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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 efficacy and increased breakthrough 
bleeding should be considered in patients taking combination oral contraceptive 
products with TOPAMAX.

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

*Anorexia is defined as loss of appetite.
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Western Diet
Tied to Colon
Cancer Return

B Y  M A RY  A N N  M O O N

Contributing Writer

Colon cancer patients who eat a typ-
ical Western diet seem to have triple
the risk of recurrence, compared

with those who don’t follow a Western diet.
After a potentially curative resection of

stage III colon cancer and adjuvant
chemotherapy, a diet replete with sweets,
french fries, refined grains, and red and
processed meats “may facilitate a milieu
that allows residual microscopic disease to
proliferate and spread,” Dr. Jeffrey A. Mey-
erhardt of the Dana-Farber Cancer Insti-
tute, Boston, and his associates said.

Some studies have examined the influ-
ence of diet and other lifestyle factors on
the development of colon cancer, but few
have addressed diet’s influence in patients
with established colon cancer. The investi-
gators assessed the effect of two distinct di-
etary patterns—a typical Western diet ver-
sus what the investigators termed a
“prudent” diet that included greater in-
takes of fruits, vegetables, legumes, fish,
poultry, and whole grains—in 1,009 adult
subjects who were already participating in
a National Cancer Institute trial comparing
different chemotherapy regimens.

The subjects had undergone complete
surgical resection of the primary tumor in
1999-2001, and had regional lymph node
metastases but no distant metastases. Their
diets were assessed midway through the ad-
juvant chemotherapy. They were followed
for a median of 5 years; a total of 324 de-
veloped a recurrence during follow-up.

Greater intake of a Western diet was as-
sociated with recurrence and cancer mor-
tality. Patients in the highest quintile of the
Western dietary pattern were three times
more likely to develop recurrence and die
from cancer than those in the lowest quin-
tile of the pattern, the authors said ( JAMA
2007;298:754-64). There was no association
between the prudent diet and risk of can-
cer recurrence or mortality. 

The deleterious effect of the typical
Western diet was not significantly modi-
fied by patient age, gender, body mass in-
dex, or level of physical activity. ■

Hazard Ratios of Cancer 
Recurrence or Death

In Patients With 
Colon Cancer

Source: JAMA
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FDA: PPIs Pose No Increased Heart Risks
B Y  J O H N  R . B E L L

Associate  Editor

New data supplied by AstraZeneca,
maker of the prescription proton

pump inhibitors Prilosec (omeprazole)
and Nexium (esomeprazole), do not sug-
gest that either drug increases cardio-
vascular event risks in patients with se-
vere gastroesophageal reflux disease,
according a preliminary conclusion an-
nounced by the Food and Drug Admin-
istration.

Physicians and other providers should
not change their prescribing practices for
either drug, the agency said.

The new information contradicts ear-
lier data from two small, ongoing studies
that the company provided to the FDA
earlier this year. These data suggested
that patients who took either drug were
at increased risk for cardiovascular events,
including myocardial infarction and heart
failure. The agency did not issue a safety
warning at that time.

In a teleconference and in the FDA’s

first-ever “early communication” state-
ment, the agency noted that the in-
creased cardiovascular risk seen in As-
traZeneca’s two initial trials was likely
caused by older patient age and more
extensive history of heart problems in
patients who received either drug for
treatment of GERD, compared with pa-
tients who instead underwent surgery
for their disease. 

Dr. Paul Seligman, associate director
for safety policy and communication in
the agency’s Center for Drug Evaluation
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Important
Avoid confusion with Toprol-XL® (metoprolol succinate)
by spelling out TOPAMAX® (topiramate) on your prescription.
Toprol-XL is a registered trademark of the AstraZeneca
group of companies.
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Managing Migraines
may require more than 

a quick fix.

Ask how frequent, disruptive migraines may impact her 
both during and between attacks. Choose TOPAMAX to 
help reduce migraine frequency.1,2

Please see brief summary of full Prescribing Information 
on following pages.

S e p t e m b e r  1 ,  2 0 0 7   •   w w w. f a m i l y p r a c t i c e n ew s . c o m Digestive Disorders 35

and Research (CDER), said, “The results
from the study of Prilosec and analyses
from an ongoing study of Nexium raised
concerns that long-term use of Prilosec or
Nexium may have increased the risk of
heart attacks, heart failure, or heart-relat-
ed sudden death in those patients taking
either one of the drugs, compared to pa-
tients who received surgery.”

The company has since provided the
agency with additional follow-up data
from the original two studies, as well as
data from 14 additional studies, 4 of which
were placebo controlled. Despite the
agency’s earlier concerns, the new data in-
dicate that many patients who had been

randomly assigned to undergo surgery
dropped out before the planned proce-
dure, leaving a younger, healthier group of
patients in the surgery group. “Upon ini-
tial examination and review of all available
data that we have to date, the FDA has
concluded preliminarily that these data do
not suggest an increased risk of heart
problems in patients treated with either of
these products.”

The FDA has been in contact with its
counterparts in the United Kingdom, Aus-
tralia, New Zealand, and Canada, where
similar reviews are taking place. Data from
these independent reviews support the
FDA’s preliminary findings, he said.

He added that the new announcement
will not result in any changes to direct-to-
consumer advertising for either drug. As to
whether manufacturers of other PPIs
would be asked for additional data on their
products, the agency is “in the process of
accumulating as much data as we can
about all of these products,” he said.

Dr. Seligman also noted that the com-
munication does not apply to the over-the-
counter version of omeprazole, Prilosec
OTC, manufactured by Procter & Gamble.

Dr. Julie Beitz, director of CDER’s Of-
fice of Drug Evaluation III, said that spe-
cific information on what conditions were
controlled for and what type of statistical

analysis was conducted for any of the
studies will be available upon completion
of the agency’s safety review of both
drugs. That should occur in early No-
vember, Dr. Seligman said.

The early communication statement is
available at www.fda.gov/cder/drug/ear-
ly_comm/omeprazole_esomeprazole-
htm. Early-communication statements
will not replace the public-health advi-
sories that have been issued periodically
beginning 2 years ago or the FDA’s health
care provider statements, Dr. Seligman
said. He said that their introduction at this
time did not result from the FDA’s recent
actions regarding Avandia. ■




