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Tracking Topiramate 

The use of topiramate – approved
in the United States for epilepsy

in 1996 and migraine prophylaxis in
2002 – continues to increase. Because
the drug is used in women of repro-
ductive age, several registries are col-
lecting data on pregnancy exposures
to address the question of the repro-
ductive safety of topira-
mate in humans, which
has not yet been fully
characterized. 

In different animal
species, the drug appears
to be generally safe. Yet
not much data exist on hu-
man pregnancy exposures
to topiramate, considering
its widespread use. There
are reports of major mal-
formations among babies
who are exposed to topi-
ramate in utero, but the numbers of
cases are small and none of these as-
sociations is statistically significant.

At Motherisk, we conducted an
analysis of data from four registries
published between 2007 and 2010 –
the North American AED (Anti-
epileptic Drug) Pregnancy Registry,
the Australian Pregnancy Register,
the U.K. Epilepsy and Pregnancy Reg-
ister, and the Israeli Teratogen Infor-
mation Service – that included cases
that were exposed to topiramate in
the first trimester. We compared
women who took topiramate mono-
therapy during pregnancy with a con-
trol group of 710 pregnancies in
women who were enrolled in 12 pub-
lished registries of untreated women
with epilepsy. We chose women with
epilepsy as the “disease control”
group to more accurately compare
with the women with epilepsy who
were treated with topiramate, rather
than use healthy women as the con-
trol group. 

Most cases had been exposed to the
recommended topiramate dosage of
200-400 mg/day.

Among the 406 pregnancies that
were exposed to topiramate mono-
therapy in the four registries, the mean
rate of major malformations was
3.7%, compared with the mean rate of
3.4% among the pregnancies in the un-
treated women with epilepsy. The rel-
ative risk of 1.09 for topiramate-ex-
posed pregnancies was not statistically
significant. Based on these findings,
topiramate did not appear to be asso-
ciated with a malformation rate that
exceeded the baseline rate.

In the North American AED Preg-
nancy Registry, the rate of cleft lip
among topiramate-exposed preg-
nancies was 0.69%, which the au-
thors suggest may exceed the 0.07%
background incidence of this mal-
formation. But this difference is not
statistically significant, and a higher-

than-background rate of cleft lip in
pregnancies exposed to topiramate in
other registries has not been report-
ed. At present, the North American
registry has not yet collected suffi-
cient live-birth cases to have ade-
quate power to confirm an associa-
tion between topiramate exposure

and any malformation. 
Of the 64 cases of mal-

formations in topiramate-
exposed pregnancies re-
ported to the Food and
Drug Administration’s Ad-
verse Event Reporting Sys-
tem (AERS), almost 33%
(21 cases) were craniofa-
cial abnormalities, which
included 11 reports of
cleft lip and/or palate re-
ports, 6 reports of facial
dysmorphism, 4 reports of

micrognathia, 3 cases of skull defor-
mation and ossification abnormali-
ties, and 1 case of macroglossia. Al-
most 30% (19 cases) were skeletal
malformations, and 23% (15) were
cardiovascular malformations. Most
exposures were in the first trimester,
and in half the cases, exposure was
only in the first trimester. (The FDA
presented these data in July 2010 at an
advisory panel meeting on a weight
loss drug that combines topiramate
with phentermine.) 

It must be remembered that this
database is based on spontaneous re-
ports, and it is impossible to calculate
malformation rates from such data
because of an unknown denomina-
tor. However, no specific malforma-
tion was overrepresented among
these cases.

To date, the drug does not appear
to elicit a risk for malformations that
we have been able to confirm, which
may be reassuring to reproductive-age
women who use the drug. Although
continuous collection of data is war-
ranted, it is not likely that a major ter-
atogenic risk will emerge. 
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Learn These Tips to
Diagnose Vulvodynia
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EXPERT ANALYSIS FROM A SEMINAR ON

WOMEN’S AND PEDIATRIC

DERMATOLOGY 

SAN FRANCISCO – Although identi-
fication of the cause of a woman’s vul-
var pain can be a challenge, once vulvo-
dynia is diagnosed there are many
management strategies that can provide
relief, according to Dr. Libby Edwards.

Women who present with vulvar pain
may describe burning, stinging, aching,
irritation, soreness, tingling, or tearing
sensations. These painful symptoms gen-
erally point to herpes simplex virus in-
fection or vulvodynia, Dr. Edwards said
at the seminar sponsored by Skin Disease
Education Foundation.

Making the Diagnosis
One diagnostic tip is to distinguish vul-
var pain from vulvar itch because the eti-
ologies are usually different. Rule out a
yeast infection when patients report
acute itching, for ex-
ample. In contrast, if
the itch is more chron-
ic, the woman might
have lichen simplex
chronicus or, less com-
monly, lichen sclero-
sus, she noted. 

Skin disease, infec-
tion, and specific types
of neuropathic pain
(such as pudendal
neuralgia and post-
herpetic neuropathy)
are other considera-
tions in the differential diagnosis, said
Dr. Edwards, chief of dermatology at
Carolinas Medical Center, Charlotte,
N.C.

Consider skin diseases like lichen
planus and desquamative inflammatory
vaginitis. Also, if a skin eruption from
postherpetic neuralgia is suspected, re-
member it occurs only with herpes
zoster and not simplex virus infections. 

Vulvodynia is a symptom, often multi-
factorial, and not a disease, Dr. Edwards
said. Not surprisingly, psychological dys-
function is a prominent feature for some
women. 

Diagnose the extent of a woman’s vul-
vodynia because surgical excision is in-
dicated for only a subset of patients –
those with vestibulodynia or vulvar
vestibulitis syndrome. Pain arises only
when provoked, versus other localized
conditions such as clitorodynia or
hemivulvodynia where pain can occur
spontaneously as well. 

By exclusion, generalized pain is not
localized and can be migratory. For
more information on localized versus
generalized vulvodynia, Dr. Edwards
recommended the European Associa-
tion of Urology guidelines for diagnosis,
therapy, and follow-up of patients with
chronic pelvic pain (Eur. Urol. 2004;46:
681-9).

Treatment Recommendations
Both general and specific strategies are
important for the management of vul-
vodynia, Dr. Edwards said. For example,
instruct the patient to avoid irritants,
overwashing the area, and excessive use
of topical medications. Educate patients
using written materials or handouts and
refer them to the National Vulvodynia
Association Web site (www.nva.org) for
more information. 

Xylocaine (lidocaine) jelly 2% or Xylo-
caine ointment 5%, as needed, can pro-
vide relief, Dr. Edwards said. The 5%
ointment can be applied to the vestibule
overnight with occlusion (using a cotton
ball) to break the pain cycle. 

Other topical agents to consider in-
clude estrogen, nitroglycerin, and
amitriptyline 2%/baclofen 2% in an
aqueous solution. 

On the other hand, avoid topical
testosterone preparations, corticoste-
roids, and anticandidal medications (un-
less a yeast infection is confirmed), Dr.

Edwards advised. 
Specific oral medica-

tions with efficacy for
vulvodynia relief in-
clude gabapentin and
other anticonvulsants,
venlafaxine, and prega-
balin. 

Women with vulvo-
dynia might also bene-
fit from injections of
alpha-interferon, corti-
costeroids, or botu-
linum toxin, said Dr.
Edwards. Nerve blocks

may also provide relief. 
Although there are many manage-

ment strategies, a combination of phys-
ical therapy and oral medication to treat
neuropathy is the most important in-
tervention, Dr. Edwards said. The pa-
tient should be referred to a physical
therapist with expertise in pelvic floor
therapy. 

Approximately 80% of patients im-
prove substantially, although a complete
response can take 7-8 months, she said.
Regular exercise can optimize outcomes
for most women. 

Although the description of vulvody-
nia has changed many times since the
late 1970s, the current consensus is that
it involves pelvic floor dysfunction that
triggers neuropathic pain. 

Poor pelvic floor muscle strength, high
resting tension, and irritability of mus-
cles can each contribute to the painful
sensations. In addition, many women
have urinary tract symptoms or comor-
bid conditions such as irritable bowel
syndrome.

Most of the medications mentioned in
this article are “off label” for vulvodynia.
Dr. Edwards said she had no relevant dis-
closures. ■
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One tip is to
distinguish vulvar pain
from vulvar itch,
because the etiologies
are usually different.
Rule out a yeast
infection when
patients report acute
itching, for example.


