
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). 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.
Reference: 1. Data on fi le. Study 1107. Cephalon, Inc.; 2004.

 AMRIX—the shape of once-daily
treatment for muscle spasm.

For more information about AMRIX, visit www.AMRIX.com
or call Cephalon at 1-800-896-5855.

Single-Day Pharmacokinetic Study: 
Mean Cyclobenzaprine Concentration Over Time1

qd = once daily; IR = immediate release; tid = 3 times daily.
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Once-daily AMRIX provides early systemic exposure with consistent plasma levels for 24 hours.1
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Celiac Disease Predisposes Patients to Bone Loss
B Y  M I C H E L E  G. S U L L I VA N

WA S H I N G T O N —  If you’re not al-
ready taking a serious look at the bone
health of patients with celiac disease, you
should be, according to Dr. Peter Green,
director of the Celiac Disease Center at
Columbia University, New York. 

The gastrointestinal disease presents a
double-edged sword: Patients with celi-
ac disease have an increased risk of os-
teoporosis and fragility fractures, not
only because their intestines poorly ab-
sorb calcium and vitamin D, but also be-
cause the disorder induces bone-de-
structive inflammatory and autoimmune
responses, he said.

Studies show that up to 50% of men,
40% of postmenopausal women, and
10% of premenopausal women with the
disorder have osteoporosis, and up to

30% of the people in these groups have
osteopenia.

Yet only 6% of patients with celiac dis-
ease will have either osteopenia or os-
teoporosis as their presenting symptom. 

The role of autoimmune inflamma-
tion on bone health in these patients is
not as widely appreciated as is the issue
of vitamin D and calcium malabsorp-
tion, he said at an international sympo-
sium sponsored by the National Osteo-
porosis Foundation.

Antibodies against tissue transglutam-
inase (tTG), which contribute to the
gluten intolerance that characterizes celi-
ac disease, appear to have a deleterious
effect on bone, Dr. Green said. 

“Tissue transglutaminase is a ubiqui-
tous enzyme that is also present in
bone,” he said. Antibodies to tTG are
also present in bone, and emerging evi-
dence suggests they impair active min-
eralization.

Several studies have shown that a
gluten-free diet, which decreases anti-
tTG levels, directly correlates with in-
creased bone mass in patients with celi-
ac disease and low bone mineral density,
he said.

“After 16 months on a gluten-free diet,
bone mineral density increased by more
than 7% at the femoral neck in celiac pa-
tients who also had osteoporosis,” Dr.
Green said (Am. J. Gastroenterol.
2001;96:112-9).

Proinflammatory circulating cy-
tokines also are increased in celiac dis-
ease, and may contribute to decreases in
bone density, although the exact mech-
anism by which this occurs is unknown,
he said. 

Several studies show improvements in
bone density as cytokine levels diminish
on a gluten-free diet (Am. J. Gastroen-

terol. 1998;93:413-8; Scand. J. Gastroen-
terol. 1999;34:904-8).

Comorbidities may also play a role.
Secondary hyperparathyroidism is com-
mon in patients with celiac disease and
may prevent patients from attaining their
maximum bone density during childhood. 

Premature menopause in women and
reduced gonadal function in men also
can contribute to poor bone health, Dr.
Green said.

Whatever the mechanism, the bone
loss associated with celiac disease results
in a significantly increased risk of both
peripheral and central fracture, Dr.
Green said. A 2008 meta-analysis of sev-
en studies showed that patients were up
to 10 times more likely than were con-
trols to suffer a fragility fracture (Dig.
Liver Dis. 2008;40:46-53).

Strict adherence to a gluten-free diet
seems to be the best way to boost bone

health in these patients, Dr. Green ex-
plained.

Calcium and vitamin D supplements
are important, but no studies have
shown whether these patients need
larger doses than those of the general
population. 

Bisphosphonates should be used with
caution, as there have been several case
reports of bisphosphonate-induced
hypocalcemia in this group. ■

Celiac disease
patients were up
to 10 times more
likely than were
controls to suffer
a fragility
fracture.
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