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Gabapentin in chronic daily headache prophylaxis

In a placebo-controlled study by Spira et al., gabapentin was significantly superior to placebo for the primary
efficacy variable for chronic daily headache prophylaxis: 9.1% difference in headache-free rates. Other mea-
sures were also significantly better with gabapentin, including headache-free days/months, severity, and
quality of life.
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Gabapentin in the treatment of chronic daily headache

Commentary by Stephen D. Silberstein, MD, FACP

Chronic daily headache (CDH) re-
fers to headache disorders that
occur 15 or more days a month. It
is not a diagnosis, but a group of
disorders that includes chronic
tension-type headache, chronic
migraine (CM), new daily persis-
tent headache, and hemicrania
continua. All are now included in
the new International Headache
Society (IHS) classification.1,2

CM was previously called trans-
formed migraine or mixed head-
ache. Patients who have CM often
have a history of migraine with-
out aura, and features of mi-
graine, including trigger factors,
unilaterality, and nausea, often
persist. Superimposed full-blown
migraine attacks can occur. The
IHS now classifies CM as a com-
plication of migraine (table).
When acute medication overuse
is present, medication-overuse
headache (MOH) is diagnosed.1

Overuse is defined in treatment
days/month. The criteria for er-
gotamine, triptan, opioid, and
combination medication overuse
require intake on �10 days/
month. Simple analgesic overuse
requires the intake of simple anal-
gesics on �15 days/month.1

Patients WITH CDH are diffi-
cult to treat. The following steps
approach is sensible: exclude sec-
ondary headache disorders; diag-
nose the specific primary
headache disorder; identify co-
morbid medical and psychiatric
conditions, as well as exacerbat-

ing factors, especially medication
overuse; limit all symptomatic
medications (with the possible
exception of the long-acting non-
steroidal antiinflammatory
drugs); and start the patient on a
program of preventive medication
with the explicit understanding
that the drugs may not become
fully effective until medication
overuse has been eliminated and
detoxification (the washout pe-
riod) completed.

Most preventive agents used for
primary CDH have not been ex-
amined in well-designed double-
blind studies. Thus the study of
Spira et al. is a welcome addition
to the field. However, there are
limitations to their study.

First, Spira et al. defined CDH
as headache that occurs at least
15 days a month and lasts at least
4 hours a day for at least 6
months, but they did not subclas-
sify it. What were they treating
with gabapentin? The study pre-
ceded the new IHS criteria, but
did not use the Silberstein–Lipton
criteria for the diagnosis of CDH
subtypes. Thus they did not meet
the first cardinal rule: diagnose

the specific primary headache
disorder. Most patients had
mixed headache (probably CM)
and were overusing analgesics
(MOH). Second, this study did not
take into account analgesic over-
use, which is a major confound-
ing factor in both the treatment
and interpretation of treatment
results. Patients were not ex-
cluded if they were overusing an-
algesics, but were excluded if
they overused ergots and triptans.
This can confound the results.3

The 25 subjects who met their cri-
teria for overuse did, in fact, do
worse. Third, although their re-
sults were significant, they were
modest (9.1% difference in
headache-free days) and may not
be clinically important. Future
CDH studies require subset analy-
sis and control for acute medica-
tion overuse.
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