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Potential role of pregabalin in the treatment of
lithium-induced tremor: a case report
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Pregabalin is a structural analogue of gamma-
aminobutyric acid (GABA), one of the key inhibitory
neurotransmitters in the brain. It is approved by the
United States Food and Drug Administration (FDA)
for the treatment of pain related to diabetic peripheral
neuropathy, post-herpetic neuralgia, adjuctive ther-
apy for partial onset seizures, and fibromyalgia (US
FDA, 2007). Pregabalin has also shown efficacy in
other conditions for which it is used off-label, includ-
ing anxiety (Feltner et al.,, 2008). The current report
describes the first documentation of the usefulness
of pregabalin in treating lithium-induced tremor.
In the case described, pregabalin was prescribed as
an anxiolytic to an in-patient with treatment-refractory
major depressive disorder and generalized anxiety
disorder; the beneficial effect on tremor was coinci-
dental and unexpected. However, a pilot randomized,
double-blind, placebo-controlled clinical trial demon-
strated the efficacy of pregabalin in the treatment
of benign essential tremor (Zesiewicz et al.,, 2007)
and a large multicentre trial (clinicaltrials.gov
NCT00584376) is currently in process to evaluate its
efficacy and safety for this indication. It is plausible
that pregabalin may therefore have a unique role in
the treatment of patients with lithium-induced tremor,
particularly considering the frequent comorbidities of
anxiety in patients treated with lithium (bipolar and
major depressive patients). To our knowledge, there
have been no published case reports of the use of
pregabalin for lithium-induced tremor.

Case report

Mr A was a 65-yr-old man with a history of major
depressive disorder and generalized anxiety disorder
who was voluntarily admitted to an in-patient psy-
chiatric facility for a 3-wk exacerbation of anxiety
symptoms and to a lesser extent depressive symp-
toms. More specifically, he developed severe worsen-
ing of his multiple excessive worries, restlessness
mixed with fatigue, initial insomnia, and poor
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concentration. He also endorsed depressed mood and
hopelessness, but did not exhibit anhedonia or sui-
cidality. Manic or psychotic symptoms were absent.
He was alcohol- and drug-free, and had been com-
pliant with his outpatient regimen of 50 mg paroxetine
at bedtime, 300 mg lithium carbonate in the morning
and 600 mg at bedtime, 10 mg zolpidem at bedtime,
and 0.5 mg lorazepam twice a day. According to his-
tory, he had been taking lithium at this dose (level
0.78-0.90 mmol/1) for 2 yr which had demonstrated
good efficacy as an augmenting agent for his de-
pression; however, it produced a persistent side-effect
of fine motor tremor of the hands and arms at rest and
with intention. This tremor was clearly noticeable to
observers and led to social anxiety and impaired con-
fidence, although it did not affect his ability to eat,
drink, or conduct other activities of daily living. The
tremor was observed on admission to the hospital, and
Mr A had an otherwise normal neurological examin-
ation. Upon admission, Mr A was started on 50 mg
pregabalin three times a day which was titrated to
100 mg three times a day after 4 d. Lorazepam 0.5 mg
twice a day was also discontinued on admission in
favour of 15 mg clorazepate twice a day (equipotent to
1 mg lorazepam twice a day). The change in benzo-
diazepine was intended to provide greater anxiolytic
efficacy and to utilize a new agent for him since he was
biased against benzodiazepines that he previously felt
to be ineffective. No other medication changes were
made during his hospitalization. Approximately 3 d
after admission, Mr A was observed to have marked
subjective and objective improvement in the ampli-
tude and frequency of his tremor, although his anxiety
and depressive symptoms had not significantly chan-
ged. This improvement in tremor persisted during the
remainder of his 5-d hospital stay. Ultimately, his an-
xiety and subsequent depression improved mildly to
the point where he was discharged with intensive
outpatient treatment scheduled.

Discussion

The incidence of tremor associated with lithium treat-
ment has been reported to be 10-65% (Vestergaard
et al., 1980). Lithium-induced tremor does not im-
prove with dopamine agonists or anticholinergics
(Carroll et al., 1987), although beta blockers such as
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propanolol, metoprolol, atenolol, pindolol, and nado-
lol have been shown to be effective in case reports
(Dave and Langbart, 1994; Gaby et al., 1983) and
crossover studies (Floru et al., 1979; Kirk et al., 1973).
Vitamin B6 has been described to be efficacious in a
small open-label study (Miodownik et al., 2002).
Anticonvulsants have not been reported to be of use in
lithium-induced tremor, and to our knowledge this is
the first report of pregabalin or other anticonvulsant
showing benefit for this condition. In the case reported
here, pregabalin was initiated simultaneously with a
change in benzodiazepine which increased the total
daily benzodiazepine equivalents. It is possible that
clorazepate exerted a therapeutic effect on this pa-
tient’s lithium-induced tremor. However, it should be
noted that previous multiple benzodiazepine trials at
high doses for anxiety failed to reduce this patient’s
tremor. Moreover, the reduction in tremor observed
can not be attributed to reduced anxiety, since the an-
xiolysis did not occur until days later. Unfortunately,
no tremor rating scales were conducted since this was
an unexpected and unanticipated effect. The efficacy
of pregabalin in the treatment of lithium-induced tre-
mor warrants more scientific study, but we believe this
agent (and potentially other anticonvulsants) has
promise for this indication. Pregabalin may be es-
pecially useful when comorbid disorders such as an-
xiety or pain syndrome are present. The potential
therapeutic mechanism of pregabalin for treating lith-
ium-induced tremor may relate to its action on volt-
age-sensitive calcium channels and potentiation of
GABA neurotransmission, which are assumed to be
relevant to control of tremor (Johannessen Landmark,
2008). In this regard, gabapentin may also hold
promise for the treatment of lithium-induced tremor
since it has a similar molecular structure to pregabalin
and an identical mechanism of action (i.e. increased
human brain GABA levels and reduced intracortical
excitability); emerging evidence supports the efficacy
of gabapentin for various tremor types (Gironell et al.,
1999; Rodrigues et al., 2005). In conclusion, this case
report suggests the potential effectiveness of pregaba-
lin for the treatment of lithium-induced tremor and
postulates that this effect may be shared by similar
anticonvulsant drugs. Clinical trials with pregabalin
and similar agents are warranted to confirm this hy-
pothesis and elucidate the safety and efficacy of such
medications in patients suffering from lithium-
induced tremor.
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