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ABSTRACT

Pregabalin and gabapentin are a new-generation anti-epileptic drugs. They show their effects
through voltage-gated, calcium channels. Sedation and cognitive dysfunctions are among their
side effects. There are some investigations which show that pregabalin and gabapentin may
help in quitting smoking. In this study, two patients are presented: one who smoked 60 ciga-
rettes per day for 10 years and her urge to smoke decreased after pregabalin treatment and
she quitted smoking, and the other who smoked 40 cigarettes per day for 20 years and his urge
to smoke decreased after gabapentin treatment and he quitted smoking. The use of pregabalin
and gabapentin in the treatment of smoking cessation is discussed as well as their side effects.
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INTRODUCTION

Pregabalin and gabapentin are gamma-aminobutyric
acid (GABA) analogues. They show their effects through
voltage-gated, calcium channels (1). Only four studies
that investigated the effect of pregabalin and gabap-
entin on the urge to smoke were found by searching
MEDLINE (2-5). In these studies, some methodologi-
cal problems, such as small sample size, short duration
of treatment and a higher dropout rate, were present. In
these studies, it was found that gabapentin and prega-
balin decrease the urge to smoke compared to baseline
studies. In this article, two long-time smokers—one who
quitted smoking after the use of gabapentin and the other
who quitted after the use of pregabalin—are presented.

CASE 1

A 39-year-old college graduate, married for eight years,
and a mother of one female patient applied to the clinic
with panic disorder symptoms. She was treated for panic
disorder for 12 years. Despite the fluoxetine (40 mg/day)
and alprazolam (3 mg/day) treatment, she had panic
attacks a few times per month. Therapeutic drug monitor-
ing (TDM) of fluoxetine and alprazolam was measured.
The fluoxetine level was determined as 59.39 ng/mL
(a therapeutic reference range: 120-500 ng/mL) and

the alprazolam level was determined as 523.04 ng/mL
(5-50 ng/mL) (6). According to these results, the fluoxe-
tine level was evaluated as very low, and the alprazolam
level was evaluated as very high. Due to the ineffec-
tive treatment, venlafaxine (75 mg/day) and pregabalin
(300 mg/day) were initiated to her. Two weeks later,
TDM of venlafaxine was determined as 123.78 ng/mL
(100400 ng/mL) and TDM of pregabalin was deter-
mined as 3.82 pg/mL (2-5 pg/mL) (6). Although the
patient smoked 60 cigarettes per day for 10 years, she
claimed in the fourth month of her treatment that she no
longer had the urge to smoke, and quitted smoking. She
said that she tried to quit smoking in the past but could
not because she liked smoking. Due to the venlafaxine
and pregabalin treatment, her anxiety scores decreased
from 33 to 8. Her alprazolam (3 mg/day) treatment was
terminated.

CASE 2

A 44-year-old college graduate, married for 10 years,
and the father of a child patient, was admitted to the
clinic for the treatment of alcohol dependence. He was
hospitalized and escitalopram (20 mg/day), gabapentin
(1200 mg/day) and diazepam (15 mg/day) treatment
were initiated. Two weeks later, TDM of escitalopram
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was determined as 33.46 ng/mL (15-80 ng/mL) and
TDM of diazepam was determined as 148.75 ng/mL
(200-2500 ng/mL) (6). Although he smoked 40 ciga-
rettes per day for 20 years, in the fourth month of his
treatment, he quitted smoking. He also currently contin-
ues to stay away from alcohol.

DISCUSSION

Nicotine stimulates the mesolimbic dopaminergic
system and creates the effect of reward by increasing
dopamine release in the nucleus accumbens (7). The
nucleus accumbens contains GABAergic synapses (8).
Vigabatrin (a new generation of anti-epileptic which pre-
vents nicotine-dependent dopamine release in the nucleus
accumbens of rats by inhibiting the GABA transaminase
enzyme and thereby reducing the degradation of GABA),
reduces the level of GABA and reduces nicotine self-
administration (9, 10). Similarly, the baclofen, a GABA,
receptor agonist, reduces nicotine self-administration
(11). Baclofen was examined in 30 smokers for nine
weeks. In this double-blind, placebo-controlled study,
the incidence of daily smoking among the subjects who
used baclofen was significantly lower than the placebo
group (12). Positron emission tomography (PET) and
limbic GABA, receptor levels were not high in the sub-
jects who quitted smoking. These findings show that, in
nicotine dependence, there are irregularities in the limbic
GABA, receptor system (13). In light of these studies,
drugs which increase GABAergic transmission may be
useful in the treatment of nicotine addiction. However,
there are a few studies which investigate drugs acting
on the GABA in the treatment of nicotine addiction. In
a recently published review study, new drug possibili-
ties in the treatment of smoking cessation and the effects
of glutamatergic and GABAergic systems in nicotine
addiction are discussed (14). According to this study,
the nicotine-dependent reward system is blocked and
nicotine-seeking behaviour is prevented, due to the sup-
pression of the glutamatergic transmission and increase
of the GABAergic transmission. The authors empha-
sized the effects of the glutamatergic and GABAergic
drugs in the treatment of nicotine addiction.

One of the two cases presented in this paper quit-
ted smoking after the pregabalin treatment and the
other, after gabapentin—a pharmacological-like drug
treatment. It is remarkable that each of the cases quit-
ted smoking in the fourth month of their treatment. In

the studies which investigate the effects of pregabalin,
gabapentin and other GABAergic drugs on smoking, the
duration of treatment is less than 16 weeks. Therefore,
in these studies, the difference, compared to placebo,
may not be detected. Placebo-controlled and double-
blind studies which investigate the use of pregabalin and
gabapentin in a wide sampling, and observe for more
than 16 weeks, are needed.
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