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Drug Safety Fears May Limit
Reimporting and Shape R&D
Jill Wechsler

he growing alarm over harmful side effects
related to an increasing number of popular
prescription drugs is affecting critical issues

for pharmaceutical manufacturers. The National
Institutes of Health (NIH) recently halted impor-
tant clinical trials because of fear that the
painkillers under study increased the risk of car-
diovascular events. The Food and Drug Admin-
istration is on the defensive, as policymakers pro-
pose to revise how the agency evaluates pre- and
postapproval drug safety data.

Congress supports more comparative studies
of drugs and medical treatments and may take ac-
tion to expand requirements for hospitals and
physicians to report adverse drug events. Safety
concerns may slow down efforts to expand drug
importing from foreign nations, although import
advocates counter that FDA’s failure to keep un-
safe products off the market illustrates that for-
eign drugs really are not the problem. All these 
issues will be on the table for new leaders of the
pharmaceutical and biotech industries to address
(see sidebar, “Capitol Hill insider to lead
PhRMA”).

No surprises
The Department of Health and Human Services’
(HHS) task force on drug importation issued a
final report in December that lived up to expec-
tations by opposing any broad opening of US bor-
ders to prescription drugs from other countries.
After hearing from all sides about the benefits and
dangers of broader access to lower-priced foreign
medicines, the panel concluded that drug import-
ing would be hazardous to individuals and un-
wise medically and economically. In unveiling the
report, officials noted that a more open drug dis-

tribution system would make it more difficult to
track and assess adverse events at a time of mount-
ing drug safety concerns.

The 13-member panel headed by US Surgeon
General Richard Carmona ruled out legalizing in-
dividual importing for personal use, insisting that
such a program would cost as much as $3 billion
to regulate and would open the door to a flood of
unapproved and unsafe products entering the
United States. Consumers already are bringing in
nearly 12 million prescription drug products worth
approximately $700 million through Canadian In-
ternet sales operations; more is trickling in from
other venues, and government approval of such
activity would create an unmanageable volume.

The panel acknowledged, however, that it is fea-
sible for the United States to establish a large-scale
commercial system to reimport low-cost prescrip-
tion drugs from Canada, but that such a system
would be very expensive to oversee and would not
save consumers much money in the end. The re-
port (available at www.hhs.gov/importtaskforce/
report1220.pdf) notes that Congress would have
to authorize legal importing and should limit it
to certain high-volume, high-cost drugs that
would enter the United States through a limited
number of entry points and distribution centers.
Such an initiative would require a system for prod-
uct tracking, pedigree maintenance, and frequent
import sampling by FDA and probably would cost
hundreds of millions of dollars to establish and
maintain. These costs, combined with price hikes
by wholesalers and other intermediaries to cover
added regulatory requirements, would further
erode any healthcare savings. In the end, manu-
facturers would lose revenue that ultimately could
limit the development of new drugs.

The panel’s conclusions may be valid but were
roundly criticized by Congressional Democrats
as presenting the same old scare tactics to protect
US manufacturers from foreign competition. Im-
port opponents claimed that opening up the na-
tion’s borders to drugs of unknown origin and
questionable quality could aggravate concerns
about the safety of the US drug supply. Advocates
countered that current policies were not keeping
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unsafe drugs off the market anyway.
The Medicare Modernization Act of

2003, which required HHS to issue the
task force report, also requested a separate
analysis from the Department of Com-
merce about the prevalence of price con-
trols in Europe and other industrialized
nations and their ability to reduce prices
and spending on prescription drugs. Not
surprisingly, the Commerce study (avail-

able at www.ita.doc.gov) finds that top
foreign brand-name drugs cost 18–67%
less than in the United States, a factor that
reduces manufacturer revenues by more
than $20 billion annually and curbs in-
dustry research and development.

The Bush administration prefers to ad-
dress high US drug prices by encouraging
increased use of generic drugs, which fed-
eral analysts say could save US consumers

approximately $17 billion a year. Such a
market-based approach might be more
palatable to pharmaceutical companies,
but if true, it also would reduce funds
available for private sector research and
development. And generic drugs do little
to help patients who need an expensive,
patent-protected therapy. Consequently,
the American public continues to clamor
for access to cheaper medicines from
abroad, a cause that legislators on Capi-
tol Hill will continue to champion.

Raising the bar
An even more alarming result of recent
drug safety disclosures is the growing
nervousness of the research community
about conducting clinical studies that in-
volve pain medications or other high-risk
treatments. In December, researchers
halted an important NIH-sponsored can-
cer study designed to test whether anti-
inflammatory drugs can help prevent
colon cancer. The data from more than
2000 patients in the Adenoma Prevention
with Celecoxib (APC) study showed some
evidence associating Pfizer’s Celebrex with
cardiovascular events. Pfizer executives
decided to keep Celebrex on the market
pending further review of the data, which
the manufacturer believes are fairly in-
conclusive about the drug’s safety and still
may reveal beneficial anticancer effects.
But Pfizer did comply with an FDA re-
quest to halt all its direct-to-consumer
advertising and to provide more risk in-
formation to doctors pending further
analysis of safety evidence.

A few days later, NIH halted another
prominent study because of surprising ev-
idence that another anti-inflammatory
might have harmful cardiovascular effects.
The three-year-old Alzheimer’s Disease
Anti-Inflammatory Prevention Trial had
been testing naproxen (Bayer’s Aleve) and
Celebrex on 2400 elderly patients to deter-
mine whether the medicines might help
delay the onset of Alzheimer’s disease in
healthy individuals with a family history
indicating increased risk for the disease.
NIH officials and study leaders put the trial
on hold after detecting signs of increased
risks of cardiovascular and cerebrovascu-
lar events in patients taking naproxen—but
not Celebrex. Because the study partici-
pants were healthy, the sponsors decided it
was unethical to expose them to an added
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risk without clear evidence of an offsetting
benefit. Investigators also put on hold ad-
ditional NIH cancer trials seeking evidence
of additional uses for these commonly pre-
scribed painkillers. Some 40 studies testing
Celebrex for various purposes are under
review.

The analysts acknowledged that they
reviewed the adverse event data from these
trials earlier than planned because of all
the bad news about COX-2 safety prob-
lems. In the APC cancer study, the data
are particularly confusing because the
same group of cardiology experts reviewed
both the National Cancer Institute trial
and a similar study conducted by Pfizer,
which failed to exhibit the same heart at-
tack risk evidence for patients taking Cele-
brex. It may be that additional side effects
have surfaced in some cancer trials be-
cause they involve much higher doses than
what is recommended for arthritis pa-
tients. The reviewers felt, though, that even
very slight risks could be dangerous be-
cause more than 20 million people have
taken these painkillers.

The unexpected bad news about
naproxen cast a shadow over long-term
treatment with other nonsteroidal anti-
inflammatory drugs (NSAID). FDA issued
a statement advising patients using non-
prescription naproxen to follow labeling
instructions carefully and to stay within
recommended doses. Some doctors be-
lieve that aspirin is the only painkiller with
clear cardiovascular benefits but note the
higher risk of stomach bleeding. Everyone
acknowledged that they were being ultra-
cautious and that a much broader review
of the long-term impact of all anti-inflam-
matory painkillers is needed. FDA is work-
ing with the Institute of Medicine on its
drug safety study and plans to address
COX-2 issues at a meeting of its drug
safety advisory committee at the end of
this month.

Fixing FDA
These developments are raising a clamor
about revamping the drug regulatory sys-
tem. Proposals range from expanding the
FDA’s adverse event reporting system to es-

tablishing a totally separate drug safety of-
fice. Many of the ideas have been suggested
previously, but have languished because of
lack of funding. Now Congress may pro-
vide more money for postapproval moni-
toring and other proposals including:
• Requiring clinical trial registration and

study disclosure. Manufacturers have
established a voluntary data-posting
program, but Congressional leaders be-
lieve that mandated disclosure is
needed to ensure public awareness of
safety concerns.

• Giving FDA authority to limit product
distribution, curb marketing, and en-
force safety requirements. If manufac-
turers object to FDA safety recommen-
dations, the agency’s only option now
is to pull a drug off the market com-
pletely.

• Independent drug safety review. A
major dispute is expected about pro-
posals to enhance the authority of FDA
drug safety reviewers by establishing a
separate safety office that would have
veto authority over new drug applica-
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tions. Manufacturers and FDA officials
believe it is important to review safety
and efficacy data together. The agency
will propose internal reorganization to
address these issues when FDA’s drug
center moves to new offices this spring.

• Expand postmarketing study require-
ments. All parties acknowledge that
preapproval clinical trials fail to reveal
many drug effects that emerge after

thousands or millions of patients use
a medicine for many months. There
is strong support for providing FDA
with additional authority to compel
manufacturers to complete postap-
proval safety studies after a drug goes
to market.

• Improving FDA’s adverse event report-
ing system to capture and analyze ad-
verse event data more quickly. FDA

needs additional resources to conduct
more proactive safety analyses and to
use healthcare system patient databases
that may provide information about
widespread drug effects.

• Curb direct-to-consumer advertising
and other marketing activities, partic-
ularly for new products and those that
raise safety concerns.

More comparisons
Another response to drug safety problems
is to support more research to compare
the effectiveness and safety of similar med-
icines. Although the usual objective of
such analysis is to reduce using more costly
drugs that lack clear benefits over older
therapies, experts also consider compar-
ative data useful for studying safety.

The Medicare bill authorized the HHS

After months of speculation, the Pharmaceutical
Research and Manufacturers of America (PhRMA)
announced 15 December 2004 that its new
president would be Rep. Billy Tauzin, the politically
powerful “Cajun ambassador” from Louisiana.
Tauzin chaired the House Energy & Commerce
Committee until stepping down in February 2004
because of criticism about his negotiating for a
high-paying (estimated $2 million salary) job at
PhRMA while still in a leadership position that
could directly affect drug manufacturers.

PhRMA had to put its discussions with Tauzin on
hold last year when the congressman was
diagnosed and underwent treatment for intestinal
cancer. In announcing his new job,Tauzin noted
that his fight against cancer increases his
appreciation of the value of medicines—a theme
that will be repeated often as he works to enhance
industry’s image as a producer of life-saving
treatments—as opposed to high-cost, unsafe
products.

Tauzin takes the reins from Alan Holmer and has
brought in some of his Capitol Hill staffers and
other new faces to fill key slots in PhRMA’s lobbying
and communications operations.

At the same time, Tauzin’s former colleague, Rep.
James Greenwood of Pennsylvania, is taking the
helm of the Biotechnology Industry Organization
(BIO), replacing long-time BIO president Carl
Feldbaum. Like Tauzin, Greenwood will be busy
addressing proposals related to drug importing,
generic biologics, liability protections, and all the
other hot issues on the table.

Capitol Hill insider to lead PhRMA
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Agency for Healthcare Research & Qual-
ity (AHRQ) to support more research
about the comparative effectiveness of
medical interventions, including prescrip-
tion drugs, for the top 10 conditions af-
fecting the elderly. AHRQ’s 2005 budget
includes $15 million for this program—
much less than the $50 million initially
proposed, but enough to get the program
started.

With that funding in hand, in Decem-
ber AHRQ issued a long-awaited list of
priority conditions that warrant compar-
ative study: ischemic heart disease, can-
cer, asthma, stroke, arthritis, diabetes, de-
mentia, pneumonia, stomach ulcers, and
depression. AHRQ will fund projects to
review and assess the scientific literature
regarding the outcomes of various treat-
ments for these conditions. AHRQ is not
supposed to set national standards of care,
but such analysis is likely to lead to more
common agreement about the effective-
ness of certain interventions. The aim is
to help physicians and patients make in-
formed treatment choices by making the

results available to Medicare, Medicaid,
health plans, prescription drug plans, and
the public.

Manufacturers stress that any compar-
ative drug analysis should focus on effec-
tiveness more than costs, include drugs
among a full range of treatment options,

and recognize that patients respond dif-
ferently to various treatments and prod-
ucts. The Pharmaceutical Research and
Manufacturers of America (PhRMA)
made these points in a white paper issued
in January 2004 about government-sup-
ported outcomes research in anticipation
of increased involvement in this area by
the AHRQ, the NIH, and FDA. A main
concern is that comparative studies could
block access to products deemed less ef-
fective and keep new products off the

market, even when those drugs offer ben-
efits for certain patient populations.

Manufacturers have long opposed any
move by FDA to require comparative clin-
ical studies of new versus existing drugs
to obtain FDA approval. But some mem-
bers of Congress believe it would be bet-
ter to keep less-effective products off the
market. Private insurers and payers are
supporting more comparative studies of
similar drugs, as seen in the growth of the
Drug Effectiveness Review Project oper-
ated by Oregon’s Center for Evidence-
based Policy Support. It now is providing
11 states and other organizations with
head-to-head comparisons of drugs that
treat common health problems such as di-
abetes, migraines, and high cholesterol.
Although the prime objective of the re-
search is to help public and private health
plans select the most-effective and cost-
effective drugs for formularies, such analy-
sis is likely to pay more attention to the
comparative safety of similar drugs in the
wake of current concerns. PT
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