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The Lessons of Vioxx

To THE EpiTor: With regard to the Perspective arti-
cle by Representative Waxman (June 23 issue),?
Merck initiated the Vioxx Gastrointestinal Outcomes
Research (VIGOR) study to evaluate the gastroin-
testinal safety of Vioxx as compared with naprox-
en and sought a change in the Food and Drug Ad-
ministration (FDA) label on the basis of its results.
The cardiovascular results of this study were widely
discussed on television, in newspapers, and in med-
icaljournals. Until the FDA label change, and con-
sistent with Merck’s long-standing policies, Merck
instructed its sales force not to initiate discus-
sions about VIGOR but to submit physicians’ ques-
tions about the cardiovascular profile of Vioxx to
Merck’s Medical Services department. The staff of
this department provided detailed information
about VIGOR and the cardiovascular safety of Vioxx
in response to more than 100,000 physicians’ re-
quests.

Waxman also selectively describes the training
of Merck’s professional representatives and the
materials provided to physicians. Our representa-
tives were instructed to present a balanced descrip-
tion of the risks and benefits of Vioxx that were ful-
ly consistent with the FDA-approved label and our
understanding of the cardiovascular risks associat-
ed with Vioxx.

Most important, Waxman fails to provide the
context of Merck’s marketing efforts — Merck’s
belief in the safety profile of Vioxx and its benefits.
Merck’s marketing of Vioxx was informed by all
available clinical and scientific data. The data avail-
able at the time of VIGOR entailed the combined
analysis of randomized, controlled clinical trials in-
volving more than 28,000 patients that showed no
increased cardiovascular risk with Vioxx as com-
pared with placebo or nonsteroidal antiinflamma-
tory drugs (NSAIDs) other than naproxen.

Itis largely as a result of Merck’s postmarketing
studies of Vioxx — including the Adenomatous
Polyp Prevention on Vioxx trial that led to our vol-
untary withdrawal of the drug — and our commu-

nication of the results that we informed an impor-
tant scientific discussion regarding the risks and
benefits of the entire class of medications. This dis-
cussion has led the FDA to conclude that all NSAIDs
may present cardiovascular risks. That is the les-
son learned from Vioxx. In considering broader FDA
policy issues, neither Congress nor the American
public should be led astray by misleading charac-
terizations of Merck’s activities or of the underly-
ing science.

Kenneth C. Frazier, J.D.
Merck
Whitehouse Station, NJ 08889
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REPRESENTATIVE WAXMAN REPLIES: Frazier argues
that Merck’s instructions to sales representatives
for talking to doctors about Vioxx were “consistent
with Merck’s long-standing policies.” Yet he does
not explain why these policies permitted mention
of Vioxx’s gastrointestinal benefits in the VIGOR
study but not of its cardiovascular risks.

Frazier defends Merck’s flawed cardiovascular
analysis of preapproval studies, which was mailed
to thousands of physicians and featured in market-
ing materials, as “fully consistent with the FDA-
approved label.” In fact, the analysis was not men-
tioned on the label and actually was rejected by the
FDA for inclusion in the label.* An FDA official told
Congress that Merck’s depiction of Vioxx as safer
than the alternatives was “scientifically inappropri-
ate” and “ridiculous.”?

Merck deserves credit for conducting additional
studies. But while those studies were ongoing, the
company did not fairly present available evidence
to doctors. It is telling that the company still relies
on its 28,000-patient meta-analysis. In February
2001, the FDA found this analysis to have “serious
methodological limitations.”3

Drug advertisements for consumers are receiv-
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ing increased scrutiny. The lesson of Vioxx is that
industry marketing to physicians deserves atten-
tion too.

Henry A. Waxman, J.D.

U.S. House of Representatives
Washington, DC 20515
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Medical Mystery: Abdominal Pain — The Answer

To THE ebiTor: The Medical Mystery in the August
4 issue® involved a 40-year-old man who present-
ed with a four-day history of pain in the left upper
quadrant of the abdomen, accompanied by fatigue,
fever, sweating, and sore throat. A computed to-
mographic scan was obtained; it revealed multi-
ple splenic infarcts (Fig. 1) due to acute infectious
mononucleosis. Laboratory studies on admission
showed an elevated white-cell count (13,800 per
cubic millimeter) with 51 percent lymphocytes,
31 percent of which were atypical, as well as the fol-
lowing abnormal liver-function values: aspartate
aminotransferase, 123 U per liter; alanine amino-
transferase, 244 U per liter; alkaline phosphatase,
216 U per liter; and total bilirubin, 0.9 mg per deci-
liter (15.4 pmol per liter). Transthoracic echocar-
diography revealed no abnormalities, and blood cul-
tures showed no growth. An initial monospot test
was negative, as were serologic studies for cyto-
megalovirus and hepatitis A, B, and C viruses. At
a follow-up visit with a primary care physician one
week later, a repeated monospot test was positive,
and a polymerase-chain-reaction analysis for Ep-
stein—Barr virus DNA from the previous week was
found to be positive.

Persons with acute infectious mononucleosis,
often called “the kissing disease” because of its
spread among adolescents by salivary contact, typ-
ically present with the triad of exudative pharyngi-
tis, lymphadenopathy, and splenomegaly; splenic
rupture or splenic infarction is a possible compli-
cation. The monospot test detects heterophil anti-
bodies thatare presentin 90 percent of patients with
acute infectious mononucleosis, but the test may
require up to three weeks to become positive.

Primary infection with the Epstein—Barr virus in
older persons is often associated with liver-func-

Figure 1. Computed Tomographic Scan of the Abdomen.

The arrow indicates an area of splenic infarction.

tion abnormalities. The patient in the current case
may have contracted the infection from a new sex
partner within the past 10 months. His liver-func-
tion values normalized over the next few months,
and he had a full recovery.

Karen M. Kim, M.D.

Tufts University School of Medicine
Boston, MA 02111

Richard I. Kopelman, M.D.

Tufts—New England Medical Center
Boston, MA 02111

Editor’s note: We received 1030 responses to this
Medical Mystery from 73 countries. Forty-six per-
cent of the respondents, many of whom specifi-
cally noted the splenic infarct, correctly identified
acute Epstein—Barr virus infection. Twenty-eight
percent correctly identified a splenic infarct but
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