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Botox May Reduce Frequency of Migraines
B Y  M I C H E L E  G. S U L L I VA N

P H I L A D E L P H I A —  Onabotulinum-
toxinA appears to be a safe, effective, and
well-tolerated headache prophylactic for
patients with chronic migraine.

Two large randomized, controlled tri-
als showed that the toxin significantly re-
duced migraine frequency and improved
headache-related disability over 24
weeks, Dr. David W. Dodick reported at

the International Headache Congress.
The studies—PREEMPT 1 and 2—

were conducted at 22 centers in North
America and Europe, and included 1,384
patients (average age 41 years). Each tri-
al consisted of a 4-week baseline period,
during which patients kept a daily
headache diary, followed by 24 weeks of
treatment during which patients received
two injection cycles of either placebo or
onabotulinumtoxinA (Botox), which has

not been approved by the Food and Drug
Administration for migraine prophylax-
is. From 24 to 56 weeks, there was an
open-label trial consisting of three in-
jection cycles of the study drug, said Dr.
Dodick of the Mayo Clinic Arizona,
Phoenix.

At baseline, patients reported a mean
of 20 headache days per month, 19 of
which were considered migraine days,
with a mean of 290 cumulative headache

hours. The mean score on the Headache
Impact Test-6 (HIT-6) survey was 65, in-
dicating severe impact. Most of the pa-
tients (93%) also reported severe
headache-related disability, and 65%
were overusing acute pain medications.

During the double-blind phase, pa-
tients randomized to the treatment
group received two injection cycles (one
every 12 weeks) of onabotulinumtoxinA
155 U. The medication was injected at 31
sites across seven muscle areas in the
head and neck. At the physicians’ dis-
cretion, an additional 40 U could be in-
jected among three additional muscle
groups; the maximum dose was 195 U.

The study’s main end point was fre-
quency of headache days; secondary end
points were frequency of migraine days,
moderate/severe headache days, month-
ly headache hours, and proportion of pa-
tients with a severe HIT-6 score.

At 24 weeks, patients in the active
group had a significantly greater reduc-
tion in headache days and migraine days
than those taking placebo (–8 vs. –6, re-
spectively). The HIT-6 score also de-

clined significantly more among the ac-
tive group (–5 vs. –2 points). Patients
receiving the study drug experienced a
greater decrease in cumulative headache
hours per month (–120 vs. –80 hours),
and a lower proportion had a severe
score on the HIT-6 survey (68% vs. 78%).

“The only outcome that was not sta-
tistically significantly better among the
active group than the placebo group was
the percentage overusing acute pain
medications. However, the use of trip-
tans did decrease significantly in the ac-
tive group, compared to the placebo
group,” Dr. Dodick said at the congress,
which was sponsored by the Interna-
tional Headache Society and the Amer-
ican Headache Society.

Adverse events occurred in 62% of
those taking the study drug and 52% of
those taking placebo—a significant dif-
ference. There were also significantly
more treatment-related adverse events in
the onabotulinumtoxinA group (29% vs.
13%). One serious treatment-related ad-
verse event did occur in the active
group—a severe postinjection migraine
that required hospitalization. Adverse
events occurring in more than 5% of the
entire study group were neck pain (9%)
and upper respiratory infection (5%).
Four patients in the active group and one
in the placebo group discontinued active
injections because of an adverse event.

The study was sponsored by Allergan
Inc., manufacturer of the study drug. Dr.
Dodick reported having received hono-
raria from the company. ■

Patients in the
active group had
a significantly
greater reduction
in migraine days
than those taking
placebo.
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