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FDA’s Ability to Protect Questioned

A
n onslaught from Congress and
critics of the pharmaceutical
industry is expected to hit the US
Food and Drug Administration
(FDA) in response to a conflu-

ence of concerns raised over prescription drug
safety and allegations of interference by gov-
ernment officials.

“The FDA, as it is currently configured, is
incapable of protecting America from another
Vioxx. We are virtually defenseless,” said David
J. Graham, associate director of the FDA’s
Office of Drug Safety in congressional testimo-

ny last November. “Simply put, the FDA and its
Center for Drug Evaluation and Research
[CDER] are broken.”

The FDA’s existing postmarketing surveil-
lance system is rife with “shortcomings and fail-
ures,” wrote the editors of the Journal of the
American Medical Association (JAMA). The
British medical journal Lancet called the
agency’s drug safety office “weak and ineffec-
tive” and said the FDA is in need of “funda-
mental organizational reform.”

Some sort of FDA restructuring, either enact-
ed by the Administration or imposed by Con-
gress, appears likely. Senator Charles Grassley
(R-Iowa), chairman of the powerful Senate
Finance Committee, planned to introduce legis-
lation early this year to restructure the FDA by
creating a drug safety office independent of
CDER. Other ideas being discussed are ways to
strengthen FDA’s postmarketing surveillance
system, which currently depends on voluntary
reporting of adverse events by doctors and
which, by some estimates, captures only 10% of
the problems. “There is clearly concern that
somehow the system is not working as well as
it could,” said CDER deputy director Sandra
Kweder in congressional testimony.

Why all the fuss of recent months? “FDA has
a well-documented and longstanding commit-
ment to openness and transparency in its review
of marketed drugs,” said acting FDA commis-
sioner Lester Crawford in a statement. “Indeed,
the post-market review of Vioxx and antide-
pressants were initiated and funded by FDA and
managed by its Office of Drug Safety. That is
evidence that the system is working.”

So why is the agency’s feet being held to the
fire? Critics contend a structural conflict of
interest keeps FDA safety officials from exer-
cising authority because the Office of Drug
Safety is part of CDER, which is responsible
for evaluating and approving new drugs.
“When a serious safety issue arises after mar-
keting, [CDER’s] immediate reaction is almost
always one of denial, rejection, and heat,” said
the FDA’s Graham. “This is an inherent con-
flict of interest.”

In addition, critics allege a culture at the FDA
that views the drug industry as a client to be
appeased rather than regulated. That culture,
Graham told the Senate Finance Committee in
November, “overvalues the benefits of drugs it
approves and seriously undervalues, disregards,
and disrespects drug safety.” Graham, who orig-
inally made the cardiovascular safety issues sur-
rounding Vioxx public, told senators that his
superiors at the FDA pressured him to soften his
conclusions and recommendations and sought
to stifle publication of his findings. FDA offi-
cials denied doing so.
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Late last year, in response to a Free-
dom of Information Act petition, the
FDA released an internal survey con-
ducted in 2002 of about 400 agency sci-
entists. About two-thirds of those sur-
veyed said they lacked confidence that
the FDA “adequately monitors the safe-
ty of prescription drugs once they are on
the market.” In addition, 18% reported
that they “have been pressured to
approve or recommend approval” for a
drug “despite reservations about the
safety, efficacy, or quality of the drug.”

In response to the controversies, the
FDA in November announced a series
of initiatives, including establishing a
formal program to review disagree-
ments among scientific reviewers, fill-
ing the currently vacant position of
director of the Office of Drug Safety,
and publishing new risk management
guidelines. “FDA encourages open and
vigorous internal debate about the often
difficult scientific questions it routinely
faces,” Crawford said. “There are times
when honest scientific disagreement
cannot be resolved, [and] that is why
our new program provides for a review
by an ad hoc panel not directly involved
in the decisions.”

FDA has also commissioned the
Institute of Medicine (IOM) of the
National Academy of Sciences to con-
duct a detailed study its drug safety
system, focusing especially on the
postmarket phase. While calling all
these steps important, a lengthy edito-
rial in the December 1, 2004, JAMA
noted they are “inadequate” to restore
public trust “and certainly are insuffi-
cient to dispel the perceptions that the
agency appears to be unduly influ-
enced by industry and seems overly
concerned about its own public image
and relations.”

Rather, JAMA’s editors argue the
drug approval process needs to be
“decoupled” from the postmarketing
safety and surveillance system. “It is
unreasonable to expect that the same
agency that was responsible for
approval of drug licensing and labeling

would also be committed to actively
seek evidence to prove itself wrong,”
the editors wrote, supporting the posi-
tion of Grassley and others.

FDA officials and drug industry rep-
resentatives want to wait for the IOM
report before considering any restruc-

turing plans. JAMA editors say FDA’s
problems are too urgent to wait. Until
restructuring occurs, the United States
will “still be far short of having an effec-
tive, vigilant, and trustworthy system of
postmarketing surveillance to protect
the public,” they say.
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