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TOPAMAX Tablets and TOPAMAX Sprinkle Capsules are indicated for adults for the 
prophylaxis of migraine headache. The usefulness of TOPAMAX in the acute 
treatment of migraine headache has not been studied.

  TOPAMAX is contraindicated in patients with a history of hypersensitivity to any 
component of this product. 

 IMPORTANT SAFETY INFORMATION

 TOPAMAX has been associated with serious adverse events, including:

• Hyperchloremic, non-anion gap metabolic acidosis—lowering of bicarbonate 
levels in the blood. Measurement of baseline and periodic serum bicarbonate is 
recommended.

• Acute myopia and secondary angle-closure glaucoma—patients should be 
cautioned to seek medical attention if they experience blurred vision or ocular pain.

• Oligohidrosis and hyperthermia—decreased sweating and increased body 
temperature, especially in hot weather. The majority of reports have been in children.

• Cognitive/psychiatric side effects including cognitive dysfunction, psychiatric/
behavioral disturbances including suicidal thoughts or behavior, and somnolence 
and fatigue.

  Most common adverse events associated with TOPAMAX 100 mg vs placebo were: 
 paresthesia, 51% vs 6%; anorexia,* 15% vs 6%; fatigue, 15% vs 11%; nausea, 
13% vs 8%; diarrhea, 11% vs 4%; weight decrease, 9% vs 1%; taste alteration, 
8% vs 1%.

  The possibility of decreased contraceptive effi cacy and increased breakthrough 
bleeding should be considered in patients taking combination oral contraceptive 
products with TOPAMAX.

  Patients should be instructed to maintain  an adequate fl uid intake in order to 
minimize the risk of renal stone formation.

 *Anorexia is defi ned as loss of appetite.
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GHRH Analogue Trims Visceral Fat in HIV Study
B Y  B E T S Y  B AT E S

Los Angeles  Bureau

L O S A N G E L E S —  Visceral adipose tis-
sue declined by 15% in HIV patients treat-
ed for 26 weeks with a growth hor-
mone–releasing hormone (GHRH) factor
analogue, while visceral fat in patients as-
signed to placebo increased 5%, Dr. Steven
Grinspoon reported at the 14th Confer-
ence on Retroviruses and Opportunistic
Infections.

“This was a very potent effect, a net
change of 20% versus placebo in 6
months,” said Dr. Grinspoon, director of
the Massachusetts General Hospital Pro-
gram in Nutritional Metabolism in Boston.

An “emerging consensus” of data sug-
gests that cardiovascular risk is substan-
tially elevated in patients with HIV, un-
derscoring the clinical importance of a
shift seen in the ratio of subcutaneous and
visceral fat in patients undergoing anti-
retroviral treatment, he said. These pa-
tients often have a reduction in subcuta-
neous fat, but a substantial increase in
visceral fat, which is a significant inde-
pendent predictor of cardiovascular risk.

In previous studies, growth hormone
has been shown to be efficacious in re-
ducing visceral fat, but its superphysiolog-
ic impact on glucose parameters and oth-
er side effects limit its clinical usefulness.

By contast, the agent used in this trial,
TH9507, is an analogue of a precursor
hormone to growth hormone that ac-
complishes visceral fat reduction “in a
more gentle physiological way,” Dr. Grin-
spoon said.

The phase III, multicenter, double-blind
trial randomized 412 HIV patients on sta-
ble triple therapy to receive one daily sub-
cutaneous injection of 2 mg TH9507 (275
patients) or placebo (137 patients) for 6
months. Approximately 19% of the study
participants had type II diabetes or glucose
intolerance at baseline. Lipid-lowering
agents were permitted.

Not unexpectedly, roughly 20% of study
subjects failed to complete the trial, but
the numbers of dropouts were compara-
ble between treatment arms and the re-
sults were calculated using an intent-to-
treat analysis.

The patients’ percentage of visceral ab-
dominal tissue was measured by comput-
ed tomography at the L4-L5 level. Sec-
ondary and safety end points included
measurements of participants’ lipid pro-
files, insulin-like growth factor 1 (IGF-1),
and glucose and insulin metabolism.

The absolute 15% reduction in visceral
fat was equivalent to a 3-cm reduction in
waist size—“a pants size,” Dr. Grinspoon
said, in spite of the fact that patients did
not lose weight.

In addition to the improvement in vis-
ceral fat, trunk fat as measured by dual-en-
ergy x-ray absorptiometry also improved
significantly in patients receiving TH9507,
compared with patients receiving placebo
(–1.0% change vs. 1.6% change, respec-
tively; P less than 0.001).

Lipid levels were measured as well. “We
saw positive effects across all lipid cate-
gories,” he said, noting a particularly ro-
bust mean 18% change in triglycerides.

Mean IGF-1 levels increased by 81%
among patients receiving the growth hor-
mone precursor analogue and decreased
by 5% among patients receiving placebo.

In sharp contrast to the effect of growth
hormone, TH9507 did not precipitate
changes in fasting glucose, 2-hour post-
prandial glucose, or insulin.

“It is much more tolerated, yet you get
the same bang for the buck, a 15%-20% re-
duction in visceral fat, and improvements
across lipids,” he said at the meeting, also

sponsored by the Foundation of Retrovi-
rology and Human Health.

The two most common side effects—
headache and arthralgias—were seen
equally in treatment and placebo patients.
However, more patients receiving TH9507
discontinued treatment because of ad-
verse effects. Notably, six patients in the ac-
tive treatment arm developed a rash, most
often after 4 months of treatment, and one
developed associated sweating, tachycar-
dia, and shortness of breath.

These patients were “treated with Be-
nadryl and did fine,” but were released
from the study as a precaution, Dr. Grin-
spoon said. A confirmatory study cur-
rently underway in Europe will also ex-
plore the durability of effects following
discontinuation of the drug, which has not
received FDA approval.

Dr. Grinspoon disclosed that he is an in-
dependent investigator and consultant to
Theratechnologies Inc., of Montreal,
manufacturer of TH9507. ■


