
Dose-Dependent Severe Arthralgia Induced by Gabapentin

To the Editor:

Gabapentin is a novel drug used increasingly in the management of com-
plex pain syndromes1. Although initially used as an anticonvulsant and
more recently as a treatment for neuropathic pain2,3, rheumatologists may
prescribe this drug for conditions such as fibromyalgia or the pain of spinal
stenosis. Although the exact mechanism of action remains largely
unknown, the analgesic effect of gabapentin is thought to be due to gamma-
aminobutyric acid (GABA) mimetic and calcium channel-blocking proper-
ties1. GABA is one of the major inhibitory neurotransmitters in the brain.
We describe a patient with neuropathic pain, successfully treated with
gabapentin, who developed such severe arthralgias during treatment with
gabapentin that it was necessary to discontinue treatment.

A 36-year-old woman presented with an 8-month history of severe left-
hand pain following a fall. Although she was initially thought to have sus-
tained a scaphoid fracture, all subsequent investigations for a structural or
traumatic abnormality were negative, and she was finally diagnosed as hav-
ing complex regional pain syndrome (CRPS) type 1. In addition to severe
and constant pain of the hand, she reported frequent episodes of burning
pain with radiation to the whole arm. The hand was warm, with swelling in
the region of the wrist joint. There was allodynia to light touch over all fin-
gers and reduction in the range of movement of the wrist.

Pain was inadequately controlled with acetaminophen. Treatment was
initiated with gabapentin 300 mg at night, and then gradually increased to
a daily dose of 900 mg. Within 2 months of initiating gabapentin, she
reported definite improved pain control, with almost complete resolution of
the episodic burning pain. She had, however, newly developed joint pain,
without joint swelling, of the knees, ankles, and hand joints. She com-
plained of stiffness, which was more pronounced in the mornings.
Arthralgias were of sufficient severity to interfere with daily activities.
There was no evidence of joint swelling or tenderness on examination. All
blood tests including a complete blood count, C-reactive protein, erythro-
cyte sedimentation rate, creatine kinase, rheumatoid factor, antinuclear
antibody, extractable nuclear antigens, DNA-binding, and C3 and C4 were
within normal limits. Radiographs of knees and ankles were normal. A

technetium scintigraphic joint scan was negative. A drug reaction to
gabapentin was suspected. Gabapentin was tapered slowly and discontin-
ued over a one-week period, with a report of complete relief of arthralgias
within 2 weeks, but worsening neuropathic pain in the hand and recurrence
of paroxysmal episodes of pain. In view of the previous excellent pain con-
trol achieved with gabapentin, the patient was willing to retry this agent. On
a dose of 300 mg a day, she reported inadequate neuropathic pain control,
but recurrence of arthralgias, which increased progressively with further
small increments of the dose, resulting in unacceptable joint pain and need
for discontinuation of gabapentin. Treatment trials for a replacement for
gabapentin are continuing.

Although arthralgia has been reported to occur in 0.1–1% of patients in
clinical studies, the causal relationship has never been specifically report-
ed. Arthralgia as a severe side effect of treatment with gabapentin has not
previously been reported. Although our patient showed no abnormality on
physical or laboratory examination, symptoms were sufficiently severe to
warrant discontinuation of a medication that had given excellent relief of a
disabling pain. It is possible that objective arthritis may have developed
with continued use of gabapentin. This agent has an overall favorable safe-
ty profile, as well as few known drug interactions. The most common side
effects are mostly neurologic, such as somnolence, dizziness, and fatigue4.
Musculoskeletal complaints, including true arthritis, often associated with
immunulogical abnormality, are well recognized to occur with the older
anticonvulsants such as phenobarbital and carbamazepine5,6.

CRPS represents a challenge in understanding the pathophysiology as
well as management strategies7. An occasional disturbing symptom in
CRPS is spontaneous paroxysmal pain, which is often difficult to control,
but which responded well to gabapentin in our patient. Regardless of an
excellent response, the side effect from the medication was severe enough
to preclude continued use. The causal relationship was confirmed by reso-
lution of arthralgia when the drug was discontinued and reappearance of
symptoms when the drug was restarted. We also believe that this adverse
effect was dose related, as worsening of symptoms with higher doses were
observed. As gabapentin is being used more commonly for various painful
conditions, arthralgia due to this medication may lead to referral to rheuma-
tologists.
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