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Excessive Dosing of Tirofiban Common in Women

BY BRUCE JANCIN

Denver Bureau

DaLLAs — Women with acute coro-
nary syndrome treated with a platelet gly-
coprotein IIb/IIIa inhibitor are nearly four
times more likely than men to receive ex-
cess dosing—and that goes a long way to-
ward explaining their sharply increased risk
of major bleeding complications, Dr. Karen
P. Alexander said at the annual scientific ses-
sions of the American Heart Association.
She reported on 14,170 patients with
non-ST elevation acute coronary syn-
drome (ACS) who received an intravenous
platelet glycoprotein IIb/IlIa inhibitor dur-
ing 2004 at 400 U.S. sites participating in
the CRUSADE (Can Rapid Risk Stratifi-
cation of Unstable Angina Patients Sup-
press Adverse Outcomes With Early Im-
plementation of the American College of
Cardiology/AHA Guidelines) registry.

Women were
3.8-fold more
likely than men to
receive tirofiban
or eptifibatide in
excessive doses.

DR. ALEXANDER

The incidence of excess dosing, as de-
fined in the drug labeling, was 19.2%
among men and 46.4% in women. After
the investigators adjusted for age, heart
failure, diabetes, renal insufficiency, and
body mass index, women were 3.8-fold
more likely than men to receive tirofiban
or eptifibatide in excessive doses.

The incidence of major bleeding was
6.6% among men treated with a IIb/IIla
inhibitor and 14.1% among treated
women.

National guidelines recommend the use
of the IIb/Illa inhibitors in patients with
ACS because the drugs have been shown
to reduce mortality or MI. The package la-
beling for the drugs calls for dose adjust-
ment based on renal function. The excess
dosing problem results when physicians
rely on the serum creatinine level as a
guide to renal function, when in fact
serum creatinine is affected by body size.

A calculation of creatinine clearance
avoids this pitfall. It’s also the method of
adjustment for renal function specified in
the Physicians’ Desk Reference, which
calls for a dose reduction of tirofiban
when creatinine clearance is less than 30
cc/min and of eptifibatide at less than 50
cc/min, noted Dr. Alexander of Duke
University, Durham, N.C.

“This study goes beyond describing gen-
der-based differences in outcomes to sug-
gesting a possible way to improve them.
Specifically, correct dosing of IIb/Illa in-
hibitors is important in both sexes, but
women may afford a greater relative ben-
efit with appropriate dosing and safe use
than men,” she added.

Excess dosing didn’t explain all of the
difference in major bleeding between
treated men and women, because the ma-
jor bleeding rate among CRUSADE par-
ticipants with correct dosing of their

IIb/IIa inhibitor was 5.3% in men but
10.9% in women. Moreover, while men
subjected to excess dosing had a 13.2% in-
cidence of major bleeding, the rate was
18% in excessively dosed women. After in-
vestigators adjusted for gender differences
in age, systolic blood pressure, body mass
index, and heart failure, however, patients
of either gender exposed to excessive dos-
es of a IIb/Illa inhibitor had a 43% in-
creased relative risk of major bleeding.
The CRUSADE investigators undertook

this study in part because a metaanalysis
of six clinical trials involving the use of
IIb/IIIa inhibitors in ACS had suggested a
net clinical benefit in men but a net harm
in women.

AHA’s immediate past president, Dr.
Alice K. Jacobs, called the CRUSADE
analysis “an important study for those of
us who treat women with these agents and
are always worried about bleeding.

“A normal serum creatinine may be
misleading in a smaller patient. A serum

creatinine of 0.8 mg/dL—normal in a
man—might be indicative of abnormal re-
nal function in a woman, so we're in-
creasingly turning to creatinine clearance,”
added Dr. Jacobs, professor of medicine
and director of interventional cardiology
at Boston University.

CRUSADE is funded by Schering-
Plough Corp., with additional support
from Bristol-Myers Squibb/Sanofi Phar-
maceuticals Partnership, and Millenium
Pharmaceuticals Inc. m
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And Now for the Good News

ALL DAY STRONG

LEVE
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you can still provide
a strong and safe pain reliever for your patients with OA

Proven strength that lasts
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o ALEVE is the ONLY OTC brand pain reliever containing naproxen — with 12-hour dosing strength
* Vs ibuprofen, ALEVE provided significantly greater relief of nighttime OA pain*
Vs acetaminophen, ALEVE provided significantly greater relief of patient-reported morning stiffness*'

Established safety profile’

e More than 28 years of clinical experience as naproxen
e More than 550 million courses of therapy*

Share the good news with your patients. Recommend A'.M

SAFE AND STRONG. ALL DAY LONG.

* In a randomized, double-blind, placebo-controlled, 7-day study of 301 patients. Other measures of relief were comparable. ' In a randomized, double-blind, placebo-controlled, 7-day study of
303 patients. Based on patient assessments on Day 2. Other measures of relief were comparable. * Course of therapy defined as 2 tablets/day for 10 consecutive days.
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