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Drug, Lifestyle Combo Promotes Weight Loss

BY MIRIAM E. TUCKER

Senior Writer

ramlintide treatment combined
Pwith lifestyle intervention resulted

in sustained weight loss at 12
months in a single-blind, placebo-con-
trolled extension study.

Pramlintide (Symlin) is an injectable
synthetic analogue of human amylin, a
peptide hormone that is naturally cose-
creted with insulin in response to meals.
Pramlintide has been shown to reduce
caloric intake and promote weight loss in
obese individuals.

The drug has been approved for the
treatment of type 1 and type 2 diabetes
and is currently under investigation by its
manufacturer Amylin as a potential treat-
ment for obesity.

In the company’s initial 4-month ran-
domized, double-blind, placebo-controlled
dose-escalation study conducted at 24 cen-
ters, 411 obese subjects were randomized to
receive placebo
three times daily
or pramlintide
in doses of 120,
240, or 360 mcg
either two or
three times dai-
ly. (Those par-
ticipants  ran-
domized  to
twice-daily

In the 8-month
single-blind
extension, all of
the pramlintide
subjects except
for the lowest
dose (120 mcg)
either maintained ~ pramlintide re-
. . ceived placebo
their weight or at midday

continued to lose, ~ meals) All sub-
jects participat-

ed in a lifestyle intervention program in
which they were encouraged to reduce
their caloric intake by 500 kcal/day and to
increase their steps to 10,000/ day with the
aid of a digital pedometer.

Subjects were nondiabetic adults aged
18-70 years with a body mass index be-
tween 30 and 50 kg/m?* and waist cir-
cumference greater than 102 cm for men
and greater than 88 cm for women. Of 270
patients who were evaluable at 4 months,
77% opted to participate in a single-blind
8-month extension of the initial study that
included continuation of the lifestyle in-
tervention. There were 146 evaluable sub-
jects at the end of 12 months, Dr. Steve R.
Smith and his associates reported in Dia-
betes Care (2008;31:1816-23).

At 4 months, weight loss in the evalu-
able pramlintide groups ranged from 3.9
to 5.7 kg, compared with 2.6 kg in the
placebo group. The results were signifi-
cant for the 120-mcg b.i.d. and 360-mcg
tid. and b.id. groups, compared with
placebo. Within those arms, 44%-47% of
evaluable participants achieved a weight
loss of 5% or greater, compared with just
28% of the placebo participants. Reduc-
tions in weight appeared to be dose-de-
pendent for the pramlintide twice-daily
but not the thrice-daily arms, said Dr.
Smith, of the Pennington Biomedical Re-
search Center, Baton Rouge, La.

In the 8-month single-blind extension,
most of the placebo subjects gained
weight while all the pramlintide subjects

except for the lowest dose (120 mcg) either
maintained their weight or continued to
lose. Excluding that one group, weight loss
from baseline to month 12 ranged from
6.0 to 7.9 kg among the evaluable subjects,
compared with 1.1 kg with placebo.
Weight loss was statistically significant for
the thrice-daily 120-, 240- and 360-mcg
groups and the twice-daily 360-mcg group.
In those arms, 41%-65% achieved weight
loss of 5% or greater from baseline to 12

months, compared with just 18% in the
placebo group.

Similar to the 4-month results, reduc-
tions at 8 months in weight appeared to be
dose dependent for the twice-daily but not
thrice-daily arms, the researchers said.

Pramlintide was generally safe and well-
tolerated, with no novel safety concerns
identified. Nausea was the only adverse
event, occurring in 5% or more of study
subjects and more frequently than with

placebo, and was the reason for with-
drawal in 12 participants. At 4 months, the
incidence of nausea ranged from 9% for
the 240-mcg t.i.d. group to 29% in the 360-
mcg t.i.d. group, versus 2% with placebo.
Nausea was generally mild to moderate
and decreased over time. Weight loss was
dissociated from nausea, as subjects who
did not report nausea achieved body
weight reductions similar to those in the
overall study population, they said. |
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* Most common side effects include drowsiness, dizziness, and headache.

Please see brief summary of Prescribing Information on next page.
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In the treatment of acute, painful musculoskeletal conditions...

* SOMA® (carisoprodol) is indicated for the relief of discomfort associated with acute, painful musculoskeletal conditions in adults.
SOMA should be used for short periods (up to 2 or 3 weeks) because adequate evidence of effectiveness for more prolonged use
has not been established and because acute, painful musculoskeletal conditions are generally of short duration.

* Since the effects of SOMA and CNS depressants (including alcohol) or psychotropic drugs may be additive, appropriate caution
should be exercised with patients who take more than one of these agents simultaneously. In postmarketing experience with
SOMA, cases of dependence, withdrawal, and abuse have been reported with prolonged use. SOMA should be used with caution
in addiction-prone patients. There have been postmarketing reports of seizures in SOMA-treated patients, with most cases having
occurred in the setting of multiple drug overdoses.



