JULY 2009 « WWW.CLINICALENDOCRINOLOGYNEWS.COM

Drug Combo Leads to Significant Weight Loss

BY DOUG BRUNK

NEw ORLEANS — An investigation-
al oral agent that combines naltrexone
and bupropion produced clinically mean-
ingful weight loss at 56 weeks, results
from a multicenter phase III trial showed.

Bupropion is a norepinephrine-dopa-
mine reuptake inhibitor that is approved
for the treatment of depression and
smoking cessation, while naltrexone is an

achieved a weight loss of 15% or more
(29% vs. 11%).

The overall discontinuation rate due to
adverse events was 26% in the treatment
group, compared with 13% in the place-
bo group. The most frequent adverse
events were nausea (34% in the treat-
ment group vs. 11% in the placebo
group), headache (24% vs. 18%), and
constipation (24% vs. 14%).

“Nausea had a fairly rapid onset in

participants, was generally mild or mod-
erate, and tended to resolve in the first 4
weeks, and in most patients by 12
weeks,” noted Dr. Wadden, professor of
psychology in psychiatry at the Universi-
ty of Pennsylvania. “But there were some
isolated cases that went further out.”
The most frequent psychiatric adverse
events reported were insomnia (9% in
the treatment group vs. 6% in the place-
bo group), anxiety (5% vs. 4%), sleep

OBESITY

disorder (2% vs. 3%), and depressed
mood (2% vs. 4%).

Two serious cases of cholecystitis oc-
curred in the treatment group and were
believed to be triggered by rapid and sig-
nificant loss of body weight.

Dr. Wadden disclosed that he is ad-
viser to Orexigen Therapeutics Inc.,
which funded the study, as well as to
Merck & Co., Novo Nordisk Inc., and
Vivus Inc. |

opioid antagonist that is approved for al-
cohol and opioid dependence.

The investigational agent, known as
Contrave (Orexigen Therapeutics Inc.,
San Diego), combines the two drugs and
targets hunger, fullness, and reward cen-
ters in the brain that control the balance
of food intake and energy expenditure,
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Patients in the
treatment group
lost 9.3% of their
body weight,
compared with a
5.1% loss in the
placebo group.

DR. WADDEN

Thomas A. Wadden, Ph.D., said at the
annual scientific sessions of the Ameri-
can Diabetes Association.

Pending results from three additional
phase III clinical trials expected to be an-
nounced in late 2009, Orexigen is on
track to submit a New Drug Application
to the Food and Drug Administration in
the first half of 2010.

Dr. Wadden, a psychologist who di-
rects the Center for Weight and Eating
Disorders at the University of Pennsyl-
vania, Philadelphia, and his coinvestiga-
tors enrolled 793 patients with a body
mass index between 27 kg/m? and 45
kg/m? at nine sites in the United States.
They studied the safety and efficacy of
naltrexone/bupropion in patients who
received intensive behavioral modifica-
tion in the form of 28 group sessions that
provided diet and exercise counseling.

Of the 793 patients, 591 were ran-
domized to the study drug, which con-
sisted of 32 mg of naltrexone and 360 mg
bupropion per day, while 202 were ran-
domized to placebo. The coprimary end
points were percentage change in body
weight and the proportion of patients
who achieved a 5% loss of weight.

The mean age of patients was 46
years, 90% were female, 70% were white,
and their mean BMI was 37 kg/m?.

Overall, 460 patients (58%) completed
the study. At 56 weeks, a modified intent-
to-treat analysis showed that patients in
the treatment group lost 9.3% of their
body weight, compared with a loss of
5.1% in the placebo patients, a statisti-
cally significant difference.

In addition, significantly more patients
in the treatment group than in the place-
bo group achieved a weight loss of 5% Q
or more (66% vs. 42%, respectively). A
similar pattern was seen for those who
achieved a weight loss of 10% or more
(42% vs. 20%) and for those who

How “real world” is your patients’ rapid-acting insulin?
Can it withstand temperatures up to 86°F?
Does it require refrigeration after it's been opened?
Does it have a low risk of clogs in the pump reservoir and distal tubing?'

Your patients should benefit from their insulin therapy—not cater to it.
For a stable rapid-acting mealtime insulin, consider NovoLog®.

Novolog® is an insulin analog indicated to improve glycemic control in adults and children with diabetes mellitus.
Important safety information

Novolog® is contraindicated during episodes of hypoglycemia and in patients hypersensitive to NovoLog® or one of its excipients.
NovolLog® has a more rapid onset and shorter duration of action than regular human insulin. An injection of NovolLog® should be
immediately followed by a meal within 5 to 10 minutes. Because of the short duration of action of NovolLog®, a longer-acting insulin
also should be used in patients with type 1 diabetes and may be needed in patients with type 2 diabetes. When used in an external
subcutaneous insulin infusion pump, NovoLog® should not be mixed with any other insulin or diluent. Hypoglycemia is
the most common adverse effect of all insulin therapies, including NovoLog®. The timing of hypoglycemia usually reflects the time-
action profile of the administered insulins. Any change of insulin dose should be made cautiously and only under medical supervision.
Glucose monitoring is recommended for all patients with diabetes and is particularly important for patients using external pump
infusion therapy. As with all insulin preparations, the time course of action of NovoLog® may vary in different individuals or at
different times in the same individual and is dependent on many conditions, including injection site, local blood supply, temperature,
and level of physical activity. Severe, life-threatening generalized allergy, including anaphylactic reaction, may occur with any insulin
product, including NovoLog®. Adverse reactions observed with NovoLog® include hypoglycemia, allergic reactions, local injection site
reactions, lipodystrophy, rash, and pruritus. Insulin, particularly when given intravenously or in settings of poor glycemic control, may
cause hypokalemia. Like all insulins, NovoLog® requirements may be reduced in patients with renal impairment or hepatic impairment.

Please see brief summary of Prescribing Information on adjacent page.

For more information, visit novomedlink.com/Novolog.
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