them. It is the story of what happens
to a disease exiled outside of the research institutes, academic centers, and medical specialties that
drive biomedical innovation and delivery of health care. It is the story of a federal response that
failed to achieve a single meaningful outcome in thirty years, sentencing my son and all ME
patients to lives of terrible debility and stigma while saddling our country with a huge economic
burden.

As the IOM report has shown, this is not an intractable scientific problem. This is a political and
social problem that has turned ME and its victims into pariahs, untouchable by the very people
who should be helping them. This is scientifically, medically, and ethically unacceptable and must
stop.

What ME patients need now is HHS leaders and congressional leaders to exert political will, driven
by a deep-seated sense of moral responsibility and justice. To correct the decades-long injustice,
HHS must act with the vigor that characterized the fight against HIV/AIDS and implement
sweeping changes in its policies, actions, leadership, and commitment to this disease. The medical
community must learn about this disease and provide the kind of medical care that ME patients
need. Our congressional leaders must implement the oversight needed to ensure that HHS makes
forward progress. And all of us—HHS, families, the medical and research communities, the media,
and the public at large—must start anew and rebuild this story so that ME patients can regain
their rightful place among us.
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9. Appendices and References

Appendix 1: Summary of the Primary CFS, ME/CFS and ME Definitions
The CDC CME “Diagnosis and Management of CFS” lists five definitions - Oxford, Fukuda, Canadian Consensus
Criteria, ME-ICC and Pediatric. The Nice guidelines are used in Britain. Holmes is seldom if ever used today.

Definition Label Key Symptoms in the Psychiatric Illness | PEM Comment
Name Used (1) | definition allowed? Re-
quired
Holmes CES 6 months chronic No Replaced by Fukuda.
criteria fatigue eight symptoms Patients show more signs
(1988)914 out of eleven of infectious process than
Fukuda®15
1991 Oxford | CFS 6 months severe fatigue | Schizophrenia, No PEM not recognized.
916 that affects mental or manic-depressive Myalgia, sleep, mood
physical function. illness excluded. disturbance may be
Anxiety, present - it &other
depression allowed symptoms not required
1994 CDC CES 6 months fatigue plus Major depressive & | No PEM one of optional
Fukuda®” any 4 of memory bipolar disorder, symptoms but not
impairment, sore schizophrenia required. Fukuda
throat, tender lymph excluded. Anxiety Includes more depressed
nodes, muscle pain, somatoform & and less symptomatic
joint pain, headaches of | other types of patients than CCC 918
new type, unrefreshing | psych disorder
sleep, PEM allowed
2003 ME/CFS | PEM plus two Primary Yes Requires PEM plus
Canadian neurological/cognitive | psychiatric illness combination of these
Consensus plus 1 of autonomic, excluded symptoms. 6 month wait
Criteria immunological &
(Ccgyore neuroendocrine
symptoms
2005 CDC CFS Operationalization of Depression, No Led to ten-fold
Empirical Fukuda anxiety, prevalence increase.
(Reeves) somatoform Jason has shown 38
Criteria 920 disorders not percent of patients with
exclusionary depression fit criteria.??!
Pediatric ME/CFS | 3 months of fatigue Schizophrenia, Yes 3 month waiting period.
Case plus PEM, unrefreshing | Bipolar, depressive
Definition sleep, neurocognitive, disorders
for ME & pain plus one of exclusionary. May
CFS (2006) autonomic, have concomitant
Jason et al neuroendocrine, anxiety,
922 immune depression,
somatoform
NICE CFS 4 months chronic Appears to allow Consid | Pain, cognitive and sleep
Clinical fatigue, PEM plus any primary er CFS | difficulties considered
Guideline one of 10 symptoms psychiatric illness if PEM | key. 3 months in child
(2007)923
2011 ME ME PENE plus neurological, | Primary Yes Requires PENE plus
Internationa immunological, energy | psychiatric illness combination of these
1 Consensus metabolism /ion excluded symptoms. No waiting
Criteria transport, infections period

(ME-ICC)924

1. Other less commonly used definitions can be found here: Brurberg, K., et al. Case definitions for chronic fatigue
syndrome/myalgic encephalomyelitis (CFS/ME): a systematic review. BM] Open 2014;4:e003973
do0i:10.1136/bmjopen-2013-003973 http://bmjopen.bmj.com/content/4/2/e003973.long#T1
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Appendix 2: Estimated Prevalence Rates across Key Definitions

Prevalence estimates are suspect because of the varied “CFS” definitions, but the best estimates are that ME
affects less than one million Americans of all ages, races, and socioeconomic groups and 17 million people
worldwide. Prevalence estimates vary widely depending on the definition and methodology used. The
following are the most of the major prevalence studies. The 2012 estimate is based on a U.S. census
population of 314M total population, 240M adults and 179M adults between the ages of 18 and 59.925

Author Rate 2012 Reference

estim.
Gunn 1993 0.000073 6280 to Gunn WJ, Connell DB, Randall B. “Epidemiology of chronic fatigue
Modified 2.0t0 7.3 22,922 syndrome: The Centers-for-Disease-Control study.” In Chronic Fatigue
Holmes per Syndrome. Ciba Found. Symp. B.R. Bock & ]. Whelan (Eds.), New York: John
1989-91 100,000 Wiley & Sons. 1993.173:83-101).

http://www.ncbi.nlm.nih.gov/pubmed /8387910

Price 1992 0.0074% 23,236 Price RK, North CS, Wessely S, Fraser V] (1992). Estimating the prevalence

(1 of of chronic fatigue syndrome and associated symptoms in the community.
13,538) Public Health Rep. Sept-Oct, 1992; 107:514-522.
http://www.ncbi.nlm.nih.gov/pubmed/1329134
Wessely 2.2 /2.6% 6.91M - Wessely S, Chalder T, Hirsch S, Wallace P, Wright D. “The prevalence and
1997 0.7 /0.5% Oxford/ morbidity of chronic fatigue and chronic fatigue syndrome: a prospective
Oxford/ when no 8.16M - primary care study.” Am J Public Health. September 1997; 87(9):1449-

Fukuda psych Fukuda 1455. http://www.ncbi.nlm.nih.gov/pmc/articles/PMC1380968/

Multiple criteria were used. Oxford prevalence reported as 2.2%

Reyes 1997 | 0.00004 to | 12,560 to | Reyes M, Gary H, Dobbins ], Randall B, Steele L, Fukuda K, Holmes G, Connell

Holmes 0.000087 27,318 D, Mawle A, Schmid S, Stewart ], Schonberger L, Gunn W, & Reeves W.
For period Surveillance for chronic fatigue syndrome--four U.S. cities, September 1989
1989-1993 through August 1993. MMWR CDC Surveill Summ. Feb 21, 1997; 46(SS-2):1-

13. http://www.ncbi.nlm.nih.gov/pubmed/12412768,

http://www.cdc.gov/mmwr/preview/mmwrhtml/00046433.htm

Jason - 0.0042 Jason LA, Richman JA, Rademaker AW, Jordan KM, Plioplys AV, Taylor R,
1999. (422 per 1,318,800 | McCready W, Huang, CF, Piloplys, S. “A community-based study of chronic
Fukuda 100000) fatigue syndrome.” Archives of Internal Medicine October 1999; 159(18):

2129-2137.PMID: 10527290.
http://dx.doi.org/10.1001 /archinte.159.18.2129
Survey of 28673 people in 1993

Reyes 2003 | 0.0024 753,600 Reyes M, Nisenbaum R, Hoaglin D, Unger E, Emmons C, Randall B, Stewart ],
(235 per Abbey S, Jones ], Gantz N, Minden S, Reeves W. “Prevalence and incidence
100000) of chronic fatigue syndrome in Wichita, Kansas.” Arch Intern Med. July 14,

2003;163(13):1530-6.
http://archinte.jamanetwork.com/article.aspx?articleid=215827

Reeves 0.0254 Reeves WC, Jones J], Maloney E, Heim C, Hoaglin DC, Boneva R, Morrissey M,

2007 7,957,600 | Devlin R. “Prevalence of CFS in metropolitan, urban and rural Georgia

Empirical (6.1M in populations.” Population Health Metrics, 2007; 5(5). PMID: 17559660

adults) http://dx.doi.org/10.1186/1478-7954-5-5

Nacul 2011 Nacul L., Lacerda E, Pheby D, Campion P, Molokhia M, Fayyaz S, Leite ],

Canadian 0.0011 345,400 Poland F, Howe A, Drachler M. “Prevalence of myalgic
encephalomyelitis/chronic fatigue syndrome (ME/CFS) in three regions of

Fukuda 0.0019 596,600 England: a repeated cross-sectional study in primary care.” BMC Medicine
July 2011, 9:91 http://dx.doi.org/10.1186/1741-7015-9-91

Vincent Vincent A, Brimmer D, Whipple M, Jones ], Boneva R, Lahr B, Maloney E, St.

2012 Sauver ], Reeves W. “Prevalence, Incidence, and Classification of Chronic

Fukuda 0.00071 222,940 Fatigue Syndrome in Olmsted County, Minnesota, as Estimated Using the

Rochester Epidemiology Project.“ Mayo Clinic Proceedings December 2012;
Fukuda w 0.00026 81,640 87(12): 1145-1152.

PEM (36% of http://www.mayoclinicproceedings.org/article/S0025-6196(12)00923-
Fukuda) 8/references Fukuda with PEM called out because this an approximation
for CCC.

For more information, also see Brurberg K, Fgnhus A, Larun L, Flottorp S, Malterud K. “Case definitions for chronic
fatigue syndrome/myalgic encephalomyelitis (CFS/ME): a systematic review.” BMJ Open February 7, 2014; 4(2): e003973.
PMID: 24508851. http://dx.doi.org/10.1136/bmjopen-2013-003973
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Appendix 3: Key Resources
Videos

1.

8.

9.

Forgotten Plague Trailer. Forgotten Plague. M.E. and the Future of Medicine. Directed by Ryan Prior and
Nicole Castillo. Expected release 2015. Last accessed March 3, 2015.
http://mecfsdocumentary.com/video/

Canary in a Coal Mine Trailer. Directed by Jen Brea. Expected release 2016-2017. Last accessed March 3,
2015. http://www.canaryinacoalminefilm.com/#!video/cp63http://mecfsdocumentary.com/video/
News story about two sisters with ME. Menschen - das Magazin. April 2014. (subtitled in English).
https://www.youtube.com/watch?v=XgZ1layl7]6w and https://www.youtube.com /watch?v=fws-
0AExvAs

Voices from the Shadows. Produced by Natalie Boulton and Josh Natalie. 2011

Trailer http://www.youtube.com/watch?feature=player_embedded&v=fxZG4QVkO2k

Web site - http://voicesfromtheshadowsfilm.co.uk/

Ginny Ryan. “Battle with Chronic Fatigue Syndrome.” ABC Channel 13 Wham. Rochester, New York.
Uploaded May 2011. http://www.youtube.com/watch?feature=player_embedded&v=o0eLal4nfrck. Story
about Ben Di Pasquale.

ME patient Laurel, testimony to U.S. Health and Human Services CFS Advisory Committee. October 2009.
http://www.youtube.com/watch?v=LvweCk44WHs

Dr. David Bell, physician who treated patients at the Lyndonville outbreak, discusses ME/CFS and a very
severe 19-year-old patient. About 2010 http://vimeo.com /34099309

CFIDS Association of America. Briefing to members of United States Congress. May 8, 2008.
https://www.youtube.com/playlist?list=PLD6A85AB3B63B31FB

I Remember ME. Directed by Kim Snyder. 2000. https://www.youtube.com/watch?v=401--WCB5dc and
http://en.wikipedia.org/wiki/I_ Remember_Me

10.PrimeTime Live. Hosts Sam Donaldson and Nancy Snyderman. ABC News. Broadcast in 1996.

http://www.youtube.com/watch?v=AWO0x9_Q8gbo and http://vimeo.com/13048135

11.“Living Hell: The Real World of Chronic Fatigue Syndrome.” Produced by Authentic Pictures in association

with the CFIDS Foundation, San Francisco. Video undated but reported as 1993. The lack of change in
20 years is disturbing

— Part 1 - http://www.youtube.com/watch?v=KGFVXacPuho

— Part 2 - http://www.youtube.com/watch?v=Q0EjR2yepHg

— Part 3 - http://www.youtube.com /watch?v=1stOT72UCQw

— Part 4 - http://www.youtube.com /watch?v=bGphVIRKovY

— Part5 - http://www.youtube.com/watch?v=wD363vqG38U

— Part 6 - http://www.youtube.com/watch?v=ISteyLtnxOo

12. Larry King. “Living Hell.” McNeil Lehrer. 1992. King interviews patient and advocate Tom Hennessy.

https://www.youtube.com/watch?v=SyB49g 19Sg&list=UUaCAv_xLayn32wR9cXjHSTQ

Books and Articles on ME and on the History

1. Leonard Jason. Principles of Social Change. Oxford University Press, January 2013. Jason uses ME in
some of its cases, providing additional history.

2. Hilary Johnson. “Chasing the Shadow Virus: Chronic Fatigue Syndrome and XMRV.” Discover
Magazine. March 2013. http://discovermagazine.com/2013/march/17-shadow-virus#.Uc9qlutQ3es

3. Vincent Racaniello. “A Tale of Two Viruses: Why AIDS Was Pinned to HIV, but Chronic Fatigue
Remains a Mystery.” The Crux. Discover Blogs. January 12, 2012.
http://blogs.discovermagazine.com/crux/2012/01/12 /hiv-in-xmrv-out-how-scientists-deduce-
what-does-and-doesnt-cause-a-disease/

4. David Tuller. “Chronic Fatigue Syndrome and the CDC: A Long, Tangled Tale.” Virology Blog About

Viruses and Viral Disease, November 23, 2011. http://www.virology.ws/2011/11/23/chronic-
fatigue-syndrome-and-the-cdc-a-long-tangled-tale/

5. Tara Parker-Pope. “An Author Escapes from Chronic Fatigue Syndrome.” New York Times. February 4,
2011. Interview of Laura Hillenbrand, Author and ME patient.
http://well.blogs.nytimes.com/2011/02/04/an-author-escapes-from-chronic-fatigue-syndrome/
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6. ScottJordan Harris review of Voices from the Shadows. Published by Roger Ebert.com. February 10,
2012. http://www.rogerebert.com/far-flung-correspondents/a-howl-of-desperation-for-those-who-
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U.K. Reports on CFS and ME

This document focuses primarily on events within the U.S. and only selectively discusses parallel events in the
U.K. ME charities in the U.K. have many useful articles on events there, particularly the InvestInME site.
(http://www.investinme.org/InfoCentre%20Background.htm). Selected U.K. documents, some of which

discussed in this document, are listed below

1.

Margaret Mar, Countess of Mar. Presentation to the Royal Society of Medicine. "The Politics of

ME/CFS" March 18, 2015. Posted by ME advocate Tom Kindlon on March 18, 2015. Last accessed on

April 2, 2015. http://www.twitlonger.com/show/n_1s19f51

All-Party Parliamentary Group on ME. “Inquiry into NHS Service Provision for ME/CFS.” March 2010.

Last accessed April 25, 2015. http://www.meassociation.org.uk/wp-

content/uploads/2013/02/APPG-Report-v3.pdf

U.K. Group on Scientific Research into Myalgic Encephalomyelitis (M.E.). “Inquiry into the status

of CFS / M.E. and research into causes and treatment.” (The Gibson Inquiry). U.K. Group on Scientific

Research into Myalgic Encephalomyelitis (M.E.). Chaired by Dr. lan Gibson. November, 2006.

www.erythos.com/gibsonenquiry/Docs/ME _Inquiry_Report.pdf

CFS/ME Working Group. “A Report of the CFS/ME Working Group. Report to the Chief Medical Officer

of an Independent Working Group. CFS/ME Working, Allen Hutchinson, chairman. January 2002.

http://webarchive.nationalarchives.gov.uk/20130107105354 /http://www.dh.gov.uk/prod_consum
dh/groups/dh_digitalassets/@dh/@en/documents/digitalasset/dh_4064945.pdf.

a. (For concerns raised with the report, see Michael Sharpe. “The report of the Chief Medical
Officer’s CFS/ME working group: what does it say and will it help?” Clinical Medicine.
September/October 2002; 2(5): 427-429.
http://www.clinmed.rcpjournal.org/content/2/5/427.long

NHS Services for people with Chronic Fatigue Syndrome/Myalgic Encephalitis. The National Task
Force on CFS/ME 1998 (link unavailable)

Alex Sleator. “Chronic Fatigue Syndrome/ME”. House of Commons Library. December 1, 1998.
http://www.parliament.uk/briefing-papers/RP98-107.pdf.

Discusses the controversies surrounding the disease and the creation of a working group to “promote a better
understanding,” to produce advice and provide evidence that supports that advice. (page 41)

Royal Colleges of Physicians, Psychiatrists, and General Practitioners. “Chronic Fatigue Syndrome.
Report of a joint working group of the Royal Colleges of Physicians, Psychiatrists, and General
Practitioners.” October 1996.

http://books.google.com/books/about/Chronic_Fatigue Syndrome.html?id=RRId4npKxDsC
“Report from the National Task Force on Chronic Fatigue Syndrome (CFS), Post Viral Fatigue
Syndrome (PVFS), Myalgic Encephalomyelitis.” Dr. David Tyrrell, Task Force Chairman. An initiative
of the registered charity Westcare, supported by the Department of Health. September 26, 1994. Last
accessed March 3, 2015.
http://www.actionforme.org.uk/Resources/Action%20for%20ME/Documents/get-
informed/national%?20task%?20force.pdf
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Appendix 4: Timeline of ME and CFS Key Events

1934 Los Angeles Outbreak - first recorded outbreak of disease

1948-49 Akureyri, Iceland Outbreak

1955 Royal Free Hospital, London, England. Outbreak among hospital staff

1956 Term benign myalgic encephalomyelitis introduced in Lancet editorial for disease seen at Royal Free
hospital

1959 Dr. E.D. Acheson of State University of New York, college of Medicine of New York, summarizes outbreaks

in “Clinical Syndrome Variously Called Benign Myalgic Encephalomyelitis, Iceland Disease and Epidemic
Neuromyasthenia”926

1959 Dr. Donald Henderson, epidemiologist at CDC and Dr. Alexis Shelokov of the National Institute of Allergy
and Infectious Diseases (NIAID) published summary of 23 worldwide outbreaks of the disease.

1969 Benign myalgic encephalomyelitis (ME) added to WHO ICD-8. (added to ICD-9 n 1975)

1970 McEvedy and Beard publish 2 articles which question the organic basis of the Royal Free outbreak and
the other epidemics and reinterpret them as mass hysteria

1978 Royal Society of Medicine conference to plan future research directions

1984-85 Outbreaks in Incline Village, Nevada and Lyndonville, New York

1986,1988 | Ramsay publishes the first ME specific case definition. Requires hallmark post-exertional fatigability

1986 CDC publishes first Morbidity and Mortality Weekly Report describing disease seen in Incline Village. The
term “Syndrome of Chronic Fatigue” used to refer to the disease

1987 First CDC definition meeting.

1987 Nightline Report in which Straus described the disease as “so subjective that patients will commonly feel
better no matter what you give them.”

1988 HHS publishes the Holmes CFS Definition - first of a series of fatigue-focused definitions that do not
require hallmark criteria like post-exertional fatigability

1988 Steven Straus publishes article that states "The demography of this syndrome reflects an excessive risk

for educated adult white women....A less casual appraisal, however, often uncovers histories of
unachievable ambition, poor coping skills, and somatic
complaints...”http://www.ncbi.nlm.nih.gov/pubmed /2836490

1989 Golden Girls has an episode “Sick and Tired” that covers chronic fatigue syndrome.

1990 Newsweek cover story on Chronic Fatigue Syndrome describes early outbreaks

1991 U.K. publishes Oxford definition. Requires only medically unexplained chronic fatigue and includes
primary psychiatric illness

1991 First Cooperative Research Center funded by NIH

1992 WHO adds the term “CFS” to ICD-10 as synonym of ME

1994 HHS publishes Fukuda definition. Doesn’t require hallmark criteria like PEM and allows inclusion of
psychiatric illness

1995 First congressional briefing about CFS

1999 Inspector General releases report stating that CDC misused $12.9M in funds

2000 GAO releases report on HHS mishandling of CFS. CDC holds workshop to look at case definition. Name

change committee formed

1999-2001 | NIH moved disease to Office of the Director and then to Office of Research in Women'’s Health.

2001 CFS Coordinating Committee (CFSCC) disbanded by HHS. CFSAC not created until 2003.

By 2003 Collaborative research centers closed because institutes wouldn’t provide funding, according to 2003
CFSAC discussion

2003 Disease experts publish Canadian Consensus Criteria, the first criteria since Ramsay to require hallmark
criteria. Excludes primary psychiatric illness

2005 HHS publishes Empirical (Reeves) Criteria. Doesn’t require hallmark criteria. Expanded prevalence 10-
fold and resulted in 38 percent of major depressive disorder patients being diagnosed with CFS

2010 Reeves replaced as head of CDC CFS program after community outcry over failed leadership, financial
mismanagement

2011 26 disease experts publish ME International Consensus Criteria. Builds on Canadian Consensus Criteria.
Requires hallmark criteria and excludes primary psychiatric illness

2011-13 CDC rejects recommendations and proposals by CFSAC, patient orgs to move CFS back to neurological
chapter in ICD-10-CM. (was put in Signs and Symptoms in violation of WHO standards)

2013 Fifty international disease experts call for adoption of the Canadian Consensus Criteria. HHS rejects their
recommendation.

2014 HHS conducts the OPM and P2P initiatives and the AHRQ Evidence Review

Additional info: https://web.archive.org/web/20131413120200/http://www.cfids.org/about/timeline.asp
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