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I EDITORIALS

Editorials represent the opinions
of the authors and THE JOURNAL and not those of
the American Medical Association.

The Safety of New Medicines
The Importance of Asking the Right Questions

Alastair J. J. Wood, MD

HE ARTICLE IN THIS ISSUE OF THE JOURNAL BY

Friedman and colleagues' at the US Food and Drug

Administration (FDA) explores the important ques-

tion: “Has the number of drug withdrawals in-
creased since the passage of the Prescription Drug User Fee
Act?” This question was stimulated by an apparent spate of
recent removals—5 drugs in 1 year. However, when the data
were analyzed, not by the year of drug removal but by the
year of drug entry into the market, the clustering of cases
was not apparent. This finding is reassuring as it does not
support previous criticism of the changes that followed the
passage of the legislation. The rejection of 1 hypothesis should
be viewed as a challenge to the scientific community and
the FDA to enter into a public discussion to define what can
be learned from the removal of these drugs and can be used
to prevent, or more realistically, minimize the risk of fu-
ture unnecessary exposure of patients to adverse drug events.
Information on the 5 drugs withdrawn given in Table 7 of
the article by Friedman et al' suggests that such a discus-
sion would be productive.

Several conclusions are readily apparent from these data.
First, a staggering 19.8 million patients (almost 10% of the
US population) were estimated to have been exposed to these
5 drugs before their removal. Second, none of the drugs was
indicated for a life-threatening condition nor, in many cases,
were they the only drugs available for that indication. There
are many unanswered questions about these drug withdraw-
als, which if investigated and answered would help to im-
prove drug safety. For example, in the 11 months that brom-
fenac was available, it is remarkable that physicians prescribed
this new nonsteroidal, known to elevate liver enzymes, to 2.5
million patients with acute pain, even though many well-
tested similar drugs were available. How could a nonsteroi-
dal for the treatment of pain, with a restriction that patients
take it for no more than 10 days, be cost-effective for a phar-
maceutical manufacturer to market? Why did the drug cause
hepatotoxic effects? In the case of fenfluramine, an impor-
tant question remains: despite more than 9 million patients
having received this agent, why is the incidence of drug-
associated valvular heart disease, initially reported to be 35%,”
still not clear?*” Also, the rationale for not withdrawing ter-

See also p 1728.
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fenadine from the market as soon as researchers clearly iden-
tified it as causing deaths® has not been explained. It is sur-
prising that terfenadine was removed from the market, not
when the adverse effects were identified, but after the manu-
facturer had developed a new product to substitute for it.

That a drug may not be labeled for use in the manner that
patients may use it when the adverse event occurred is not
reassuring. Friedman et al state that fenfluramine’s use in the
“fen-phen” combination was an “off-label use” and was used
for 1 year longer than the FDA had approved.! They also state
that “Mibefradil’s original labeling described . . . harmful inter-
actions.” But after patient deaths,” Friedman et al stated that
“the FDA [had] strengthened the labeling and issued a public
warning . . . after several patients experienced serious adverse
events.”! Because bromfenac produced significant elevations
in liver enzymes in trials submitted to the FDA prior to
its approval, the “labeling emphasize[d] short-term
use . . . and recommend[ed] monitoring hepatic enzymes.”*
After hepatic failure was reported, the labeling was changed
“to strengthen the warning of potential adverse hepatotoxic
effectsand to emphasize . . . short-term (less than 10 days) use.”

Introducing unreasonable requirements for postmarket-
ing safety monitoring, such as frequent liver function tests
for anonsteroidal anti-inflammatory drug, transfers the costs
and responsibilities from the drug manufacturer to the pa-
tients, the prescribers, and the insurance companies. Such
costs should be shouldered by the manufacturers as a drug
undergoes the development process. When do serial liver
function tests to monitor the safety of a new nonsteroidal
or oral hypoglycemic (with no formal reporting require-
ments) become an unreasonable imposition on patients and
their physicians? Belief in the ability of such restrictive la-
beling to protect the public should have been severely shaken
by these examples and by the evidence that even the ex-
traordinarily stringent labeling and other educational safe-
guards included with the teratogenic antiacne preparation
isotretinoin (Acutane) are not followed.'*!

Drug safety will improve only when it is viewed as a co-
operative venture between regulator, industry, and pre-
scriber, when all parties are prepared to engage in open dia-
logue so they may learn from the past with a view toward
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improving the future. The drug development process is both
costly and enormously complex. When problems arise, they
are unlikely to yield to overly simplistic examination. After
amarketed drug is withdrawn or development of a new drug
is terminated because of adverse toxic effects, an open pub-
lic attempt to define what happened and why is an impor-
tant element in improving the drug development and safety
monitoring process. Previous proposals have included the
establishment of an independent drug safety board,'? analo-
gous to the National Transportation Safety Board, which in-
vestigates airline crashes; however, such an open dialogue
could also take place immediately under the auspices of the
scientific societies dedicated to the affected discipline.
Physicians have a major role in the prevention of adverse
drug reactions and should resist marketing pressures to pre-
scribe new and potentially more toxic drugs in preference to
prescribing well-established safer drugs. The majority of the
adverse reports that the FDA receives come from drug manu-
facturers. Therefore, most of these reports are available to the
manufacturer before the FDA. Drug manufacturers have a re-
sponsibility to analyze these reports thoughtfully and to act
on their conclusions and not just to focus on delivering their
reports to the FDA in a timely fashion. Manufacturers should
behave responsibly in the promotion of new drugs for which
toxicity is, by definition, currently unknown. To encourage
such responsibility direct to consumer advertising should be
permitted only for drugs that have undergone a monitored post-
marketing testing process that would include a sufficient num-
ber of patients to provide adequate confidence in their safety
for widespread clinical use. This step could help prevent the
excessively rapid uptake of new drugs at a rate that exceeds
the capacity available to review their safety in practice.
These issues do not attempt to catalog all of the unan-
swered questions surrounding these drug withdrawals; there

are many more. However, they illustrate the point that only
by approaching each drug withdrawal as a learning opportu-
nity for everyone—regulator, manufacturer, prescriber, and
the public—can another 20 million Americans be prevented
from being exposed to drugs that will then be removed from
the market. We must use the attention focused on the recent
drug withdrawals to galvanize all who are stakeholders in drug
safety to initiate a new open dialogue, evaluating the roles and
responsibilities of the manufacturer, the FDA, and the pre-
scribers in improving and monitoring drug safety.
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JAMA-EXPRESS: Rapid Peer Review

and Publication

Margaret A. Winker, MD
Phil B. Fontanarosa, MD

APID DISSEMINATION OF RESULTS OF HIGH-QUALITY
scientific investigations is desirable and now pos-
sible, prompting editors and researchers to exam-
ine ways to reduce the time from completion of a
study to publication of the results.! Delays from study
completion to article publication can occur at many stages,
including by researchers in submitting the manuscript,* by
editors and peer reviewers during editorial evaluation and
peer review, by authors during manuscript revision, and by
limitations imposed by journal space and frequency of pub-
lication.? JAMA has made many efforts to minimize the de-
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lay, with an average turnaround from submission to pub-
lication of 180 days and acceptance to publication of 60 days.
For an article of substantial public health importance, how-
ever, even this time may be too long. Two journals have re-
cently announced fast-track processing of manuscripts.*?
JAMA has had a rapid review and publication option for
selected manuscripts available for some time. For ex-
ample, a report of fatal adverse drug events with mibefradil
was released and full text was posted on the JAMA Web site
3 days after acceptance and published in THE JOURNAL 3
weeks after acceptance.® With the speed of communication
afforded by the Internet both before and after publication,
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