
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

©2009 Cephalon, Inc.   All rights reserved. 
AMR-2009P-PM-00707   Jul 2009   Printed in USA.   
AMRIX is produced with Eurand Diffucaps® technology.

$30 copay coupons available at www.AMRIX.comXX

D E C E M B E R  2 0 0 9  •  W W W. FA M I LY P R A C T I C E N E W S . C O M DIGESTIVE DISORDERS 67

Isotretinoin Use May Increase Risk of IBD
B Y  S H E R RY  B O S C H E R T

S A N D I E G O —  Isotretinoin use was
associated with a 68% increased risk for
subsequent development of inflamma-
tory bowel disease, particularly ulcera-
tive colitis, in a retrospective case-control
study of 30,021 patients.

The odds ratio of 1.68 for inflamma-
tory bowel disease (IBD) in isotretinoin
users compared with nonusers had a
95% confidence interval (CI) of 0.98-
2.86, Dr. Seth Crockett and his associates
reported in a poster presentation at the
annual meeting of the American College
of Gastroenterology.

The findings add to ongoing contro-
versy that IBD risk with isotretinoin may
have been a factor in the decision by
Roche to pull the best-known brand of
isotretinoin, Accutane, off the market in
June 2009. 

The current study examined a large ad-
ministrative claims database with records
on 55 million patients from more than 70
U.S. health plans. The investigators com-
pared 8,189 patients with at least 12
months of continuous health plan en-

rollment and diagnoses of ulcerative col-
itis, Crohn’s disease, or indeterminate
IBD with three non-IBD control patients
per IBD patient, matched by age, gender,
and geographic region. They looked at
exposure to isotretinoin in the 21,832
control patients during the first 12
months of health plan enrollment.

Results pointed to a possible dose-re-
sponse effect: The risk for IBD increased
with the number of isotretinoin pre-
scriptions. Having four or more
isotretinoin prescriptions was associated
with an odds ratio of 2.67 for develop-
ment of IBD (CI, 1.32-5.41), reported Dr.
Crockett of the University of North Car-
olina, Chapel Hill.

Subgroup analyses showed a strong as-
sociation between isotretinoin use and
ulcerative colitis (odds ratio, 4.36; CI,
1.98-9.66) but no association between
isotretinoin exposure and Crohn’s dis-
ease (odds ratio, 0.68).

“The flip side of all this is that there are
patients who desperately need
isotretinoin,” Dr. Stephen P. Stone com-
mented in an interview. “Those of us
who care for people with acne and are
aware of the physical and psychosocial as-
pects of it find it an indispensable drug,”
said Dr. Stone, chair of the American
Academy of Dermatology’s task force on
retinoids and professor at Southern Illi-
nois University, Carbondale. The drug
also is helpful for less common problems
such as cutaneous lupus that do not re-
spond to other treatments, he added.

The possible association between
isotretinoin and IBD has long been in-
cluded in label warnings, but it drew in-
creased interest after a 2006 study by gas-
troenterologists at the University of
Chicago. That study looked at all 85 cas-
es of IBD in isotretinoin users reported
to the Food and Drug Administration in
1997-2002 and graded the strength of
causality using the Naranjo adverse drug
reaction probability scale. Mean scores

suggested that the oral retinoid was a
“probable” cause of IBD (Am. J. Gas-
troenterol. 2006;101:1569-73). Some der-
matologic experts criticized the study’s
methodology, saying that a one-point
adjustment for accuracy in the probabil-
ity ratings would downgrade the mean
score to “possible.”

A separate study by gastroenterolo-
gists at the University of Manitoba, Win-
nipeg, found no significant association be-

tween isotretinoin use and IBD. Using a
large government database and drug reg-
istry, they found that 1.2% of patients
with IBD and 1.1% of matched patients
without IBD used isotretinoin before IBD
diagnosis, an insignificant difference (Am.
J. Gastroenterol. 2009;104:2774-8).

Dr. Crockett and his associates re-
ported having no conflicts of interest re-
lated to their study. Dr. Stone reported
no conflicts of interest. ■

‘The flip side of all this is that
there are patients who
desperately need isotretinoin.
Those of us who care for people
with acne . . . find it an
indispensable drug.’


