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A Fibromyalgia Data Bank is Born: We Need You

With the coming availability of new treatments for fibromyal-
gia, this year we have started a special fibromyalgia data bank.
With this start we are changing our usual NDB newsletter to reflect
agreater interest in fibromyalgia. In all, we expect to have as many
as 5,000 persons with fibromyalgia helping us to learn more about

the illness and its treatment This new
interest has come about, in part, because
ongoing research by major pharmaceuti-
cal companies is finally leading to the
development of new and more effective
drugs for fibromyalgia treatment. These
drugs are not released yet, but they are
on their way as more and more drug
companies are sensing the importance of
effective fibromyalgia treatments.

As part of the National Data Bank’s
commitment to fibromyalgia, we are
adding discussions of fibromyalgia
research and articles of special interest
to those with fibromyalgia.

People with fibromyalgia have pain,
fatigue, and difficulty with function,
much as those who have rheumatoid
arthritis and osteoarthritis. Many of our
evaluations are common to all of these
illnesses. But there are many differ-
ences, too. There are no laboratory tests
that show the severity of fibromyalgia,
nor can we demonstrate fibromyalgia
problems by x-ray.

The lack of good tests to describe
fibromyalgia problems has been a major
impediment to fibromyalgia research. In

our discussion with drug companies about how best to determine
improvement in fibromyalgia, the problems with our sometimes
inadequate assessment tools come up over and over again. In our
new fibromyalgia research questionnaire that is being mailed with

Win $1000

Return your research question-
naire within two weeks of
receiving it and be eligible for
one of three $1,000 awards.
The research data bank can
best contribute to research
when the mailed questions are
completed and returned as
soon as possible. All persons
who complete the question-
naire within two weeks of
receiving it will be eligible for
the drawing for the award —
given as a token of our grati-
tude in help with arthritis
research. The winners from
the last questionnaire were
Muriel Haberkamp, Garner IA;
Linda Henry, Ambler PA; and
James Sears, Elkview WV.

this newsletter, we are adding a special questionnaire section to
better document a number of fibromyalgia features. You will note
special questions on pain, difficulty with work, fatigue, and sleep
problems. We are trying to find out in a better way just how much
trouble people with fibromyalgia have in these areas. Based on

your responses, we believe some of these
question will be used in evaluation of new
drugs. So your help is important, and will
aid in the speedy development of new treat-
ments and in bringing information about
fibromyalgia to the medical and non-med-
ical community. We hope you will give this
new effort your full support. As we said
above, we need you.

Chiari Malformation and
Fibromyalgia

It wasn’t too long ago that this rare neu-
rological problem was heralded on the ABC
Nightline television program as a major
cause of fibromyalgia. More than that, a
neurosurgeon described major improve-
ment in fibromyalgia symptoms after neuro-
surgery to correct the Chiari malformation.

The Chiari malformation occurs when
there is extra cerebellum (brain tissue)
crowding the outlet of the brainstem/spinal
cord from the skull on its way to the spinal
canal. People with this extra pressure on
the spinal cord often complain of
headaches, neck pain, numbness and other
strange feelings in their arms and/or legs,
and may have stiffness and other difficulties.

One of the ideas about the cause of fibromyalgia is that there is
some abnormality of the nervous system. The Chiari malformation
seemed like a perfect candidate. At the 2000 meeting of the
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American College of Rheumatology (ACR) in November, Dr. Dan
Clauw of Georgetown University and his associates presented a
study in which they determined how often Chiari malformation
occurred in persons with and without fibromyalgia (FM). If Chiari
malformation (CM) was a cause of fibromyalgia then it would be
expected to be much more common in persons with fibromyalgia.
What they found was the opposite.

The researchers studied 39 consecutive fiboromyalgia patients,
and a group of 23 sex-matched asymptomatic individuals served as
the control group. All subjects completed symptom questionnaires,
had an extensive neurological examination, and underwent an MRI
of the brain and cervical spine. The MRIs were evaluated by two
radiologists who did not know the diagnoses. What they found was
that there were no consistent differences between groups in the size
of the spinal cord, or in the number of individuals who would be
judged to have narrowing of the cervical spinal cord. Of the sub-
jects who had technically adequate studies, 8 of 26 FM and 11 of
15 controls had evidence of abnormality. This study, they conclud-
ed, did not support the notion that there is an increased prevalence
of CM in individuals with FM. There is another important message
here. It is that uncontrolled studies rarely yield scientifically valid
information. So what about Nightline? We'll leave it to you to make
a judgment about medical information provided by television.

How do we hurt?

A number of years ago Dr. Dan Wallace, a lupus and fibromyal-
gia expert, advanced an interesting idea about fibromyalgia. He
noted that people with fibromyalgia often report that they feel as if
they had ‘the flu.” Wallace knew that flu-like symptoms are caused
in part by particles circulating in the blood called cytokines — sub-
stances that are used by cells to communicate to each other. At the
2000 ACR annual meeting, Dr. Wallace and his colleagues from
the Cedars-Sinai Medical Center in Los Angeles presented results
of their studies of cytokines in 56 fibromyalgia patients and in 36
age and sex matched controls (persons who did not have
fibromyalgia).

The found no differences between fibromyalgia patients and
controls in five of the cytokines (IL-1, IL-10, sIL-2r, IFN-y, TNF-a).
But two cytokine levels (IL-1Ra and IL-8) were significantly higher
in sera, and two (IL-1Ra and IL-6) in stimulated and unstimulated
fibromyalgia cells compared to controls. They concluded that solu-
ble factors (cytokines) whose release is stimulated by substance P
were found to be increased in FM patients. Since IL-8 promotes a
kind of nerve pain and 1L-6 decreases sensitivity to pain, it was
hypothesized that they may play a role in modulating FM symptoms.

These data are very interesting because it is now well estab-
lished that substance P (a substance that is related to pain and is
abnormal in fibromyalgia), sympathetic nervous system abnor-
malities, and hyperalgesia (a general increase in pain) are all part
of fibromyalgia pain. Dr. Wallace’s data help to explain how these
fibromyalgia abnormalities might be brought about by increased
levels of cytokines. Like many abnormalities in fibromyalgia, this
one is not the cause of the syndrome, but may be one of the ways
(mechanisms) by which fibromyalgia pain may be brought about.

Serotonin Again

Professor Jon Russell from San Antonio has been among the
first to be interested in serotonin in fibromyalgia. At the 2000 ACR
meeting, Chi-Lun Rau working with Russell pointed out once again
that low serotonin availability at critical places in the brain may
contribute to FMS symptoms by failing to regulate nociception
(pain) and affective (depressive) manifestations. In this study, they
performed a simple test. They measured serotonin levels in the
urine in 31 persons with fibromyalgia and in an equal number of
controls. The average serotonin was significantly lower for all
fibromyalgia patients than for all healthy normal controls. They
concluded that their findings support the serotonin deficiency
hypothesis as a potential contributor mechanism for fioromyalgia
development. One of the reasons that anti-depressant drugs are
often used in fibromyalgia is not so much for their anti-depression
properties as for their ability to alter serotonin levels in the brain.

Zinc?

Here’s another study from Dr. Russell’s group. The level of zinc
found in the blood is known to be related to pain in animals. This
study sought evidence to implicate zinc in the mechanism of
fibromyalgia pain in humans. Thirty patients with fibromyalgia and
30 healthy control subjects were studied. The researchers studied
zinc and three measures of pain severity including the average
pain threshold (amount of pain in the tender point regions). Zinc
levels were lower in fibromyalgia, and rose somewnhat after treat-
ment. But clinical measures of pain did not improve with zinc
treatment. Russell’s group concluded that Zinc is physiologically
related to the mechanism of fibromyalgia pain. They concluded
further that zinc deficiency may contribute to the pain of FMS, but
warned that Zinc therapy for FMS symptoms cannot yet be recom-
mended with confidence. This is an important warning. Zinc treat-
ment has been around for a long time and there is still no evidence
that taking zinc helps. But if Dr. Russell’s work holds up after fur-
ther investigations, we may be able to understand better why there
is so much pain in fibromyalgia.

What it means to have arthritis
or fibromyalgia: The costs of arthritis

LTHOUGH ARTHRITIS CAUSES PAIN AND DIFFICULTY

in function, it also has other consequences. One of those

consequences is economic (money!). It is harder to do

your job if you have arthritis, and many may become disabled.

Even while you may be earning less, your medical costs go up. This

is really an important issue for many people with arthritis, and one

that we have been interested in studying.

You may not know it, but we ask you many questions about

what having arthritis costs you. Here are some of the ways.

m Drug costs. We calculate the cost of every drug
you take.

m Hospital/doctor visits and tests. We calculate
the dollar costs associate with these events.

m Work disability. We find out how much income
was lost because you can’t work.

m Income. By your family income we are able to
compare income of people with arthritis with that
of those without arthritis. We are also able to see
how the severity of arthritis affects income.

m Days lost from work. We can tell how much it
costs you and society to have arthritis.

m Loss of productivity. The work limitations ques-
tionnaire allows us to understand how you may be
limited in your ability to be fully productive.

Here are a few results in this economic area. A few years ago
we asked people about how well they could afford their medica-
tions. We were reminded about this when we came across a story
from ABC news that shows how people are crossing the border
into Mexico to purchase drugs at much lower costs than in the
United States. Rheumatologists know drug prices are of concern

to most people with arthritis.

Because of this story we went into the data bank and analyzed
the results of a few questions we had asked you. About 3,500 per-
sons with arthritis supplied information for the table below.
Overall, about 68% of those with arthritis had ‘no problem’ in pay-
ing for medications. But when we looked in detail at the replies,
we saw another picture. Only 41% of people who paid for their
own medication had felt drug costs were a financial problem com-
pared to 77% whose insurance paid for their medication costs. So
it depends on how good your insurance is. If it is not so good or
you are on Medicare, most people have a problem.

Some facts about arthritis and income

The more severe your arthritis, the lower your income.
Although that is not a surprise to most people with arthritis, it is not
known in the medical literature or among insurance companies or
even governmental policy makers. Using data from your surveys,
we reported at the 2000 American College of Rheumatology annual
meeting that among 7,218 people with rheumatoid arthritis
between the ages of 18 and 65, each unit increase in the HAQ score
was associated with $16,890 less income, even after adjusting for
age. The HAQ (Health Assessment Questionnaire) score goes from
0to 3. Itis one part of the larger questionnaire we mail to you, and
it asks about your functional ability.

One reason that this information is so important is to convince
insurance companies and the government that having arthritis
(not just having pain) constitutes a severe economic burden on
people with arthritis as well as on our society, which has to take
up some of these costs. We often hear that certain treatments are
not ‘cost effective.’ But it seems as if your data show that it depends
on whose costs you are talking about. For arthritis patients, the
burden can be very heavy.

How much of a financial problem is getting prescribed medications?

Paid by insurance  Part pay by insurance Paid by self Total
No problem 94% 77% 211% 68%
Somewhat of a problem 2% 21% 31% 22%
Major problem 1% 3% 24% 9%
Unable to get medications 3% 0% 4% 2%



testing of the
FDA approval
process.

OSTEOARTHRITIS: A New study on the safety and

effectiveness of Glucosamine and Chondroitin Sulfate

In 1997 the #1 New York Times Bestseller entitled The Arthritis Cure
was published. This book recommended the use of glucosamine and
chondroitin sulfate as the therapeutic foundation of a nine step
approach to treating OA. Since that time, however, the Arthritis
Foundation has cautioned patients about the use of these dietary sup-
plements, stressing the lack of clinical research to support these
claims. Similarly, doctors have been warned about the lack of data
demonstrating the effectiveness of these products, as well as the lack
of control over the purity of products available in the United States.
To help address this problem, in the fall of 2000 a new nation-
al research study of Glucosamine and Chondroitin Sulfate for the
treatment of osteoarthritis began. Our National Data Bank in
Wichita is one of 13 sites around the country participating in this
study which is funded by the National Institutes of Health.
Glucosamine and chondroitin sulfate are both components of
cartilage. These dietary supplements are being widely recom-
mended, especially in the lay media, as safe and effective alterna-
tives in the treatment of osteoarthritis. While several small studies
suggest that glucosamine may be effective in treating OA, no large-
scale, well-designed studies have ever

Nu‘trit‘ion a_] been performed. This is mostly because
nutritional supplements are not required
Supp]ements to meet the extensive testing of the FDA
are not approval process (we described this
. process in our last newsletter)
'requn’ed tO This new study is set up in the follow-
meet the ing way. Patients who participate will be
. randomly divided into 1 of 5 groups.
extensive ! o

Group 1 will take glucosamine only. Group
2 will take chondroitin sulfate only. Group
3 will take a combination of glucosamine
and chondroitin sulfate. Group 4 will take
Celebrex, an anti-inflammatory medication
currently being used in the treatment of
osteoarthritis. Group 5 will take a placebo (a sugar pill). Patients
will not be able to choose which group they are in, but will be
assigned at random (by chance). Neither the patient or the study
doctor will know which group they are in.

During the first 6 months of the study, patients will visit their
study site office at 1 month, 2 months, 4 months, and 6 months
after start. The purpose of these visits is to see if glucosamine
and/or chondroitin is safe and effective in controlling pain. At
seven of the sites, patients will continue on in the study for a total
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How to participate
Alist of all the sites is provided below. If you
would like to find out more about the require-
ments or how to participate, please call the
site closest to where you live. The general
requirements are that you be at least 40 years
old, and have had knee pain at least half of the
days during the previous month.

» Wichita, KS, National Data Bank for
Rheumatic Disease, 316-263-2125 ext. 117.

» Birmingham, AL, University of Alabama
at Birmingham, 205-934-7754.

» Los Angeles, CA, Cedars-Sinai Medical
Center, 310-358-5757.

» San Francisco, CA, University of California
San Francisco, 415-648-8644.

» Indianapolis, IN, Indiana University
School of Medicine, 317-278-0555.

» Omaha, NE, University of Nebraska
Medical Center, 402-559-4873.

» New York, NY, Hospital for Joint Diseases,
212-598-6650.

» Cleveland, OH, Case Western Reserve
University, 216-844-5253.

» Philadelphia, PA, Hospital of the
University of Pennsylvania, 215-823-4480.

» Dallas, TX, Presbyterian Hospital, 214-345-
8067.

» Pittsburgh, PA, University of Pittsburgh,
412-692-4346.

» Salt Lake City, UT, University of Utah, 801-
581-4911.

» Seattle, WA, Virginia Mason Research
Center, 206-223-6836.

of 24 months (2 years) during which time a series of x-rays will
show if glucosamine and/or chondroitin sulfate is effective in stop-
ping the progression of the disease.



