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Methadone at Therapeutic Levels Linked to SCD

BY BRUCE JANCIN

Denver Bureau

DENVER — Methadone in therapeutic
doses appears to be associated with in-
creased risk of sudden cardiac death, Dr.
Carmen Socoteanu reported at the annu-
al meeting of the Heart Rhythm Society.

This observation from a prospective
case-control study has important public
health implications in light of how wide-
ly the drug is prescribed for chronic pain

control and opioid addiction, added Dr.
Socoteanu of Oregon Health and Science
University, Portland.

She reported on 22 consecutive cases of
sudden cardiac death (SCD) featuring ther-
apeutic blood levels of methadone. The
cases were evaluated by the state medical
examiner with detailed autopsies as part of
the ongoing Oregon Sudden Unexplained
Death Study sponsored by the Centers for
Disease Control and Prevention.

Controls comprised 106 consecutive cas-

es of SCD with no evidence of methadone
on toxicology screening during the same
4-year period. Individuals with evidence of
recreational drug use or any drug over-
dose—including a blood methadone level
over 1 mg/L—were excluded.

Among controls, a specific cardiac
cause of SCD was identified in 60% of
cases. In contrast, a cardiac cause could
be identified in only 5 of 22 methadone
users, or 23%, leaving therapeutic use of
methadone as the only identifiable po-

tential etiology of SCD in most cases.

A key lesson from this study is that
noncardiac drugs can cause arrhythmias
and cardiac death, noted Dr. John P. Di-
Marco, professor of medicine and director
of the electrophysiology service at the
University of Virginia, Charlottesville.

Late last year, the Food and Drug Ad-
ministration issued a public health advi-
sory and ordered methadone labeling
changes because of the mounting evi-
dence of serious adverse events. =

PROVIGIL is indicated to improve
wakefulness in patients with excessive
sleepiness associated with narcolepsy,
obstructive sleep apnea/hypopnea
syndrome (OSAHS), and shift work
sleep disorder (SWSD).

In OSAHS, PROVIGIL is indicated as an
adjunct to standard treatment(s) for
the underlying obstruction.
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Important Information for Physicians
Patients with abnormal levels of
sleepiness who take PROVIGIL
should be advised that their level
of wakefulness may not return to
normal. Patients with excessive
sleepiness, including those taking
PROVIGIL, should be frequently
reassessed for their degree of
sleepiness and, if appropriate,
advised to avoid driving or any
other potentially dangerous activity.

PROVIGIL is listed in Schedule IV of
the Controlled Substances Act.

PROVIGIL produces psychoactive
and euphoric effects, alterations in
mood, perception, thinking and
feelings typical of other CNS
stimulants. Physicians should follow
patients closely, especially those with
a history of drug and/or stimulant
(eg, methylphenidate, amphetamine,
or cocaine) abuse. Patients should
be observed for signs of misuse or
abuse (eg, incrementation of doses
or drug-seeking behavior).

In clinical trials, PROVIGIL was
generally well tolerated. The most
frequently reported adverse events
(=5%) were headache, nausea,
nervousness, rhinitis, diarrhea, back
pain, anxiety, insomnia, dizziness, and
dyspepsia. Most adverse events were
mild to moderate. PROVIGIL may
interact with drugs that inhibit, induce,
or are metabolized by cytochrome
P450 isoenzymes.

with obstructive sleep apnea (OSA)

PROVIGIL helps your patients with OSA
escape the fog of residual ES

Please see brief summary of full prescribing

e PROVIGIL is a nonamphetamine wake-promoting agent information for PROVIGIL on adjacent page.

Visit www.PROVIGIL.com for more
information, or call 1-800-896-5855.

» PROVIGIL helps patients with ES associated with OSA
stay awake and alert®
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» PROVIGIL significantly improves clinical condition

» PROVIGIL does not affect a patient’s ability to sleep
when sleep is desired

» PROVIGIL exhibits a favorable safety profile



