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Contrave is the latest in a long line of weight loss drugs. All
of the 7 drugs below, once approved for weight reduction,
had severe cardiovascular side effects and were banned or
delisted for weight loss.

Year Approved Year Taken Off Serious Adverse
Market Effects

Thyroid Hormone 1893 1949 Hyperthyroidism
(which includes
cardiac effects)’

Amphetamine Known cardiovascular
toxicity

Aminorex Pulmaonary
Hypertension?

Fenfluramine Heart Valve
Insufficiency and
Primary Pulmonary
Hypertension*

Phenylpropanclamine Hemoarrhagic Stroke'

Ephedra Heart Attack and
Stroke®

Sibutramine Heart Attack and
Stroket
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Bupropion:
Adverse Effects

Bupropion: Seizures

The recommended daily maintenance dose of
Contrave contains 360mg of bupropion. The incidence
of seizures for bupropion alone is estimated to be 4
per 1,000.*

With millions of new people likely to receive this drug,
if approved, this could represent an enormous burden
of new disease.

(Two seizures occurred in Contrave patients, none in
patients getting a placebo)
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Bupropion:
Cardiovascular Effects

 Blood Pressure:

“In clinical practice,
, requiring acute treatment, has
been reported in patients receiving

bupropion...” (Label)

» Heart Rate:

In a randomized-controlled trial’, bupropion
caused a significant increase in heart rate of

at doses of 300mg/day or
more.

Arandomized, double-blind, placebo-comtrolledstudy of the effect ofSistained-Reles  Bupropion on blood pressure in individuak withmild umreated hyperters ion.J Clin Psychophamacol

Bupropion has documented effects on blood pressuténeart rate. As the Label points
out...






Contrave caused higher rates of elevated systadipressure, rapid heart rate and
palpitations in the Phase Il trials.



Similarly, prior to approval, Sibutramine had tlzere three increases in these
cardiovascular risk factors. These were the readmidoth the Medical Officer and
Advisory Committee were opposed to approving theydat the time.



This was one of 3 myocardial infarctions in thoseeiving Contrave. In this case, the



FDA Reviewer noted that “...it is concerning that systolic blood pressure increased
despite significant weight loss”.






After the ban of Sibutramine in the UK, an editbstated that...



