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Objective
To determine, using meta-analysis,
the effectiveness and adverse effects
of anticonvulsant drugs in the man-
agement of pain.

Data Sources
Studies were identified by searching
MEDLINE (1966 to February 1994),
by hand searching 40 medical journals
and 9 specialty journals published be-
tween 1950 and 1990, by scanning
bibliographies of relevant papers, and
by contacting experts.

Study Selection
Studies were selected if they were ran-
domized controlled trials of the anal-
gesic effects of anticonvulsant drugs.
Studies were excluded if they were
about experimental pain or about
anticonvulsant drags used to treat
pain produced by other drugs.

Data Extraction
Data were extracted about the pain
condition and the number of patients
studied; the anticonvulsant drug used
and the treatment regimen; compari-
son treatment; duration of the study
and follow-up; outcome measures

Commentary .

The management of pain is a major clini-
cal challenge in the 1990s. The most re-
cent reminder of this challenge is a study
published in JAMA that shows inadequate
pain control in many seriously ill patients
Hospitalized in several major medical cen-
ters (1). A rarely discussed barrier to the
effective management of pain is the diffi-
culty of treating neuropathic pain.

McQuay and colleagues have done an
extensive review of the medical literature
in an effort to show the efficacy of
anticonvulsant drags in the treatment of
neuropathic pain. Their search produced
only 20 randomized studies that were eli-
gible for analysis, including 17 that dealt
wuh chronic nonmalignant pain.

and results; and minor and major ad-
verse effects. Studies were scored in-
dependently for quality.

Main Results
37 studies were identified, and 20
met the selection criteria. The only
placebo-controlled study in acute
pain found sodium valproate to have
no analgesic effect. 3 placebo-con-
trolled trials investigated pain relief
with carbamazepine for trigeminal
neuralgia. At 5 to 14 days follow-up,
more patients had improved with
carbamazepine than with placebo
(56% vs 18%, P < 0.001). {This ab-
solute risk improvement (ARI) of
38% means that 3 patients would
need to be treated (NNT) for 5 to
14 days to provide pain relief for
1 patient, 95% CI 2 to 3; the rela-
tive risk improvement (RRI) was
209%, CI 132% to 316%.}* More
patients who received carbamaze-
pine had adverse effects than did
those who received placebo (47%
vs 18%, P< 0.001). 2 placebo-con-
trolled trials investigated anticon-
vulsant drug use in treating diabetic
neuropathy. Anticonvulsant drug use
led to more pain relief than did pla-
cebo (82% vs 43%, P < 0.001) {ARI
39%; N N T 3, CI 2 to 4; RRI 93%, CI
46% to 165%}*. More patients who
received anticonvulsant drugs had
adverse effects than did those who

received placebo (38% vs 5%, P<
0.001). 2 placebo-controlled trials
investigated anticonvulsant drug
use for migraine prophylaxis, Anti-
convulsant drug use led to more im-
provement than did placebo (85% v$
22%, P< 0.001) {ARI 63%; N N T 2,
CI 1 to 2; RRI 286%, CI 158% to
502%.}* More patients who received
anticonvulsant drugs had adverse
effects than did those who received
placebo (53% vs 11 %, P < 0.001).
Phenytoin had no effect on the irri-
table bowel syndrome, and carba-
mazepine had little effect on pain
after stroke. Clonazepam was effec-
tive in 1 study for ternporomandib-
ular joint dysfunction.

Conclusion
Anticonvulsant drugs are effective for
management of pain in trigeminal neu-
ralgia and diabetic neuropathy and for
migraine prophylaxis but are associated
with adverse affects.
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Although the results of this meta-analy-
sis did show that anticonvulsant drugs are
effective in the treatment of neuropathic
pain, this finding is tempered by the high
rate of nonresponse, 43%, in patients
treated with carbemazepine.

Challenges to the analyses were raised
by the authors on the lack of standard-
ized data reporting across articles. Inves-
tigators in this field must improve the
quality of their reporting, for example, by
defining a clinically important level of
pain relief (i.e., 50%) that would consti-
tute a clear response to the medication
under study.

The intent of this meta-analysis was to
better define the role of anticonvulsant

drugs in the treatment of neuropathic
pain, and McQuay and colleagues have
accomplished this. More important, they
have succeeded in showing that much still
needs to be done before clinicians can
confidently provide effective management
to patients with neuropathic pain,
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