The NEW ENGLAND
JOURNAL of MEDICINE

ESTABLISHED IN 1812 NOVEMBER 20, 2003

VOL.349 NO.21

Combination Antiretroviral Therapy
and the Risk of Myocardial Infarction

The Data Collection on Adverse Events of Anti-HIV Drugs (DAD} Study Group*

ABSTRACT

BACKGROUND

It remains controversial whether exposure to combination antiretroviral treatment in-
creases the risk of myocardial infarction.

METHODS

In this prospective observational study, we enrolled 23,468 patients from 11 previously
established cohorts from December 1999 to April 2001 and collected follow-up data
until February 2002. Data were collected on infection with the human immunodefi-
ciency virus and on risk factors for and the incidence of myocardial infarction. Relative
rates were calculated with Poisson regression models. Combination antiretroviral
therapy was defined as any combination regimen of antiretroviral drugs that included
a protease inhibitor or a nonnucleoside reverse transcriptase inhibitor.

RESULTS

Over a period of 36,199 person-years, 126 patients had a myocardial infarction. The
incidence of myocardial infarction increased with longer exposure to combination
antiretroviral therapy (adjusted relative rate per year of exposure, 1.26 [95 percent con-
fidence interval, 1.12 to 1.41]; P<0.001). Other factors significantly associated with
myocardial infarction were older age, current or former smoking, previous cardiovascu-
lar disease, and male sex, but nota family history of coronary heart disease. A higher to-
tal serum cholesterol level, a higher triglyceride level, and the presence of diabetes were
also associated with an increased incidence of myocardial infarction.

CONCLUSIONS

Combination antiretroviral therapy was independently associated with a 26 percentrel-
ative increase in the rate of myocardial infarction per year of exposure during the first
four to six years of use. However, the absolute risk of myocardial infarction was low and
must be balanced against the marked benefits from antiretroviral treatment.
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gree,28 and thus further follow-up of our cohort is
necessary to determine whether a substantial abso-
lute increase in morbidity and mortality from ther-

apy-related cardiovascular disease will emerge.?9:3¢
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ney), Ole Kirlk (Copenhagen), Andrew N. Phillips (London), and Jens D. Lundgren (Copenhagen); steering committee: J.D. Lundgren (chair),
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Ochoa, C. Beylot, M.S. Doutre, J.H. Bezian, J.E. Moreau, J.L. Taupin, C. Conri, J. Constans, P. Couzigou, L. Castera, H. Fleury, M.E. Lafon,
B. Masquelier, L. Pellegrin, P. Trimoulet, E. Moreau, C. Mestre, C. Series, A, Taytard. AHOD (Australia): Central coordination: M. Law, K. Pe-
toumenos; participating physicians: J. Anderson, J. Bal, A. Mijch, K. Watson, N. Roth, H. Wood, D. Austin, A. Gowers, D. Baker, R. McFar-
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