

















Drug Safety Withdrawals: Who is Responsible for

The following editorial, by Health
Letter Editor Dr. Sidney Wolfe,
appeared in the December issue of
Pharmacoepidemiology and Drug
Safety, accompanying an article by
Cook County Hospital (Chicago)
physician Gordon Schiff concerning
their experience there when the big-
selling cholesterol-lowering drug,
Baycol (cerivastatin) was withdrawn
Jfrom the market.

chiff and colleagues are to be
S commended for stepping in and
notifying those patients most at
risk of cerivastatin (BaycoD-induced

Notifying Patients?

rhabdomyolysis [muscle breakdown]
after the drug was voluntarily with-
drawn from the U.S. because of 416
cases of rhabdomyolysis including 31
deaths associated with its use. Their
finding that 40 percent of the
patients notified had muscle-related
symptoms consistent with myopathy
fmuscle pain or discomfort] and that
five of eight symptomatic patients
monitored had significantly elevated
creatine kinase levels underscores
the public health importance of their
effort.

However, their study raises an
important question concerning the

responsibility of the FDA, the phar-
maceutical industry, pharmacists and
physicians to notify patients when a
drug is withdrawn from the market.

The FDA
Since virtually all drug safety with-
drawals are done voluntarily by the
companies making the drugs and
there are no federal laws or regula-
tions governing this process, FDA’s
involvement is at best a passive over-
sight function as to the completeness
and promptness of the product with-
drawals. In addition, such drug safe-
continued on page 8
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Name of Product; Problem

Polyester Pool Animals; Seams can separate exposing the poly-
ester stuffing and foam beads which can pose a choking hazard to
young children

Lot # Quantity and Distribution; Manufacturer

Different animal shapes; 310,000 sold at Dollar stores nationwide April
through August 2002; Dollar Tree Stores Inc., Chesapeake, Virginia
(800) 876-8077 www.dollartree.com

Pull-along Caterpillars; Antenna can detach, posing a choking
hazard to young children

Skateboard Ramps; Ramps can crack causing users to fall

Snake Lights; Circuit board in the lamps can overheat and melt the
plastic housing, posing a fire or thermal burn hazard

Plan Toys brand wooden toy; 1,000 sold nationwide January through
September 2002; BRIO Corp., Germantown, Wisconsin (888) 274-
6869

Rage SSD (model 310937) and Skate Attack SSD (model 312912);
88,000 sold nationwide from March through September 2002; Gen-X
Sports Inc., Toronto, Ontario, Canada {866) 846-4369 www.genxs-
portsinc.com

Model 8311 blue, red, green or multicolored; 5,000 provided at Chuck
E. Cheese restaurants nationwide from July through September 2002;
The Carlisle Go. Inc., Carson City, Nevada (800) 233-3931

Stuffed Teddy Bears; Plastic beads inside of the bears could come
out of the seams, posing an aspiration hazard to young children

Red, yellow, blue and black, 6 inch tall; 57,000 sold at IKEA stores
nationwide from August 2001 through September 2002; IKEA,
Plymouth Meeting, Pennsylvania (888) 966-4532 www.ikea-usa.com

Treestands used by hunters; Cable that secures the treestand to
the tree can break, posing the risk of falls and serious injuries

Whirlpool Baths; Heating element can fail to shut off, posing a fire
hazard

Model #CC501 and Model #GS3800BM; 9,000 sold nationwide
through mid October 2002; API Outdoors, Tallulah, La., a division of
Qutland Sports Inc., Overland Park, Kansas (866) 215-2419
www.apioutdoors.com

Jason AirMasseur and Air Whirlpool Baths; Jason AirMasseur and Air-
Whirlpool; 800 sold nationwide from January through September
2002; Jason International Inc., North Little Rock, Arkansas (800) 255-
5766
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DRUG SAFETY WITHDRAWALS,

from page 7

ty withdrawals are posted on the
agency’s Web site (www.fda.gov) but
most patients or physicians are
unlikely to regularly use the site.

The Pharmaceutical Industry

The pharmaceutical industry, in
the absence of the FDA having
mandatory drug recall authority, sets
the pace and scope of the safety
withdrawal. The pace is quite vari-
able and the scope may or may not
involve immediately removing with-
drawn drug products from the
shelves of retail pharmacies. From a
product liability perspective, it might
be assumed that the company's best
interests would be served by making
sure no patients used the drug once
the safety withdrawal was decided
on. To accomplish this, the company
could fund pharmacists to notify
those patients who were using the
drug, identified in the computerized
pharmacy records now used by most
pharmacists in this country. To our
knowledge, this rarely if ever
happens, confirming the idea that,
with few exceptions, the pharmaceu-
tical industry pays out only a small
fraction of their profits for a given
drug in the form of losses in litiga-
tion brought by people injured by
the drug or families of those killed
by the drug. Thus, companies are
apparently willing to take their
chances by not funding patient noti-
fication.

Pharmacists

The Model State Pharmacy Act, of
the National Association of Boards of
Pharmacy (NABP), states, in sections
addressing drug recalls, that “The
Pharmacist-in-Charge shall develop
and implement a procedure for
proper management of Drug recalls
which may include, where appropri-
ate, contacting patients to whom the
recalled Drug product(s) have been
Dispensed.” These procedures are
intended to “be adequate to deal
with recalls and withdrawals due to:
any action initiated at the request of
the FDA ... any volunteer action by
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the Manufacturer to remove defec-
tive or potentially defective Drugs
from the market.” According to a
summary of state pharmacy practice
acts, 48 of 51 acts contain language
about establishing such procedures
for recalls and 34 of these states also
include language concerning with-
drawals of drugs, most of which are
for safety reasons.  Thus, in most
states, pharmacists would not be
complying with acceptable standards

| AU
The FDA should be
given new legislative
authority to impose
mandatory drug recalls
with an enforceable
withdrawal schedule
governing the level and
rapidity of recall and
patient notification.

of practice were they not to notify
patients in the event of a drug safety
withdrawal. According to the
Executive Director of NABP, no
action by a state pharmacy board
has been brought for violation of this
aspect of the state pharmacy practice
act. Unlike the widely-publicized
situations in which patients’ pharma-
cy records were used, in efforts paid
for by drug companies, to get them
or their physicians to switch to
another drug, this use of pharmacy
patient records is both ethical and an
important public health effort.
According to one of the study
authors, when the withdrawal of
cerivastatin was announced, he
sought information from two large
pharmacy chains on their patient

notification policies. At OSCO, a
supervisory pharmacist told him that
the chain was notifying all patients
using the drug about the withdrawal
but at Walgreen’s, he was told that the
chain thought there was no need to
notify patients,

Physicians

Unlike pharmacists, most physi-
cians do not have easy access to a list
of those patients for whom they have
prescribed a drug. For those that do,
notification should be part of their
responsibility to their patients. In a
large outpatient clinic such as Cook
County, it is more likely that such
records can be accessed through the
pharmacy database. Because of limit-
ed resources, the notification efforts
at that medical facility were limited to
the 67 patients simultaneously using
cerivastatin and gemfibrozil, the more
than 10,000 patients who had been
prescribed cerivastatin without gemfi-
brozil were not notified. Since
approximately one half of the cases
of thabdomyolysis in users of cerivas-
tatin reported to the FDA were not
simultaneously using a fibrate such as
gemfibrozil, the notification of these
additional patients would have been
important.

A further issue raised by the study
by Schiff, et al, involves the routine
informing and monitoring of all
patients on statins concerning early
evidence of rhabdomyolyis. Given
that 40 percent of notified patients
had symptoms consistent with
myopathy and that five out of eight
such patients had significant eleva-
tions of creatine phosphokinase (CK),
routine monitoring for CK should be
done for all patients using statins. In
addition, FDA should mandate
government-approved MedGuides,
patient information leaflets handed
out at the time a prescription is filled,
which inform patients of early symp-
toms of myopathy. Patients should be
instructed, ideally by their physicians
and, for double protection, in the
MedGuide, that at the first sign of
muscle pain, muscle tenderness,
muscle weakness, tiredness or dark-

continued on page 9



“Dangerous Political Cowardice:” FDA Fails to Ban
Dietary Supplement Ephedra

The following testimony, by Health
Letter editor Sidney M. Wolfe, MD,
was given before a Senate commitiee
in October and is the latest effort in
our campaign to force the govern-
ment to ban all dietary supplements
containing ephedra alkaloids.

enator Durbin and members of
Sthe Subcommittee, thank you

for the opportunity to testify on
this important topic. Your hearing is
essential because of the extreme,
reckless negligence exhibited by
dietary supplement companies who
continue to sell ephedra-containing
products and because of the indus-
try-enfeebled Department of Health
and Human Services, including the
FDA, that has thus far allowed the
companies to get away with continu-
ing to manufacture and push these
deadly drugs.

The U.S. Military Puts the HHS
and the FDA to Shame

From 1997 through part of 2001,
there have been 30 deaths among
active duty personnel in the armed
forces (Army, Air Force, Navy and
Marines) in people who were using

ephedra alkaloids. All were between
the ages of their early 20s and early
40s and had been in good health
prior to their deaths. There was no
other explanation for their deaths.
Since then, there have been three
additional deaths associated with the
use of ephedra products in the Army
alone.

Partly as a result of these 33
deaths and other serious, non-fatal
adverse events in the military associ-
ated with ephedrine, in July of this
year memos were sent to all Army
and Air Force military exchanges and
commissaries worldwide stating that
by the end of August (2002), all
ephedra-containing products should
be removed from the shelves in
these military posts for six months
until the results of the HHS ephedra
review are released. According to a
recent Army/Air Force bulletin, from
Fort Monroe, Virginia (August 19,
2002) — “Training and Doctrine
Command has joined with Forces
Command in asking the Army Air
Force Exchange Service to remove
products containing ephedra, a
compound normally found in diet
products.” It is extremely important

that in explaining the basis for issu-
ing this order, Dr. DeKonning, an
army physician, stated that “The sale
of ephedra-containing products by
facilities on TRADOC [training and
doctrine command] installations is
seen by our soldiers as an affirmation
that their use is safe and acceptable.”

The U.S. Marine Corps had earlier
— in February 2001 — banned the
sale of ephedra-containing products
on its military bases: “The
Commandant of the Marine Corps
banned the sale of dietary supple-
ments containing ephedra alkaloids,
or ephedrine, at Marine Corps
Exchange stores worldwide as of
February 1.”

Sixteen months ago, the Canadian
government warned Canadians “not
to use products containing the herb
Ephedra” because such products
“may cause serious, possibly fatal,
adverse effects.” On January 9 of this
year, Health Canada requested a
recall of all ephedra products “with
labeled or implied claims for appetite
suppression, weight loss promotion,
metabolic enhancement, increased
exercise tolerance, body-building

continued on page 10
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ened urine, to stop taking any statin
drugs to reduce the likelihood that
further muscle damage might occur.
Routine monitoring of CK and
contacting those patients with elevat-
ed levels should be included in this
rhabdomyolysis-prevention strategy.

Remedies for the Lack of Patient
Notification

Ultimately, the cost for such notifi-
cation should be borne by the phar-
maceutical company making the
dangerous drug. Pharmacists and/or
physicians, if the latter have record
access, should be reimbursed for

doing the company’s work. In addi-
tion, the FDA should be given new
legislative authority to impose
mandatory drug recalls with an
enforceable withdrawal schedule
governing the level and rapidity of
recall and patient notification.
Currently, the agency lacks any
authority to impose civil monetary
penalties on pharmaceutical compa-
nies for any violation (or even repeat
violations) of FDA laws or regula-
tions and this new statutory authori-
ty is also sorely needed along with
the authority over recalls.

Why were so many Cook County
patients taking Baycol?

About 10 months before the
August 2001 withdrawal of cerivas-
tatin, Bayer underbid drug compa-
nies that had been previously supply-
ing statins for Cook County. The bid
had been won in the fall of 2000 and
the switch began in November of that
year. It is of interest that the three
previous statins which had been used
there were first lovastatin, then
simvistatin, then pravastatin. These
three earlier drugs have all been
found in clinical trials to not only
lower cholesterol but also to reduce
the risk of mortality and/or major
coronary events whereas for cerivas-
tatin, the clinical benefits are
unproven,

Public Citizen’s Health Research Group ¢ Heaith Letter ¢ 9



EPHEDRA, from page 9

effects, euphoria, increased energy
or wakefulness, or other stimulant
effects.”

In answering the questions you
have provided me, T will add, to the
published references in our petition,
information obtained since it was
filed.

What is the basis for our
September, 5, 2001 HHS petition
(filed with Dr. Ray Woosley, now
of the University of Arizona) to
ban the manufacture and sale of
all ephedra-containing dietary
supplements?

The answer to this question must
start out with two other questions:

Do drugs which are related to
epinephrine (adrenaline) such as
ephedrine, phenylpropanolamine,
amphetamines and similar drugs
cause an increase in blood pressure,
constriction of blood vessels, an
increase in heart rate or an increase
in cardiac arrhythmias? The answer
is unequivocally yes, and this has
been known for decades.

Is there evidence that these drugs
can cause strokes and heart attacks
in people because of causing an
increase in blood pressure, constric-
tion of blood vessels, heart rate or
cardiac arrhythmias?

In addition to the section in our
petition presenting evidence for
cardiovascular toxicity of ephedra,
we have obtained a copy of an inter-
nal March 28, 2000 FDA memo from
Dr. Janet Woodcock, Director of the
Center for Drug Evaluation and
Research (CDER) in response to
being asked to review the strength of
the evidence linking ephedra with
life-threatening cardiovascular events
and strokes. After a review by
CDER’s Office of Postmarketing Drug
Risk Assessment (OPDRA), Dr.
Woodcock concluded that “...at least
108 of the reports [clinically signifi-
cant cardiovascular and central nerv-
ous system adverse event reports]
OPDRA analyzed provide very strong
evidence in support of a causal rela-
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We are now, with
epbedra, where we were
10 years ago with PPA:
clear, unequivocal
evidence of danger but
a time-delaying “need”
by the industry to
conduct studies.

tionship between EADS [ephedra
alkaloid-containing dietary supple-
ments] and the adverse events,
particularly in light of the known
pharmacodynamic effects of
ephedrine alkaloids.”

What is the incongruity in
FDA banning PPA (phenyl-
propanolamine) but allowing
ephedra to stay on the market?

Given that there are now more
reported cases of death, heart
attacks, stroke and other adverse
effects associated with ephedra than
with PPA at the time of its ban, the
situation represents a dangerous déja
vu. We are now, with ephedra,
where we were 10 years ago with
PPA: clear, unequivocal evidence of
danger but a time-delaying “need” by
the industry to conduct studies. (FDA
unfortunately bought into the need
for a case control study on PPA 10
years ago). With PPA, dozens or
more lives were lost and many
people  permanently  disabled
between the time the FDA clearly
should have acted and when itfinally
got the drug (PPA) off the market. To
repeat this fatal mistake with
ephedra is to fail to learn the lessons
of history.

Since we have petitioned the
FDA to ban other weight loss
products such as Meridia (sibu-
tramine, Abbott), what bene-
fit/risk analysis should be
applied to weight loss prod-
ucts?

Over 30 years ago, in June 1968,
FDA Medical Officer Dr. Robert O.
Knox refused to approve the New
Drug Application (NDA) for a diet
drug. This disapproval touched off a
dispute between the FDA and the
drug’s manufacturer, A.-H. Robbins,
that eventually led to the drug’s
approval and Dr. Knox's transfer to
another area within the Agency. His
reason: obesity is a chronic disease
and there is no evidence that these
drugs affect the course of the disease
over the long term.

The drug Dr. Knox refused to
approve was fenfluramine
(Pondimin), a drug that ultimately
became the “fen” portion of the
notorious “fen/phen” combination,
the portion that was removed from
the market on September 15, 1997
because it caused heart wvalve
damage and a potentially fatal
adverse reaction of the lungs known
as primary pulmonary hypertension.

At the time of our petition to ban
Meridia on March 19 of this year,
there were 19 reported cardiovascu-
lar deaths in people using the drug,
again, far fewer than the number
with ephedra. The fact that there is
no evidence of long-term benefit
with either drug and there is
evidence of shorter-term risk means
that the benefit/risk ratio for both is
extremely unfavorable to patients.

Discuss what is known about the
dosages taken by those experi-
encing serious adverse effects
from ephedrine/ephedra.

Is there a safe dose?

In a recent published review of
FDA adverse reaction reports by
researchers from New England
Medical Center in Boston, in 36 of 37
patients with heart attacks, strokes or
sudden deaths, the use of ephedra



(ma huang) was reported to be with-
in the manufacturers’ dosing guide-
lines. There are also a number of
reports in which a so-called pharma-
cologic autopsy — post-mortem
measurement of urine, blood and
tissue levels — found low levels of
ephedra consistent with recommend-
ed use. Given that there is no stan-
dardization of the amount appearing
in the product and, more importantly,
that there is enormous variation from
person to person in sensitivity to such
drugs, no dose is the only safe dose.

Discuss the effects that addi-
tional compounds such as
caffeine have on the safety profile
of ephedra, given that it is usually
sold in combination with such
stimulants.

Both caffeine and ephedra can
stimulate the sympathetic nervous
system so their combined use increas-
es the cardiovascular risks. In addi-
tion, the frequent use of these prod-
ucts in the context of exercise, also a
stimulant to the sympathetic nervous
system, makes for a triple dose of
stimulation — in combination with
ephedra and caffeine — which prob-
ably accounts for the growing
number of deaths while young, other-
wise healthy people are exercising.

In July 1995, according to the
agency, “FDA proposed banning OTC
(over-the-counter) bronchodilators

containing ephedrine, ephedrine
hydrochloride, ephedrine sulfate and
racephedrine hydrochloride because
of abuse and misuse. According to
the U.S. Drug  Enforcement
Administration, ephedrine is being
used to make illegal drugs. And, the

Is the FDA still part of
the Public Health
Service or is it a drug
sales promoting
adjunct to the pharma-
ceutical and dietary
supplement industries?

FDA has found that some drug manu-
facturers promote ephedrine for
unapproved uses, such as weight
control and muscle enhancing.” The
fact that the FDA has not finalized
this proposed ban of ephedrine in
OTC products should not be used as
an excuse for the failure to ban
dictary  supplements containing

ephedra. The proposed OTC ban
is still in the works.

This is not and has never been
a question of scientific or medical
evidence. It is a question of poli-
tics, and the extraordinarily
dangerous political cowardice of
the FDA and HHS Secretary
Thompson in the face of massive
lobbying by ephedra-makers in
Washington. Is the FDA still part of
the Public Health Service or is it a
drug sales promoting adjunct to
the pharmaceutical and dietary
supplement industries? De facto
drug pushers include those who
refuse to use their legal authority
to remove a well-documented
hazard to the public health from
the market. There is no doubt that
these products will be banned in
the United States. The question is
not whether, but when. Delaying
tactics such as the RAND review
are costing lives as the day of
reckoning for ephedra is thereby
delayed. There are few issues that
the American Medical Association
(AMA) and Public Citizen agree
on. Tobacco and ephedra are two
of these. The FDA has been reject-
ing the opinions of its own
consultants and staff (such as Dr.
Woodcock) on the dangers of
ephedra alkaloids.

OUTRAGE. from page 12
with only 90 percent of the datu.
The agreements were often lack-
ing other crucial elements. Only a
median of 5 percent of studies
addressed plans for data analysis and
interpretation, opening the doors to
industry mischief in the forms of data
massaging or the reaching of conclu-
sions with an eye on marketing
rather than science. Extraordinarily,
a median of 0 percent of study
contracts required the data to be
published. This allows industry to
suppress unfavorable findings and
report only results that are advanta-
geous to its bottom line. The failure

to publish makes a mockery of the
research process; as far as the scien-
tific community is concerned, studies
that are not published in some form
are  studies that did not occur.
Meanwhile, participants have been
exposed to risk in their altruistic
efforts to advance scientific knowl-
edge

A relatively simple solution to this
mordss would be for the Association
of American Medical Colleges to
draft a standard contract that could
be modified as needed. Universities
should be denied accreditation  if
they fail to develop such a contract;
similarly the National Institutes of

Health should refuse to fund institu-
tions that have not implemented the
contract. Medical journals should
also refuse to publish articles unless
the authors can certify that all of the
elements of the ICMJE guidelines
were in place. Finally, the ICMJE
itself should also be conducting stud-
ies to determine to what extent its
guidelines are being followed.
Absent that, the guidelines will
remain what they are now: well-
intentioned ideas that may insulate
the industry from government regu-
lation but are barely followed.
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OUTRAGE

OF THE

M ONTH

The Corruptible Academic-Industry Partnership

he past decade has seen a

ballooning in private industry

support  for  biomedical
research. While the federal govern-
ment was once the major funder of
medical research, corporations are
now the primary sponsors. Much of
this research still occurs in academic
settings, but the increasing preva-
lence of industry funding and the
growing phenomenon of universities
taking out patents on technologies
they develop has fundamentally
altered the biomedical research envi-
ronment.

Over the last several years, there
have been a slew of examples of the
dangers of these entanglements. In
one, a researcher at the University of
California, San Francisco was desert-
ed by her university after the drug
company that supported her research

was unhappy with her findings and
threatened a lawsuit if she published
the results. In another, a researcher
at the University of Toronto became
the target of hate mail from one of
her colleagues after she sought to
publicize the adverse effects:of a
drug in a company-sponsored. study
she had conducted.

Up until now, there have been
only limited quantitative data on this
issue. Recently, a group of
researchers at Duke University
published the results of their study of
medical schools in the U.S. They
sought to describe the provisions in
academic-industry agreements to
ensure the integrity of the scientific
research (New England Journal of
Medicine, October 24, 2002, pp.
1335-41). In particular, they sought
to establish whether the agreements

in multicenter studies  (those
conducted at more than one institu-
tion) were in compliance with the
2001 International Committee of
Medical Journal Editors (ICMJE)
guidelines for scientists' involvement
in study design, access to data and
publication.

To put it mildly, the results were
dismal. One provision of the ICMJE
guidelines is that all investigators in
multicenter studies, not just the coor-
dinating institution, should have
access to all the data. The universi-
ties reported that a median of 1
percent of their studies had provi-
sions for such access. In one study
that was not a focus of the report,
even the principal investigator did
not have unfettered access to the
data, forcing him to publish a paper

continued on page 11
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