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Prevention Measures Drive Drop in CHD Deaths

BY BRUCE JANCIN

Denver Bureau

COLORADO SPRINGS — An estimated
341,745 fewer deaths due to coronary heart
disease occurred in 2000 than in 1980, with
more than half of this benefit being at-
tributable to nationwide reductions in the
major risk factors achieved through be-
havioral and lifestyle changes, Dr. Simon
Capewell said at a conference sponsored by
the American Heart Association.

Put another way, the 45% decrease in
age-adjusted coronary mortality between
1980 and 2000 resulted in more than 3 mil-
lion life-years gained among U.S. adults
aged 25-84.

Evidence-based medical and surgical
therapies accounted for roughly 1 million
life-years gained. Relatively modest popu-
lation-wide risk factor changes—many of
them the fruits of prevention-oriented pub-
lic health programs—brought twice that
benefit, with more than 2 million life-years

gained, according to Dr. Capewell, profes-
sor and chair of clinical epidemiology at
the University of Liverpool (England).
The reduction in smoking prevalence
over the 2-decade period, along with a
population-wide increase in physical ac-
tivity and dietary changes resulting in low-
er average total cholesterol and blood
pressure, resulted in more than 2.7 million
life-years gained. However, this impressive
benefit was partially undercut by the ris-
ing tide of obesity and diabetes, which
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Brief Summary of Prescribing Information. The following is a brief summary only. Please
see full Prescribing Information for complete product information.

DESCRIPTION

AMRIX® (Cyclobenzaprine Hydrochloride Extended-Release Capsules) is a skeletal muscle relaxant
which relieves muscle spasm of local origin without interfering with muscle function. The active
ingredient in AMRIX extended-release capsules is cyclobenzaprine hydrochloride, USP.

AMRIX extended-release capsules for oral administration are supplied in 15 and 30 mg strengths.

INDICATIONS AND USAGE
AMRIX 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.

ADVERSE REACTIONS
The most common adverse reactions in the two 14-day clinical efficacy trials are presented in Table 1.
Table 1: Incidence of the Most Common Adverse Reactions Occurring in 23% of Subjects in Any
Treatment Group in the Two Phase 3, Double-Blind AMRIX Trials
AMRIX 15 mg AMRIX 30 mg Placebo
N=127 N =126 N=128
Dry mouth 6% 14% 2%
Dizziness 3% 6% 2%
Fatigue 3% 3% 2%
Constipation 1% 3% 0%
Somnolence 1% 2% 0%
Nausea 3% 3% 1%
Dyspepsia 0% 4% 1%

AMRIX should be used only for short periods (up to two or three weeks) b deq
of effecti for more prolonged use is not avai and b 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.

CONTRAINDICATIONS

Hypersensitivity to any component of this product.

Concomitant use of monoamine oxidase (MAO) inhibitors or within 14 days after their discontinuation.
Hyperpyretic crisis seizures and deaths have occurred in patients receiving cyclobenzaprine (or
structurally similar tricyclic antidepressants) concomitantly with MAO inhibitor drugs.

During the acute recovery phase of myocardial infarction, and in patients with arrhythmias, heart
block conduction disturbances, or congestive heart failure.

Hyperthyroidism.

WARNINGS

AMRIX is closely related to the tricyclic antidepressants, e.g., amitriptyline and imipramine. In short
term studies for indications other than muscle spasm associated with acute musculoskeletal
conditions, and usually at doses somewhat greater than those recommended for skeletal muscle
spasm, some of the more serious central nervous system reactions noted with the tricyclic
antidepressants have occurred (see WARNINGS, below, and ADVERSE REACTIONS section of full
Prescribing Information).

Tricyclic antidepressants have been reported to produce arrhythmias, sinus tachycardia, prolongation
of the conduction time leading to myocardial infarction and stroke. AMRIX may enhance the effects of
alcohol, barbiturates, and other CNS depressants.

As a result of a two-fold higher cyclobenzaprine plasma levels in subjects with mild hepatic
impairment, as compared to healthy subjects, following administration of immediate-release
cyclobenzaprine and because there is limited dosing flexibility with AMRIX, use of AMRIX is not
recommended in subjects with mild, moderate or severe hepatic impairment.

As a result of a 40% increase in cyclobenzaprine plasma levels and a 56% increase in plasma half-
life following administration of AMRIX in elderly subjects as compared to young adults, use of AMRIX
is not recommended in elderly.

PRECAUTIONS

General

Because of its atropine-like action, AMRIX should be used with caution in patients with a history of
urinary retention, angle-closure glaucoma, increased intraocular pressure, and in patients taking
anticholinergic medication.

Information for Patients

AMRIX, especially when used with alcohol or other CNS depressants, may impair mental and/or
physical abilities required for performance of hazardous tasks, such as operating machinery or
driving a motor vehicle.

Drug Interactions

AMRIX may have life-threatening interactions with MAQ inhibitors. (See CONTRAINDICATIONS.)
AMRIX may enhance the effects of alcohol, barbiturates, and other CNS depressants. Tricyclic
antidepressants may block the antihypertensive action of guanethidine and similarly acting
compounds. Tricyclic antidepressants may enhance the seizure risk in patients taking tramadol
(ULTRAM® [tramadol HCI tablets, Ortho-McNeil Pharmaceutical] or ULTRACET® [tramadol HCI
and acetaminophen tablets, Ortho-McNeil Pharmaceutical]).

Carcinogenesis, Mutagenesis, Impairment of Fertility

In rats treated with cyclobenzaprine for up to 67 weeks at doses of approximately 5 to 40 times the
maximum recommended human dose, pale, sometimes enlarged, livers were noted and there was a
dose-related hepatocyte vacuolation with lipidosis. Cyclobenzaprine did not affect the onset,
incidence, or distribution of neoplasia in an 81-week study in the mouse or in a 105-week study in
the rat. At oral doses of up to 10 times the human dose, cyclobenzaprine did not adversely affect the
reproductive performance or fertility of male or female rats.

A battery of mutagenicity tests using bacterial and mammalian systems for point mutations and
cytogenic effects have provided no evidence for a mutagenic potential for cyclobenzaprine.

Pregnancy

Pregnancy Category B: Reproduction studies have been performed in rats, mice, and rabbits at doses
up to 20 times the human dose and have revealed no evidence of impaired fertility or harm to the
fetus due to cyclobenzaprine. There are, however, no adequate and well-controlled studies in pregnant
women. Because animal reproduction studies are not always predictive of human response, this drug
should be used during pregnancy only if clearly needed.

Nursing Mothers

It is not known whether this drug is excreted in human milk. Because cyclobenzaprine is closely
related to the tricyclic antidepressants, some of which are known to be excreted in human milk,
caution should be exercised when AMRIX is administered to a nursing woman.

Pediatric Use
Safety and effectiveness of AMRIX has not been studied in pediatric patients.

Use in the Elderly

The plasma concentration and half-life of cyclobenzaprine are substantially increased in the elderly
when compared to the general patient population (see CLINICAL PHARMACOLOGY, Pharmacokinetics,
Special Populations, Elderly in full Prescribing Information). Accordingly, AMRIX should not be used
in the elderly.

In a postmarketing surveillance program (7607 patients treated with cyclobenzaprine 10 mg TID),
the adverse reactions reported most frequently were drowsiness, dry mouth, and dizziness.
Among the less frequent adverse reactions, there was no appreciable difference in incidence in
controlled clinical studies or in the surveillance program. Adverse reactions which were reported in
1% to 3% of the patients were: fatigue/tiredness, asthenia, nausea, constipation, dyspepsia,
unpleasant taste, blurred vision, headache, nervousness, and confusion. The following adverse
reactions have been reported in post-marketing experience or with an incidence of less than 1% of
patients in clinical trials with the 10 mg TID tablet:

Body as a Whole: Syncope; malaise.

Cardiovascular: Tachycardia; arrhythmia; vasodilatation; palpitation; hypotension.

Digestive: Vomiting; anorexia; diarrhea; gastrointestinal pain; gastritis; thirst; flatulence; edema of the
tongue; abnormal liver function and rare reports of hepatitis, jaundice, and cholestasis.
Hypersensitivity: Anaphylaxis; angioedema; pruritus; facial edema; urticaria; rash.

Musc Local .

Nervous System and Psychiatric: Seizures, ataxia; vertigo; dysarthria; tremors; hypertonia;
convulsions; muscle twitching; disorientation; insomnia; depressed mood; abnormal sensations;
anxiety; agitation; psychosis, abnormal thinking and dreaming; hallucinations; excitement;
paresthesia; diplopia.

Skin: Sweating.

Special Senses: Ageusia; tinnitus.

Urogenital: Urinary frequency and/or retention.

DRUG ABUSE AND DEPENDENCE

Pharmacologic similarities among the tricyclic drugs require that certain withdrawal symptoms be
considered when AMRIX (Cyclobenzaprine Hydrochloride Extended-Release Capsules) is administered,
even though they have not been reported to occur with this drug. Abrupt cessation of treatment
after prolonged administration rarely may produce nausea, headache, and malaise. These are not
indicative of addiction.

OVERDOSAGE

Although rare, deaths may occur from overdosage with AMRIX. Multiple drug ingestion (including
alcohol) is common in deliberate cyclobenzaprine overdose. As management of overdose is complex
and changing, it is recommended that the physician contact a poison control center for current
information on treatment. Signs and symptoms of toxicity may develop rapidly after cyclobenzaprine
overdose; therefore, hospital monitoring is required as soon as possible.

All patients suspected of an overdose with AMRIX should receive gastrointestinal decontamination.
This should include large volume gastric lavage followed by activated charcoal. If consciousness is
impaired, the airway should be secured prior to lavage and emesis is contraindicated.

The principles of management of child and adult overdosage are similar. It is strongly recommended
that the physician contact the local poison control center for specific pediatric treatment.

DOSAGE AND ADMINISTRATION

The recommended adult dose for most patients is one (1) AMRIX 15 mg capsule taken once daily.
Some patients may require up to 30 mg/day, given as one (1) AMRIX 30 mg capsule taken once daily
or as two (2) AMRIX 15 mg capsules taken once daily.

It is recommended that doses be taken at approximately the same time each day.

Use of AMRIX for periods longer than two or three weeks is not recommended (see INDICATIONS
AND USAGE).

Dosage Considerations for Special Patient Populations: AMRIX should not be used in the elderly or in
patients with impaired hepatic function (see WARNINGS).

HOW SUPPLIED

AMRIX extended-release capsules are available in 15 and 30 mg strengths, packaged in bottles
of 60 capsules.

KEEP THIS AND ALL MEDICATION OUT OF THE REACH OF CHILDREN. IN CASE OF
ACCIDENTAL OVERDOSE, SEEK PROFESSIONAL ASSISTANCE OR CONTACT A POISON
CONTROL CENTER IMMEDIATELY.
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led to an estimated 715,000 life-years lost.

Introduction of more effective public
health measures that would curb the obe-
sity and diabetes epidemics and consolidate
the gains already achieved in the other ma-
jor coronary risk factors would pay off
enormously; he said in an interview. He not-
ed that the really impressive gains in smok-
ing cessation have occurred only after ban-
ning smoking in public places. A similar
legislative approach could profitably be ap-
plied to other major coronary risk factors,
such as, for example, limiting the amount
of sodium in processed foods, he said.

Secondary preventive therapies account-
ed for about 11% of the CHD mortality de-
crease between 1980 and 2000. Initial
treatments for acute MI and unstable angi-
na were responsible for another 10%, heart
failure therapies 9%, antihypertensive med-
ications 7%, and statins for primary pre-
vention about 5%. Interestingly, percuta-
neous and surgical revascularization for
chronic angina, despite their enormous
cost, accounted for only about 5% of the
mortality reduction, Dr. Capewell said.

He and his coinvestigators at the Cen-
ters for Disease Control and Prevention
generated their estimates by applying the
previously validated IMPACT statistical
model to data obtained from the Nation-
al Hospital Discharge Survey, the Nation-
al Registry of MI, the Behavioral Risk
Factor Surveillance System, the CRU-
SADE registry, the National Health and
Nutrition Examination Survey, and other
major sources. The new findings present-
ed at the conference expand upon a pro-
ject the investigators published last year
(N. Engl. J. Med. 2007;356:2388-98).

In 2000, only 30%-60% of eligible CHD
patients received appropriate evidence-
based medical and surgical therapies. Col-
lectively, these treatments resulted in an es-
timated 171,700 fewer deaths in 2000. The
investigators calculated that by increasing
the provision of specific therapies so as to
consistently reach 60% of eligible patients,
an additional 130,000 deaths would have
been avoided or at least postponed for
more than 12 months.

For example, in 2000 only about 40% of
acute MI survivors were discharged on as-
pirin. Fewer than half of patients with
heart failure were on an ACE inhibitor or
angiotensin receptor blocker. Similarly,
only 29% of eligible MI survivors were on
a B-blocker. That therapy, which numerous
studies show decreases mortality by 23%,
resulted in roughly 6,750 fewer deaths in
2000; had the proportion of eligible post-
MI patients on a B-blocker been 60%, the
number of deaths avoided or at least post-
poned would have climbed to 13,865.

Of the mortality reduction achieved by
reaching 60% of eligible patients with ev-
idence-based therapies, 33% would come
from increased application of heart failure
therapies, 31% from secondary preven-
tion, and 19% from wider use of therapies
for acute coronary syndrome. In marked
contrast to these gains, a 60% increase in
revascularization procedures for chronic
angina would yield a mere 1% mortality
bonus, Dr. Capewell said. His study was
self-funded, and he disclosed no financial
conflicts of interest. m
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