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he Food and Drug Administra-

I tion is investigating preliminary

data indicating that people who

have the human leukocyte antigen al-

lele HLA-B*1052 may be at a greater

risk of developing Stevens-Johnson

syndrome and toxic epidermal necrol-

ysis during treatment with phenytoin
or fosphenytoin.

The allele is found “almost exclusive-
ly in patients with ancestry across broad
areas of Asia, including Han Chinese, Fil-
ipinos, Malaysians, South Asian Indians,
and Thais,” the FDA announced in a
posting on the agency’s MedWatch site
in November.

Until the FDA completes the evalua-
tion, “health care providers should con-
sider avoiding phenytoin and fospheny-

Until the evaluation has been
completed, ‘providers should
consider avoiding phenytoin and
fosphenytoin as alternatives for
carbamazepine in patients who
test positive for HLA-B*1502.’

toin as alternatives for carbamazepine in
patients who test positive for HLA-
B*1502,” the FDA advised.

In December 2007, the FDA an-
nounced that people of Asian ancestry
with the same allele who were taking
carbamazepine were at an increased
risk of Stevens-Johnson syndrome (S]S)
and and toxic epidermal necrolysis
(TEN).

The label for carbamazepine now
reads that testing for the allele is rec-
ommended when considering using car-
bamazepine in a patient who fits any of
the categories, and that if it is present,
it should not be used “unless the bene-
fits clearly outweigh the risks,” accord-
ing to the FDA.

However, because the potential risks
associated with phenytoin and fos-
phenytoin still are being investigated,
“there is not yet enough information to
recommend testing” for the allele in pa-
tients of Asian ancestry being considered
for treatment with one of these two
antiepileptic drugs.

An estimated 10%-15% of people in
parts of China, Thailand, Malaysia, In-
donesia, the Philippines, and Taiwan
may have this allele.

An average 2%-4% of South Asians, in-
cluding Indians, “appear” to have the al-
lele, but the rate may be higher in some
groups, according to the statement from
the agency.

The frequency of the allele appears to
be low—TIess than 1%—among people in
Japan and Korea.

The risk of serious skin reactions with
these two drugs appears to be at its high-
est during the first months of treatment,
which is also true for carbamazepine.
More than 90% of people who have had

a skin reaction with carbamazepine had
it during the first months of treatment,
whereas people who have been treated
with the drug for a longer period “are at
low risk of developing this reaction,” ac-
cording to the FDA.

Phenytoin is marketed as Dilantin,
Phenytex, and in generic formulations as
well. Fosphenytoin, marketed as Cerebyx
and also in generic formulations, is a

prodrug of phenytoin.

SKIN DISORDERS

Asians on Phenytoin at High Skin Reaction Risk

The FDA is analyzing data from a
study that reported that four of four
Thai patients who developed SJS during
treatment with phenytoin had the HLA-
B*1502 allele.

However, only 18% of a control group
of people who were able to tolerate
phenytoin tested positive for the allele
(Epilepsia 2008;49:2087-91).

The FDA said in its statement that it
plans to provide updates on this issue as

more information becomes available. B

A link to the notice as well as related
information is available at www.fda.gov/
medwatch/safety/2008/safety08.htm#
Phenytoin.

Serious or unexpected adverse events
associated with these drugs can be reported
to MedWatch at 800-332-1088 or www.fda.
gov/medwatch/report.htm.
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Once-daily AMRIX...the proven efficacy of
cyclobenzaprine with low rates of somnolence.!

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. AMRIXis contraindicated with concomitant use of monoamine oxidase
(MAO) inhibitors or within 14 days after their discontinuation. AMRIX may have life-threatening interactions with MAQ 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.
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