

















DO NOT USE!

Lawsuit Reveals Serious Safety Problems With
The Nonsteroidal Anti-inflammatory Drug (NSAID)
Valdecoxib (BEXTRA)

ublic Citizen filed suit in the
PDistrict Court for the District

of Columbia on February 25,
2004 against the Food and Drug
Administration (FDA) asking that
they make public complete copies
of the agency’s scientific reviews of
the nonsteroidal anti-inflammatory
drug (NSAID) valdecoxib (BEXTRA).
As a result of this litigation, docu-
mentation from these FDA reviews
has come to light associating valde-
coxib and its injectable counterpart,
paracoxib, with serious safety prob-
lems.

Valdecoxib was approved by
the FDA in November 2001 for the
management of  dysmenorrhea
(painful menses) and osteo- and
rheumatoid arthritis, but failed to gain
approval for the management of acute
pain. The FDA reviews reveal that
safety, not effectiveness, was the
reason the drug was not approved for
acute pain.

Valdecoxib, along with the
NSAIDs celecoxib (CELEBREX) and
rofecoxib (VIOXX), are called COX-2
inhibitors. In theory, they selective-
ly inhibit the enzyme cyclooxyge-
nase-2 (hence the shorthand name
COX-2), and thereby relieve the
symptoms of pain and osteo- and
rheumatoid arthritis, without causing
the perforations, ulcers, and bleed-
ing that are such serious adverse
effects of the NSAIDs. In fact, all of
the NSAIDs, including the COX-2
NSAIDs, carry essentially the same
FDA-required warning about the risk
of perforations, ulcers, and bleeding
that is in the box above.

The drug is co-marketed by Pfizer
and Pharmacia & Upjohn in the U.S.
Approximately 8 million prescrip-
tions were dispensed for the drug in
2003 in this country, with sales total-

WARNING
Nonsteroidal Anti-inflammatory Drug- (NSAID) Induced
Gastrointestinal Toxicity

length of treatment.

ting up blood.

All members of the NSAID family of drugs can cause gastrointestinal toxicity that
can lead to gastrointestinal bleeding and hospitalization or death. The risk of
gastrointestinal toxicity from these drugs increases with increasing doses and the

If the following symptoms develop while you are taking an NSAID, stop the drug
immediately and contact your doctor: severe abdominal or stomach pain, cramping,
or burning, severe and continuing nausea, heartburn, or indigestion, bloody or
black, tarry stools, vomiting blood or material that looks like coffee grounds, or spit-

ing more than $900 million.

We listed valdecoxib as a DO NOT
USE drug in the 2002 Companion to
the 1999 edition of Worst Pills, Best
Pills. Our initial supposition, without
having access to the complete FDA
reviews, was that valdecoxib failed to
receive approval for acute pain
because of lack of effectiveness. We
thought this because celecoxib (CELE-
BREX), another top selling NSAID,
initially was not granted FDA approval
for the management of acute pain on
the grounds that it lacked effective-
ness. Celecoxib subsequently has been
approved for acute pain.

Since 1998 the FDA has made a
practice of posting a complete set of
reviews for a new drug on the
Internet without the public having to
make a formal request (using the
Freedom of Information Act) for this
information. We routinely study these
publicly available reviews. When the
FDA posted the documents for valde-
coxib, they removed (redacted) all of
the agency’s analyses regarding acute
pain. The FDA’s explanation for this
information’s removal was that it is
considered to be confidential
commercial information and not
disclosable to the public under the

Freedom of Information Act. We
complained to the FDA that the
information about acute pain could
not be considered confidential infor-
mation, as the manufacturer had
announced in a press release in
March 2001 that it was seeking
approval for valdecoxib for this use.
The agency was sympathetic but still
did not give us the information we
wanted.

The oral form of valdecoxib was
to be the second prong of a two-
pronged marketing strategy that
would begin with paracoxib, the
injectable form of the drug, that
breaks down rapidly in the body to
valdecoxib. The plan was to have
both an injectable and an oral
painkiller so physicians could seam-
lessly prescribe the same drug prior
to surgery and upon a patient’s
discharge from the hospital.

In October 2000, the manufacturer
submitted its application for the
approval of paracoxib for the
management of acute pain to the
FDA. The FDA informed the compa-
ny in July 2001 that paracoxib was
“not approvable.” The company did
not reveal why the application for

continued on page 8
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VALDECOXIB, from page 7
paracoxib had been rejected.

FDA approval of specific uses,
such as acute pain, are important for
the economic success of new drugs
because legally, a drug company can
promote its products only for those
uses which are FDA-approved. In
this case, however, the manufactur-
er’s failure to gain approval for acute
pain from the FDA did not stop them
from promoting valdecoxib for the
management of acute pain. This
promotion leaves in question
whether or not the peer reviewed
medical literature can always be
relied upon as an objective source of
drug information.

While we were unsuccessfully
urging the FDA to release their safe-
ty and effectiveness reviews of
valdecoxib for the treatment of acute
pain, the drug’s manufacturer was
making an end run around the FDA's
approval process. A press release
was issued announcing the publica-
tion of studies in the May 2002 issue
of the Journal of the American
Dental Association (JADA) conclud-
ing effectiveness for valdecoxib in
the treatment of acute pain associat-
ed with dental surgery. This was
unusual in itself, as we could not
ever recall seeing a press release
announcing the publication of drug
studies for dental pain in a dental
journal.

The JADA publication was co-
sponsored by Pfizer and Pharmacia &
Upjohn. The studies were conducted
by Scirex, a contract research organi-
zation, (CRO) which, at the time, was
owned partly by Omnicom, one of
the world’s largest advertising compa-
nies.

Three of the five authors were
employees of Pharmacia & Upjohn:
the corporation’s Director of
Biostatistics, Director of Medical
Development, and the Clinical Vice
President of Medical Development.
These three company officials certain-
ly must have known that valdecoxib
failed to gain FDA approval for acute
pain, as the two studies published in
JADA had been submitted to the FDA
in the attempt to gain approval for the
drug for acute pain.
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No matter bow it is
sliced, this company-
sponsored study was a
misleading commercial
communmnication — an
advertisement — and a
perversion of ethical
scientific
communication.

According to a New York Times
investigation published November 22,
2002 the JADA study “... helped light
a fire under Bextra.” Sales of the drug
were reported to have increased 60
percent in the three months following
the publication of the article. No
matter how it is sliced, this company-
sponsored study was a misleading
commercial communication — an
advertisement — and a perversion of
ethical scientific communication.

The New York Times also reported
that editors at JADA said the Pfizer
and Pharmacia & Upjohn article was
reviewed by at least three scientists.
One reviewer, an associate editor of
the journal, said the study was “care-
fully designed and rigorously
performed.” But, he also said he
would have recommended that the
journal reject the paper had he
known that valdecoxib was not
approved for acute pain.

The Unredacted FDA Review Of
Valdecoxib

The FDA had originally redacted all
information in their reviews concern-
ing valdecoxib and acute pain. In
the course of our litigation, we
received most of what we had
requested in the lawsuit, including

the unredacted FDA Medical Officer’s
conclusions and recommendations
about the use of the drug for acute
pain.

In the unredacted review the
Medical Officer recommended:

Nonapproval of the acute pain,
including opioid-sparing and
prevention of operative pain.
The only substantial multidose
safety database is found in the
Coronary Artery Bypass Graft
(CABG) Surgery study 035. This
study demonstrated an excess of
serious adverse events including
death in association with the
use of paracoxib and valdecox-
ib 40 mg bid [twice daily] when
added to ad lib [as needed]
parenteral [injectable] narcotic
analgesia.... These finding/s/
warrants further investigation
before wvaldecoxib can be
comsidered safe and effective for
the treatment of pain, particu-
larly multidose therapy in the
perioperative setting.

In study 035, the CABG study,
there was an excess of clinically rele-
vant adverse events in patients receiv-
ing valdecoxib and its injectable form
paracoxib. There were 80 clinically
relevant adverse events occurring in
the 311 patients receiving paracoxib
and valdecoxib (25.7%), compared
with 23 (15.2%) in the 151 patients
receiving the placebo.

The results of study 035 were ulti-
mately published in The Journal of
Thoracic and Cardiovascular Surgery
in June 2003. This was 19 months
after the FDA Medical Officer’s review
was written. This study generated little
fanfare in the general media, certainly
nothing to match the coverage of the
JADA article published in May 2002.

In the Summary of Clinical
Findings section of his review the
Medical Officer concluded:

e) No efficacy advantage
was demonstrated or suggested

for valdecoxib compared to:

1. ibuprofen [MOTRIN],



Even Moderate Amounts of Exercise
Can Prevent Weight Gain

Ithough we are often at odds
with the Food and Drug
dministration because they

are so heavily influenced by the
industries they are supposed to be
regulating, occasionally we agree.
The following article is from the
March/April 2004 issue of FDA
Consumer, a magazine published by
the agency.

Moderate amounts of exercise,
such as walking 12 miles per week,
may help prevent weight gain and
can promote weight loss in non-diet-
ing individuals, researchers say.

Results from the National Health
and Nutrition Examination Survey
1999 indicate that an estimated 61
percent of U.S. adults are either over-
weight or obese, defined as having a
body mass index (BMD of 25 or more,
according to the Centers for Disease
Control and Prevention.

Obesity is associated with a higher

risk for several health problems,
including heart disease and diabetes.
It is widely believed that diet
combined with physical activity plays
an important role in weight manage-
ment, but the amount of activity
needed to prevent weight gain is
unknown, according to Cris A. Slentz,
Ph.D., of the Duke University Medical
Center, Durham, N.C., and
colleagues.

The researchers investigated the
effects of different amounts and
intensities of exercise on weight. The
results are published in the Jan. 12,
2004, issue of Archives of Internal
Medicine.

The randomized, controlled trial
included 182 sedentary overweight
men and women, ages 40-65 years,
who were assigned to one of several
groups: high amount/vigorous inten-
sity exercise (equivalent to jogging
about 20 miles per week at 65

percent to 80 percent peak oxygen
consumption); low amount/vigorous
intensity exercise (equivalent to 12
miles of jogging per week at 65
percent to 80 percent peak oxygen
consumption); or low amount/moder-
ate intensity exercise (equivalent to 12
miles of walking per week at 40
percent to 55 percent peak oxygen
consumption). A fourth group in the
study, the control group, did not exer-
cise.

The study lasted eight months and
participants were asked not to change
their diets during this time. Body
weight and waist and hip circumfer-
ence were measured. The researchers
found that there was a clear relation-
ship between the amount of physical
activity and amount of weight loss,
with the most weight loss seen in the
high  amount/vigorous intensity
group, and the least in the low

continued on page 10
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naproxen |ALEVE], and
acetaminophen with
oxycodone [TYLOX] in
analgesesic studies

il. maproxen, ibuprofen or
diclofenac [VOLTAREN] in
osteoarthritis studies

iii. naproxen in rbeumatoid
arthritis studies

In summarizing the safety of valde-
coxib the Medical Officer stated:

With two notable exceptions —
edema [swelling] and byperten-
sion — valdecoxib was compara-
ble to the standard non-steroidal
agents [ibuprofen, naproxen,
diclofenac] wused as active
controls in the trials.... The find-
ing of a greater incidence of
edema and bhypertension at doses

above 20 mg/day, almost
uniformly in the databases and
clearly  when  prospectively
addpressed in formal safety Trials
47 and 62, is of concern.... The
excess of serious cardiovascular
thromboembolic [blood clots] in
the valdecoxib arm of the CABG
[Coronary Artery Bypass Grafil
trial is of note as the entire study
population received prophylactic
low dose aspirin as part of the
standard of care in this setting to
minimize just such events.
Given the emerging concern over
a possible pro-thrombotic action
of certain agents in the COX2
class, these data are of concern.

Valdecoxib is no better, and in
some respects more dangerous, than
drugs already on the market, includ-
ing ibuprofen and naproxen which
are available over-the-counter in
non-prescription strengths.

The amount of money being wast-
ed on valdecoxib is extraordinary
with the biggest burden falling on
those patients who must pay out-of-
pocket for their drugs.

A 20 milligram per day dose of
valdecoxib was compared to naprox-
en given in a dose of 500 milligrams
twice daily in osteoarthritis trials.
Using prices posted on the Internet
from a Washington, DC chain phar-
macy, the cost of a 30 day supply of
valdecoxib is $98.99. For a 30 day
supply of naproxen, a patient would
pay only $18.19. This is a difference
of $80.80 per month or $969.60 per
year.

What You Can Do

You should not use valdecoxib. It
is no more effective than older
NSAIDs such as naproxen, ibuprofen
or diclofenac and it is much more
expensive.
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DO NOT USE!

Long-Term Treatment With The Alzheimer’s Disease
Drug Donepezil (ARICEPT) Ineffective

lmost 3.0 million prescriptions
Awere dispensed for donepezil
(ARICEPT) in U.S. pharmacies
in 2003, amounting to retail sales of
more than $486 million. At the level
of an individual Alzheimer’s disease
patient or family, the cost of a one-
year supply of donepezil, at a dose of
10 milligrams per day, is $1,872 at a
Washington, DC chain pharmacy.
Sadly, it appears that this money is
wasted, according to a long-term
study published in the June 26, 2004
issue of the journal The Lancet.
Donepezil belongs to the family of
drugs known as acetylcholinesterase
inhibitors that also includes rivastig-
mine (EXELON), galantamine
(REMINYL), and tacrine (COGNEX).
These drugs increase the level of
acetylcholine, a brain transmitter,
with the assumption that this might
improve Alzheimer’s-associated
dementia. We have listed all of these
drugs as DO NOT USE drugs because
of their lack of clinically important
efficacy and in some cases because of
safety concerns.
The Lancet study, also known as

EXERCISE, from page 9
amount/moderate intensity group.

The control group gained weight
over the study period. Compared with
the control group, all exercise groups
significantly decreased their waist and
hip circumference measurements.

“These findings strongly suggest
that, absent changes in diet, a higher
amount of activity is necessary for
weight maintenance and that the
positive caloric imbalance observed in
the overweight controls is small and
can be reversed by a modest amount
of exercise. Most individuals can
accomplish this by walking 30
minutes every day,” the authors
wrote.
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AD2000 (Alzheimer’'s Disease 2000),
was conducted in the United
Kingdom (UK) and was funded by
the British government’s National
Health Service. This study was differ-
ent from those that have been spon-
sored by the drug companies which
manufacture Alzheimer’s disease
drugs in that the research subjects
were typical patients referred from
local clinics and managed by local
physicians.

AD2000 involved 283 patients
assigned randomly to take donepezil,
in a dosage of either 5 or 10
milligrams per day, and 283 patients
given a placebo. The main aims of
the study were to determine whether
donepezil produces worthwhile
improvements in disability, depend-
ency, behavioral and psychological
symptoms, caregivers’ psychological
wellbeing, or delay in institutionaliza-
tion. The study lasted three years and
is the first study of its type, a random-
ized placebo controlled trial (the
scientific gold standard), that looked
at donepezil’s effectiveness beyond
one year.

The main outcomes of the study,
called the primary endpoints, were
entry to institutional care and
progression of disability, defined by
loss of either two of four basic, or six
of 11 instrumental, activities on the
Bristol activities of daily living scale
(BADLS). The BADLS is designed to
reveal the everyday ability of people
who have memory difficulties from
various causes. It asks important
questions relating to function such as
is the individual able to wash regu-
larly and independently; eat appro-
priately using the correct utensils;
and select appropriate clothing and
dress without assistance.

No significant difference was seen
among patients receiving donepezil
and placebo in the rate of entry to

institutional care. After one year, nine
percent of the donepezil patients and
14 percent of patients given placebo
were institutionalized. This was not a
statistically significant difference. At
the end of the three-year study, 42
percent of patients taking donepezil
and 44 percent of those on placebo
had been institutionalized.

The results for progression of
disability using the BADLS found no
statistically  significant difference
between donepezil and placebo at
one year. There were 13 percent of
donepezil users and 19 percent of
those taking placebo classified as
having their disability progress during
this time period. At the end of the
three-year study, 55 percent of
patients taking donepezil and 53
percent of those on placebo were
classified as having their disability
progress.

Donepezil was found to be statisti-
cally better than placebo on a
commonly used survey known as the
mini-mental  state  examination
(MUSE). The MUSE is a measure of
cognitive status in adults. It can be
used to screen for cognitive impair-
ment, to estimate the severity of
cognitive impairment at a given point
in time, to follow the course of cogni-
tive changes in an individual over
time, and to document an individual’s
response to treatment. Donepezil
was 0.8 points better on average than
placebo on this 30 point survey.

There was no statistical difference
between donepezil and the placebo
in behavioral and psychological
symptoms, carer psychopathology,
cost of care, unpaid caregiver time,
adverse effects or deaths.

The AD2000 authors concluded
that:

Donepezil is not cost effective,
with benefits below wminimally



relevant thresholds. More effective
treatments than cholinesterase
inbibitors are weeded  for
Alzbeimer’s disease.

The editorial accompanying 7he
Lancet study from the Department of
Psychiatry and the Behavioral
Sciences, Department of Neurology at
the University of Southern California
said:

Results are incompatible with
many drug-company-sponsored

observational  studies  and
advertisements claiming
remarkable effects Sfor

cholinesterase inbibitors. For
example, claims that donepezil
stabilizes cognitive decline, or
delays nursing-home placement
by 2-5 years now can be seen as
implausible in the light of
AD2000.

We first listed donepezil as a DO
NOT USE drug in the 1999 edition of
our book Worst Pills, Best Pills. The
basis for this classification was from
several sources including the highly
respected Medical Letter on Drugs
and Therapeutics and the English
language French publication
Prescrire International.

The Medical Letter editors in their
June 6, 1997 review of donepezil
said:

“There is no evidence that use of
either donepezil or tacrine [a drug
we also listed as DO NOT USE] leads
to substantial functional improve-
ment or prevents the progression of
the disease.”

Prescrire International’s October
1998 review of donepezil found that:

“... the effects of doneperzil are
moderate and visible only on
psychometric scales [surveys]; the
possible clinical benefit is unknown.
In the long term, donepezil only
delays cognitive deterioration by a
few months.”

Later research strengthened our
original designation for this drug. A

statistical summary of clinical trials
known as a meta-analysis, conducted
by the prestigious Cochrane
Collaboration in 2003, found in
selected patients with mild or moder-
ate Alzheimer's disease treated for
periods of 12, 24 or 52 weeks that:

“... donepezil produced modest
improvements in cognitive function
and study clinicians rated global clin-
ical state more positively in treated
patients. No improvements were
present on patient self-assessed qual-
ity of life and data on many impor-
tant outcomes are not available. The
practical importance of these
changes to patients and carers [care
givers] is unclear.”

In the measures that are most
important to patients and their fami-
lies, the results of AD2000 show that

long-term treatment with donepezil
has no effect on an Alzheimer’s
disease patient’s chance of being
institutionalized or the progression of
their disability. Subjective survey’s
show only small changes on numeri-
cal scales in patients on donepezil
that do not appear to translate to a
change that can be recognized by
either the patient or a family
member.

Donepezil has been deceptively
oversold to physicians and patients,
perpetuating the exploitation of
patients with Alzheimer’s disease and
their families.

What You Can Do

Donepezil should not be used
because there is a lack of evidence
that this drug provides any meaning-
ful benefit to Alzheimer’s disease
patients.

drug warnings

Worst Pills, Best Pills News Online
—The fastest way to get the latest

To learn more about a subscription to
Public Citizen’s Worst Pills, Best Pills News
Online, visit www.worstpills.org.

Log on today and read a FREE

issue of the newsletter.

Subscribe today and get 40%

OFF the cover price.

To receive the 40% off discount, you’ll be
asked to enter the discount code: HLSEP4.
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OUTRAGE

OF THE

MONTH

Weapons of Mass Destruction and Medicine

physician from Australia in
private practice, writing in the
arch 27th issue of the British

Medical Journal, had one of the most
cogent things to say about the much-
discussed issue of weapons of mass
destruction. He said that “when talk-
ing of weapons of mass destruction,
we should give credit where credit is
due.”

“Our real enemies are the powers
that aim to make us dependent: the
merchants who try to sell health care
as a proactive entity rather than a
reactive one. They offer free exami-
nations, and they manipulate long
established laboratory measurements,
all in the name of more profit. They
go hunting for potential new patients
and persuade them that they need

[ SRS s i)
“Weapons of mass
destruction are hard to
find in Iraq: in modern
medicine they are
abundant (if cosmeti-
cally enbanced).”

2 L N T VRN s |
treatment or “preventive” measures.

They deliver “health care” to the
eager, brainwashed consumer like

the milkman delivers milk. But they
often come empty handed. They do
not owe you anything, but they
promise much.”

“Weapons of mass destruction are
hard to find in Iraq: in modern medi-
cine they are abundant (if cosmeti-
cally enhanced).”

None of the above appears to be
intended as an attack on real preven-
tive measures such as better diet,
more exercise and other lifestyle
improvements. Rather, it seems to be
an attack on those, including some
physicians and many companies,
selling medical alternatives-dietary
supplements, drugs, surgical proce-
dures, etc. — that may actually deter
people from seriously engaging in
healthier, truly preventive changes.
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