
Relax, we’ve got
painful muscle spasm 
under control.

AMRIX (Cyclobenzaprine Hydrochloride Extended-Release Capsules) is indicated as an adjunct to rest and physical therapy for relief of muscle spasm associated 
with acute, painful musculoskeletal conditions. Improvement is manifested by relief of muscle spasm and its associated signs and symptoms, namely, pain, 
tenderness, and limitation of motion. AMRIX should be used only for short periods (up to 2 or 3 weeks) because adequate evidence of effectiveness for 
more prolonged use is not available and because muscle spasm associated with acute, painful musculoskeletal conditions is generally of short duration 
and specific therapy for longer periods is seldom warranted. AMRIX has not been found effective in the treatment of spasticity associated with cerebral 
or spinal cord disease or in children with cerebral palsy. 

AMRIX is contraindicated in patients who are hypersensitive to any of its components. AMRIX is contraindicated with concomitant use of monoamine oxidase 
(MAO) inhibitors or within 14 days after their discontinuation. AMRIX may have life-threatening interactions with MAO inhibitors. AMRIX is contraindicated 
during the acute recovery phase of myocardial infarction; in patients with arrhythmias, heart block conduction disturbances, or congestive heart failure; or in 
patients with hyperthyroidism. AMRIX may enhance the effects of alcohol, barbiturates, and other CNS depressants. AMRIX should not be used in elderly 
patients or in patients with impaired hepatic function. 

In clinical trials, the most commonly reported adverse reactions (≥3%) with AMRIX were dry mouth, dizziness, fatigue, nausea, dyspepsia, and constipation.

Please see brief summary of full prescribing information on the following page.
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Once-daily AMRIX…the proven efficacy of
 cyclobenzaprine with low rates of somnolence.1
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Fitness Sharply Cut Death in High-BMI Diabetics
B Y  B R U C E  J A N C I N

Denver Bureau

M U N I C H —  Middle-aged men with type
2 diabetes can reduce their long-term mor-
tality risk by roughly 14% for each 1-MET
increase they achieve in peak exercise ca-
pacity through improved physical fitness,
according to a large epidemiologic study.

The findings provide a persuasive new
impetus to advocate moderate-intensity
physical activity in all patients with dia-
betes, regardless of their body mass index
(BMI), Dr. Peter Kokkinos said at the an-
nual congress of the European Society of
Cardiology.

The survival benefit varies according to
BMI category. A normal-weight man (with
a BMI below 25 kg/m2) reduces his ad-
justed mortality risk by 11% for every 1-
MET gain in fitness, an overweight indi-
vidual lowers his risk by 16%, and an
obese man reduces his risk by 17%, Dr.
Kokkinos reported.

A dose-response relationship between
peak exercise capacity and survival was ob-
served. For example, a moderately fit, nor-
mal-weight diabetic man, defined in this
study as one capable of achieving 5.1-8

METs on a treadmill exercise test using a
Bruce protocol, had an adjusted 41% low-
er mortality risk than a normal-weight
man with a low level of fitness. A highly
fit, normal-weight man who achieved
more than 8 METs reduced his risk by 60%,
explained Dr. Kokkinos of the Veterans Af-
fairs Medical Center, Washington.

He reported on 2,690 men with type 2
diabetes who underwent an exercise
stress test at the V.A. centers in Wash-
ington, or Palo Alto, Calif., where the pol-
icy for 2 decades has been to routinely
administer a stress test to all diabetic pa-
tients. Roughly 60% of patients were
African American. 

The purpose of the study was to learn
whether the benefits of physical activity
attenuate the well-documented deleteri-
ous effects of obesity in a diabetic popu-
lation. This indeed proved to be the case. 

During a mean 7.2 years of follow-up af-
ter the stress test, there were 762 deaths:
172 in the 406 normal-weight patients,
334 in the 1,088 overweight men, and 256
in the 1,196 obese men. 

Exercise capacity at baseline proved to
the strongest predictor of mortality in a
multivariate analysis that included the
standard cardiovascular risk factors, age,
and medications. 

An overweight individual who scored in
the moderately fit range on his exercise
stress test had a subsequent adjusted 42%
lower mortality risk than did an over-
weight man with a low level of fitness,
whereas a highly fit individual had a 65%

reduction in risk, Dr. Kokkinos continued.
The survival benefit of exercise capaci-

ty in obese type 2 diabetic men didn’t
show the same strong, graded, dose-re-
sponse relationship as in the overweight
and normal-weight men. Moderately fit
obese subjects had a 52% lower mortality
than those who couldn’t achieve more
than 5 METs. However, then there was a
leveling off or perhaps even a suggestion
of a J-shaped curve, as highly fit obese
men had only a 44% lower mortality.

Audience members noted that this was
not an intervention study, and that Dr.
Kokkinos had not actually shown that
patients with type 2 diabetes who in-
crease their fitness level reduce their mor-
tality. Dr. Kokkinos replied that that has
already been shown to be the case in
studies by him and others. What’s new
here is that the size of the study and the
demonstrated benefit across the full range
of BMIs, he added.

“If anything, I think this study actually

underestimates the effects of exercise on
mortality. The trend is that as we age, we
are less likely to exercise. If you are fit to-
day, you are likely not to be as fit 10 years
later—yet that protection at time zero is
carried forward,” Dr. Kokkinos said.

Dr. John H. Horgan of Beaumont Hos-
pital in Dublin called the V.A. study re-
sults “very impressive,” adding, “I think
that we need to encourage our diabetic
patients to enter exercise programs and
be trained.” ■

The findings
provide a new
impetus to
advocate
moderate-intensity
physical activity
in all diabetics.
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