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1965 because, in the absence of
affordable private insurance, the
federal government has expanded
coverage of populations considered appropriate recipients of pub
lic support. This trend will only
accelerate with the coming retirement of baby boomers (see bar
graph). And as it does, there is
no question that the role of government will expand along with
the fiduciary responsibilities of
policymakers, regardless of who
is in the White House.
An interview with Professor Sara
Rosenbaum, Chair of the Department of Health Policy at the George
Washington University School of Public Health and Health Services, can be
heard at www.nejm.org.
Mr. Iglehart is a national correspondent for
the Journal.
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Sidelining Safety — The FDA’s Inadequate Response
to the IOM
Sheila Weiss Smith, Ph.D.

H

aving been commissioned by
the Food and Drug Administration (FDA) to evaluate the U.S.
drug-safety system, the Institute
of Medicine (IOM) published a
report, The Future of Drug Safety, in
September 2006 identifying weaknesses in the laws, regulations, re
960

sources, and practice of ensuring
drug safety.1 Some of the IOM’s
recommendations were directed to
ward Congress, which it believed
should increase FDA funding and
regulatory authority. Some outlined
ways in which other federal agencies could work in partnership
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with the FDA for the public good.
But most of the report outlined
deficiencies that the FDA itself —
or the Department of Health and
Human Services (DHHS), to which
it belongs — should correct.
In general, the IOM implored
the agency to “embrace a culture
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of safety” by increasing the priority accorded to the safety of patients. Such an emphasis could
have ramifications for medical
care that would be as broad and
positive as those that the 1999
IOM report on medical error, To
Err Is Human,2 has had for the
health care system. Sadly, the
FDA’s official response falls far
short of what the American public expects and deserves.3 Indeed,
it highlights the very reason that
the agency — with which I have
had some firsthand experience
— is in need of monumental
change: its philosophy is no longer aligned with its regulatory
mandate.
The basic criterion for approval
of a new drug is that its benefits
outweigh its associated risks —
so benefits must be considered
in light of the drug’s toxicity and
known safety problems. In its response to the IOM report, however, the FDA described its “funda
mental dilemma” as weighing
the “tradeoff between safety and
access.”3 Under the 1992 Prescription Drug User Fee Act, resources were provided to accelerate access to new drugs, and the
FDA shortened review times and
began to approve certain drugs
earlier in the clinical development
process.4 Safety was affected in
several ways. First, some drugs
were approved on the basis of
surrogate end points and fewer
safety data than had previously
been required. Second, user-fee
funds could not be used for postmarketing safety assessments;
this restriction changed in 2002,
but even now such use is permitted only in limited circumstances.
Third, mechanisms intended to
speed access to potentially lifesaving medicines were broadly
interpreted. Drugs for the treatment of common chronic condi-

tions such as diabetes (troglitazone), obesity (dexfenfluramine),
and pain (rofecoxib) were approved
under expedited programs and
later were withdrawn from the
market for safety reasons.
The public expects the FDA to
be the final arbiter of drug safety.
Accelerated development programs
and expedited reviews hasten the
introduction of lifesaving drugs,
but they should not be an option
for treatments intended for chronic conditions; these drugs should
have safety standards that tolerate
minimal uncertainty. By pitting
safety directly against “access and
innovation,” the agency betrays its
mandate to ensure that U.S. drugs
are both safe and effective.
Moreover, the very structure of
the FDA marginalizes safety. All
regulatory authority lies within
the drug-evaluation divisions of
the Office of New Drugs (OND)
in the Center for Drug Evaluation
and Research (see organizational
chart); staff members in these divisions evaluate and approve drugs,
negotiate labeling, and request
risk-management programs and
postmarketing studies. Despite
the agency’s theoretical emphasis
on epidemiology, such expertise
is often absent from these divisions. The FDA’s safety experts
work in a separate Office of Surveillance and Epidemiology (OSE)
— which is not even a part of
OND — and serve only as consultants to the review divisions, having no direct regulatory author
ity. Although they may be asked
to provide background information as context for interpreting an
application, they do not regularly
participate in drug reviews.
Several IOM recommendations
speak to the importance of including safety experts as integral
players in the drug-review process. Yet instead of undertaking a
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fundamental restructuring to integrate the relevant offices, the
FDA merely initiated two pilot
projects that involve OSE personnel in drug reviews to determine
the “logistics and value” of doing
so. But something akin to a pilot
had already been done. More than
10 years ago, Greg Burkhart
moved from the Epidemiology
Branch (now the OSE) to the Division of Neuropharmacological
Drug Products (now the Divisions
of Neurology Products and Psychi
atry Products in one of the Offices of Drug Evaluation). His successor in the latter post, Judith
Racoosin, who had trained as a
postdoctoral fellow in the OSE,
spoke to the IOM committee in
January 2006 about her work as a
safety team leader.1 It is partially
on the basis of her experience
that the IOM report argues that a
critical step in promoting a culture of safety is to change the
role of the safety expert from occasional consultant to vital participant in the day-to-day work of
regulatory decision making.
Of course, even with such participation in preapproval reviews,
premarketing clinical trials would
have limited ability to identify uncommon adverse events. A safety
data set supporting a new drug
application for treatment of a
chronic disease typically includes
fewer than 3000 patients, some of
whom have had only a single exposure to the drug. Postmarketing
surveillance for adverse events and
ad hoc safety studies are therefore crucial, but although responsibility for these activities falls to
the OSE, all regulatory authority
remains with the division that approved the drug. In the postmarketing realm, the IOM committee
recommended establishing joint
regulatory authority, so that either
the OND or the OSE could take
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yet to recognize that the adoption
of such a culture would benefit
all stakeholders — industry, the
community of scientists, and most
important, the American public.
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