

















The Health Research Group Launches ‘eLetter’Web Site
On Prescription Drugs for the Seriously Mentally Il1

he Health Research Group
launched The eletter on Drugs for
Severe Psychiatric Illnesses at
wwuw.citizen.org/eletter on May 8, 2000.
Its purpose is to provide objective and
up-to-date information on such drugs to
psychiatrists and other mental health
professionals, as well as to individuals
affected with these illnesses and their
families. Theeletter covers antipsychotic,
antidepressant, and mood stabilizer medi-
cations that are used to treat schizophre-
nia, manic-depressive illness, severe
depression, and some other disorders.
Although basic information on serious
mental illness is included, the principal
focus is alerting readers to new informa-
tion about the risks of older drugs and to
provide information about new drugs as
they come on the market.
Pharmaceutical companies have had
an increasingly influential effect on the
prescribing habits of psychiatric profes-
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sionals. As documented in the January 19,
2000 issue of the Journal of the American
Medical Association JAMA), pharmaceu-
tical companies provide such goodies as
gifts, free meals and travel subsidies to
psychiatric residents and psychiatrists in
the hope of persuading them to prescribe
certain products. Influential psychiatrists
are paid up to $10,000 by pharmaceutical
companies to give a single talk; repeat
invitations are implicitly dependent on
the positive notes struck by the speaker
about the company’s product.

Some clinical trials of new antipsy-
choticand antidepressant medications have
been compromised by unethical profes-
sionals who falsify information to the
pharmaceutical company in order to make
more money. Even patient and family
advocacy groups have been unduly influ-
enced by accepting financial support from
the pharmaceutical companies, making
them less likely to protest high prices or

unethical corporate policies.

The purpose of Theeletter, therefore,
isto collect the most recent and objective
information available on antipsychotic,
antidepressant, and mood stabilizer medi-
cations and make it available without
charge. The eletter’s attitude regarding
the pharmaceutical industry is neither
pro- nor anti-. It recognizes the fact that
such medications are critical for the
treatment of severe psychiatric illnesses
and that many lives are being improved
by them. It also recognizes that these
medications are often prescribed for
people who do not need them, that their
adverse effects are being underreported,
and that high prices puts many of them
beyond the means of some people who
need them.

Funding for The eLetter comes from
an anonymous individual. No funding
from pharmaceutical companies is ac-
cepted.

. COT1ltL.

Nanie of Product: Problem

Jogging Strollers; Stroller's front wheel connector can crack during
use, causing the wheel to separate from the frame

Lot # 5:)mmlil_v and Distribution; Manufacturer

Sport Utility and Sport Utitity D'lux; 3,700 sold nationwide from November
1998 through March 2000; BOB Trailers & Baby Trend, San Luis Obispo,

California (800) 893-2447 hitp://www.bobtrailers.com/safetynotice.htrnl

Jogging Strollers—recall to Inspect; Strollers were shipped
without straps attached to the frame to secure the seat. Unless the
frame straps are attached, a child in the seat of the stroller can

iean forward and fall out

Baby Trend model 9592T; 1,500 sold nationwide at Baby’s “R" Us
stores from January through April 1999; Baby Trend, Ontario, California
(800) 328-7363 www.babytrend.com

Lawnmowers; Fuel tanks’ seams can split or crack, leaking fuel, and
creating a fire and burn hazard to consumers

Harmony I walk-behind mowers with model numbers HRT216, HRR216
and HRS216; 112,000 sold nationwide from May 1998 through January
2000; American Honda Motor Co. Inc., Torrance, California (800) 426-
7701 http://www.hondapowerequipment.corn/recall.html

Toasters; Heating elements can remain on after the toast pops up
which poses a fire hazard

Model 24205 (white) and model 24208 (black) traditional upright toasters
with series codes A0379 through A3279 or A2589 through A3289; 95,000
sold nationwide from April 1997 through September 1999; Proctor-Silex
Inc., Glen Allen, Va. (800) 992-4616 http://www.proctorsilex.com/recall/

Weed Wizard Trimmer Heads with metal chains and about 857,000
trimmer replacement chain sets; The end link of the trimmer’s metal
chain can rapidly and unexpectedly detach during use, propelling the
link into the air at a high velocity. If the metal link strikes the user or a
bystander, it can penetrate skin and bone, causing injury or death

With metal chains, sold with yellow heads with black or silver chains;
2.7 million sold nationwide from May 1987 through April 2000; Weed
Wizard Acquisition Corp., Bradley, Michigan (888) 810-7536
http://www.weedwizard.com
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Dr. Ross (or Nurse Hathaway) Will See You Now

he age of cost-cutting in medicine

exemplified by the growth of man-
aged care has ushered in efforts to steer
patients away from expensive physi-
cians and toward nurses. All things
being equal, this should be lauded if it
leads to cost savings. But are all things
equal? '

Until now, there have been no pub-
lished reports of research that used that
“gold standard” of clinical research, the
randomized, controlled trial, to com-
pare nurses and physicians with respect
to quality of care, length of visit, cost-
effectiveness or patient satisfaction. But
the April 15, 2000 issue of the British
Medical Journal included four such
reports, providing the best opportunity
so far to examine objectively a topic of
debate hitherto marked primarily by
dataless turf-protecting. The studies were
so groundbreaking that the Journal
ceded its traditional staid blue cover to

a four-color photograph of Dr. Ross
(George Clooney) and Nurse Hathaway
(Julianna Margulies) of TV’s ER.

Three of the studies randomized pa-
tients in general practices to receive

[ —
In all three studies,
the nurses’ patients
were slightly more
satisfied than the
doctors’ patients with
the care they received,

care either from a physician or from a
nurse or nurse practitioner. The results
were generally consistent with one
another. In all three studies, the nurses’
patients were slightly more satisfied
than the doctors’ patients with the care
they received. Visits with nurses lasted
two to four minutes longer and in one
of two studies measuring this, the nurses
ordered more tests, primarily screen-
ing tests such as Pap smears. The
nurses also tended to provide patients
with more information about their ill-
nesses. However, the prescribing pat-
terns of physicians and nurses were
similar and there were no detectable
differences in clinical outcomes. Only
one study evaluated costs to the health
service—nurses were about 20 percent
less expensive than doctors—but this
difference did not reach statistical sig-
nificance.

continued on page 10

‘Summer Is Icumen In’

And So Is Deadly Melanoma For Avid Sun-worshipers
Who Don’t Follow Rules For Safe, Successful Tans

13th century English poet heralded

the onset of summer with the
words at the top of this story—summer
is a-comin’ in. Seven centuries later a
Tin Pan Alley versifier hailed “the
hazy, lazy, crazy days of summer.”
True, it’s a time that we all look for-
ward to, whether in the backyard or at
the beach, but it’s also a time to be
very, very careful to avoid the deadly
cancer called melanoma that has been
linked with overexposure to the ultra
violet radiation from the sun.

Of course, there are 'measures one
can take to protect oneself: minimiz-
ing one’s time in the sun, particularly
in the hottest midday hours, protecting
the skin with clothing or by wearing a
hat, and use of sunscreens. In this
article, we focus on some myths (and
even dangers) of sunscreen use.
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The Sun Protective Factor (SPF) is
defined as how many times longer it
will take skin protected with sunscreen
to burn compared to unprotected skin.
An article in the January 15, 2000 issue
of the British Medical Journal esti-
mated that for most people (or at least
most British people), a sunscreen with
an SPF of 10 would suffice to prevent
sunburn, with perhaps an SPF of 15
needed in the tropics. This is far less
than the often-expensive sunscreens
now available that claim SPF’s of 50 or
higher.

But, as the British would say, here’s
the rub: most consumers apply consid-
erably less sunscreen than is used in
clinical tests measuring SPF. Thus, ac-
tual protection may be only 20 percent
to 50 percent of that indicated on the
product label. Moreover, when apply-

ing sunscreen, many people miss criti-
cal areas: the tops of feet, the ears, the
backs of legs. There is even evidence
that people who use high SPF sun-
screens may be more likely to report
sunburn than those who rarely or never
use sunscreen, perhaps because sun-
screen users, believing themselves to
be protected, spend more time in the
sun.
Here are the bottom lines:
¢ Avoid exposure to the sun for more
than 20 minutes, particularly at mid-
day, without clothing and a hat.
¢ If you expect prolonged sun expo-
sure for more than 20 minutes with-
out clothing ora hat, use a sunscreen.
e If you apply about double the
amount of sunscreen most people
currently do, an SPF of 15 should
provide adequate protection.



Dangerous Gap in the Drug Safety System

Companies May Be Failing To Keep Their Post-marketing Research Promises

On April 13, 2000, the Health Re-
search Group released results
of a report on the drug industry’s
performance in finishing post-mar-
keting research (Phase IV) studies.
We found that a majority of drugs for
which companies agreed to do stud-
ies after the drug is approved are
listed by the Food and Drug Admin-
istration as having failed to fulfill this
commitment.

There are two explanations for
this situation—or maybe three. One
is that the companies are not keeping
their promises very well; a second
explanation is that the FDA is not
keeping its records very well, and a
third possibility is that both explana-
tions No. 1 and No. 2 are correct. In
any case, this situation is not accept-
able from a public health perspec-
tive.

The complete text of the report is
available on our web site at
www.citizen.org/brg/PUBLICATIONS/
1520.btm. Newsletter readers who
are not on-line can obtain a copy by
writing to us at 1600 20" Street, NW,
Washington, DC 20009.

Phase 1V studies are those that the
FDA requires a company to perform
after a drug has been approved and
that are frequently a condition for a
drug’s approval. These studies con-
stitute an important part of the
postmarketing safety surveillance sys-
tem of new drugs. The results of
Phase IV studies can provide impor-
tant safety information to augment
the FDA’s voluntary adverse drug
reaction reporting system known as
MedWatch and could lead to more
expeditious safety labeling changes
or withdrawal of a new drug from the
market, if necessary.

The types of Phase IV studies
agreed to by pharmaceutical manu-
facturers are diverse. For example,
studies may focus on a specific ad-
verse drug effect or a specific drug

toxicity in defined patient popula-
tions such as age or gender groups.
Or studies can examine possibly toxic
interactions between the new drug
and other drugs or foods. They may
also seek to determine a drug’s long-
term effectiveness in studies that can
last two years. Other, much shorter,
studies examine the way in which a
drug is broken down (metabolized)
in the body. And some Phase IV
studies ascertain whether a drug
product’s chemistry or manufactur-
ing can be improved.

Using the Freedom of Information
Act, we obtained from the FDA all
Phase IV commitments made by the
industry for all drugs approved from
January 1, 1990 through December
23, 1999. The information we ob-
tained included the status of Phase IV
commitments indicated as either “P”
for drugs for which there were still
studies pending or “C” for complete
as determined by the FDA. As indi-
cated by the FDA, “C” means that all
Phase IV studies for a specific drug
have been completed. We restricted
our analysis to Phase IV commit-
ments on drugs approved for the first

time in the U.S. (New Molecular En-
tities or NMEs) and did not include
those drugs previously approved for
a new use or drugs which are combi-
nations of two older drugs.

Because of this difficulty in deter-
mining the actual number of studies
committed to by a drug manufac-
turer, we analyzed our results on the
basis of the number of NMEs with at
least one Phase IV study commitment
and determined whether the
commitment(s) for that drug had been
recorded as completed or pending by
the FDA. We limited the primary
analysis to NMEs approved between
January 1, 1990 and December 31,
1994. This gives companies at least
five years and, for some, as long as
ten years to have completed their
commitments.

We found that from 1990 through
1994 a total of 122 NMEs were ap-
proved. Of these, 88 (72 percent)
were approved with at least one Phase
IV commitment. Only 13 percent (11
of the 88 drugs) were classified by
the FDA as complete as of December
23, 1999. Completion rates per year

continued on page 10

NMEs WITH AT LEAST ONE PHASE IV COMMIT-

MENT FROM 1990 THROUGH 1999

Number of NMEs with at Least 1
Phase IV Commitment

Completed as of 12/23/99

Percentage Completed

Number of Phase IV Commitments

1990-1994 1995-1999
88 107
11 0
13% 0%
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DRUG SAFETY GAP, from page 9

of approval ranged between 5 percent
(1993) and 26 percent (1991). For the
107 NMEs with Phase IV commitments
approved after 1994, no drug has been
classified by the agency as complete as
of December 23, 1999. These results are
shown in the table on page 9.

This result suggests grossly inad-
equate compliance by drug companies
in meeting their Phase IV study commit-
ments. However, an additional possible
explanation is the FDA'’s inability to
accurately track Phase IV study commit-
ments, despite the additional authority
provided in 1997 with the passage of the
Food and Drug Administration Modern-
ization Act (FDAMA). The Office of
Inspector General of the Department of
Health and Human Services issued a
report in 1996 regarding the FDA's
oversight of Phase IV study commit-
ments. This study found that the FDA
did not have formal standards or proce-
dures for monitoring Phase IV studies or
for establishing whether a postmarketing
study commitment had been met by a
drug company.

Previous research by the Health Re-
search Group sheds additional light on
the Phase IV study issue. In late 1998 we
surveyed FDA Medical Officers, who
review New Drug Applications, regard-
ing their attitudes towards the quality of
the agency’s drug approval process.
This survey can be found on our web
site at: www.citizen.org/brg/PUBLICA-
TIONS/fdasurvey/fdasurvey.btm.

Some of the Medical Officers’ com-
ments on the issue of relying on
postmarketing studies for approval of
new drugs included the following:

We don’t trust that the companies
will carry out Phase 1V studies with
due diligence, either before or after

PDUFA [Prescription Drug Users Fee
Act.

My office director told me that be
was going to overrule me because the
sponsor (Wyeth-Ayerst) would just go
over our beads to Capitol Hill. He felt
it was best to approve the drug for an
indication not studied and bave the
sponsorsdo a Phase IV post-marketing
trial in support of the indication. I
reminded him that this sponsor bad
Jailed to bonor other Phase IV studies.
Hewent abead and approved thedrug.

ESFL . il
This result
rsuggests grossly
inadequate
compliance by
drug companies
in meeting their
Phase IV study
commitments.

These comments by FDA Medical Of-
ficers support the explanation that the
failure of manufacturers to finish their
Phase IV commitments is the most likely
reason for the results of our study. This
explanation is extremely troubling when
taken together with the fact that the Medi-
cal Officers stated in our survey that 28
drugs had been approved in the previous
three years only because Phase IV studies

were required.

We wrote to FDA Commissioner Dr.
Jane Henney asking that copies of our
report be sent to all FDA advisory
committee members. At this time she
has not responded to our request. Advi-
sory commiittees are made up of experts
from outside the FDA that are asked to
make recommendations to the agency
to approve or not approve a new drug.
Often these advisory committees rec-
ommend that Phase IV studies be un-
dertaken if a new drug is approved.

FDA advisory committee members
may be more likely to recommend
approval of a new drug when there are
questions of its safety and effectiveness
if the manufacturer commits to Phase
IV safety and efficacy studies. But, if
advisory committee members were
aware of the extraordinary failure of
manufacturers to honor their Phase IV
commitments, they might be less likely
to recommend approval of a new drug
based on the promise of a Phase IV
commitment when lingering questions
about safety and effectiveness exist.

m

We ask you to forward a copy of our
Phase IV report to your elected repre-
sentatives in Washington urging them
to ensure that the FDA has adequate
financial resources to implement
FDAMA’s Phase IV tracking provi-
sions as soon as possible. In addition,
Congress must be told that if it is truly
interested in assuring that drug com-
panies comply with their Phase IV
commitments, it should pass legisla-
tion to give the FDA authority to levy
civil fines against companies that do
not complete their commitments in a
timely manner.

DR. ROSS, from page 8

Cost was the central focus of the
fourth study which evaluated the im-
pact of an after-hours nurse-operated
telephone consultation service on a
general practitioner service with 97,000
registered patients. It was estimated that
the service cost £81,237 (about $126,000),
but saved £94,422 (about $146,000), a
net saving of £13,185 (about $20,000),
primarily from reduced emergency hos-
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pital admissions.

These studies do not leave all issues
resolved. For example, while it seems
clear that nurses and nurse practitioners
are well qualified to handle minor, self-
limiting medical problems, much of the art
of medicine resides in the practitioner’s
ability to detect rare but important medical
conditions.

The studies did not have enough pa-
tients to answer this question. Of course,

the ideal situation is to have physi-
cians readily available to consult with
nurses should any questions arise; in
one study, a doctor as well as a nurse
also saw the patient in about 20 per-
cent of the cases.

These studies will bolster the move-
ment toward greater delegation of clini-
cal responsibilities to nurses. It seems
that the future holds more collabora-
tion for Dr. Ross and Nurse Hathaway.



Canadian Update on the Arthritis Drug Celecoxib
(CELEBREX) Confirms HRG’s Warning About Its Use

ore than a year ago, in April 1999,

we invoked our “five-year rule”
abouta then-new arthritis drug celexicob
(CELEBREX) because it was the 20th
compound in its class and thus far from
a “breakthrough” drug. Now, in the April
2000 issue of the Cgnadian Adverse
Drug Reaction Newsletter, comes ample
justification for our earlier warning—a
summary of problems involving this drug
in the short period of eight months in the
relatively small Canadian market.

Celecoxib was first made available in
that country for osteo- and rheumatoid
arthritis on April 14, 1999—one month
after its introduction in the U.S. Between
that date and December 23, 220 reports
of suspected reactions from the drug
came to the attention of Canadian au-
thorities.

This is precisely the sort of thing that
brought about our five-year rule in the
first place. The pre-marketing testing of
candidate drugs normally involves, atthe
most, a few thousand volunteer subjects.
Possible adverse reactions may not show
up until many thousands of people are
exposed. That is why we have always
said that unless a drug is a new break-
through in fighting a certain disease, it is
prudent to wait five years for its risks in
a large population to become obvious.

Asnoted earlierinthis article, celecoxib
does not meet “breakthrough” qualifica-
tions, and indeed has not been shown to
be any safer than the other 19 members
of the nonsteroidal anti-inflammatory
drug (NSAID) family. What is more, it
was not approved by the U.S. Food and
Drug Administration (FDA) for the treat-
ment of pain, and is much more expen-
sive than older generic NSAIDs such as
ibuprofen (MOTRIN) and naproxen
(NAPROSYN).

The 220 reports involving celecoxib
in its first eight months on the market in
Canada actually enumerated 562 ad-
verse reactions (multiple reactions were
described in some reports), of which
101, involving 59 women and 41 men,
were classified as serious. (Gender was
not specified in one report.) Their ages

ranged from 21 to 92 years, with almost

half (48 percent) 70 or older.

Of the 220 reports, adverse reactions
most frequently involved the following
body systems:

* Gastrointestinal effects—75 reports
(34 percent): included gastrointesti-
nal hemorrhage, black or tarry stools,
abdominal pain, vomiting of blood,
vomiting, nausea, pancreatitis (in-
flammation of the pancreas), gastric
ulcer, diarrhea, and duodenal ulcer.
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Unless a drug is a
new breakthrough
in fighting a
certain disease, it
is prudent to wait
five years for its
risks in a large
population to
become obvious.

e Skin reactions—74 reports (34 per-
cent): itching, various type of rashes,
and skin eruptions.

e General reactions—66 reports (30
percent): included were weakness,
chest pain, fatigue, fever, stiffness,
anaphylactoid reaction (severe, pos-
sibly life-threatening allergic reac-
tion), and other allergic reactions.

¢ Central and peripheral nervous sys-
tem—41 reports (19 percent): dizzi-
ness, headache, muscle tension, and
stupor.

e Respiratory system effects—27 re-
ports (12 percent): included were
difficult breathing, bronchospasm,
and pulmonary edema (fluid in the
lungs).

¢ Psychiatric reactions-—26 reports (12
percent): confusion, depression, in-
somnia, drowsiness, and hallucina-
tion were listed.

e Metabolic and nutritional reactions—
19 reports (9 percent): elevated liver
enzymes and weight loss.

e Cardiovascular system—18 reports (8
percent): cardiac failure, low blood
pressure, slow heart rate, heart attack,
and high blood pressure.

e Urinary system—17 reports (8 per-
cent): acute renal failure, facial edema,
and frequent urination.

e Hematological (blood)—15 reports
(7 percent): prothrombin time in-
crease, bleeding time increase, cere-
bral hemorrhage, intracranial
hemorrhage, pulmonary embolism
(blood clot in the lungs), thrombocy-
topenia (decreased platelets).
Twelve reports, including 11 classi-

fied as serious, involved the use of

celecoxib with the blood thinner war-
farin. The professional product labeling
or “package insert” for celecoxib was
amended in the U.S. to wam about this
potential drug interaction, which could
lead to an increased risk of bleeding.
There were 74 reports of suspected
allergic-type reactions, two of which

were anaphylactoid in nature. In 16

cases, the reports indicated that the pa-

tient had a previous reaction to sulfa.

Celecoxib should not be used in patients

who have experienced an allergic reac-

tion to a sulfa drug.

What You Can Do

You should wait until February 2004 to
use celecoxib—ifthen. Celecoxibis notas
effective for pain as the older NSAIDs and
there is no clear evidence that it is safer. In
addition, it is much more expensive than
the older drugs in its class.
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Mother Dies But Son Can’t Get An Explanation Because
Her Doctor Won’t OK Inquiry’s Disclosure

he death of a loved one is always
a traumatic event. For one Public
Citizen member, whose mother died of a
stroke eight days after being admitted to
a Florida hospital under Medicare, the
pain of loss was compounded by his
suspicion that she had not received ad-
equate care. His mother had been hospi-
talized after an asthma attack, and he
believed her stroke may have been caused
by an inappropriately high dose of the
asthma medication theophylline. So he
did the sensible thing: He wrote to the
Peer Review Organization (“PRO") that
oversees Florida Medicare facilities and
asked for a review of the quality of care
his mother had received during her hos-
pitalization.
A PRO is a private group of doctors
that contracts with the federal govern-
ment to oversee delivery of services un-

der Medicare. One of its tasks is to inves-
tigate complaints about the quality of care
that Medicare patients receive.

The member expected to be informed
about the results of the investigation.
Instead, he received a letter stating that the
PRO would not release the results to him
because his mother’s admitting physi-
cian—the very person he suspected of
providing inadequate care—refused to
consent to disclosure.

Understandably upset, the member
contacted Public Citizen. Lawyers at Pub-
lic Citizen Litigation Group discovered
that, despite the fact that the law clearly
required PROs to disclose the results of
their investigations, the Department of
Health and Human Services (HHS) has
maintained that PROs are prohibited from
doing so without the consent of the doctor
involved. A lawyer for HHS admitted that

the policy is in conflict with the law, and
gave a predictable answer: So sue us.

Taking HHS up on this invitation,
Public Citizen has filed a lawsuit chal-
lenging the Department’s policy of pro-
hibiting PROs from disclosing the results
of their investigations. Public Citizen has
sued not only on behalf of the member
who was denied information about the
investigation into his mother’s care, and
on behalf of Public Citizen itself, but is
also prepared to act for others similarly
situated. We invite anyone who hasbeen
denied information about PRO investi-
gations into their complaints about the
quality of care at Medicare facilities to
contact Amanda Frost at (202) 588-1000,
or at Public Citizen, 1600 20th Street, NW,
Washington, DC 20009, to learn more
aboutthe lawsuitand determine whether
it could benefit them.
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