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ABSTRACT
Objective: Gabapentin is commonly used off-label in the 
treatment of psychiatric disorders with success, failure, 
and controversy. A systematic review of the literature was 
performed to elucidate the evidence for clinical benefit of 
gabapentin in psychiatric disorders. 

Data sources: Bibliographic reference searches for 
gabapentin use in psychiatric disorders were performed 
in PubMed and Ovid MEDLINE search engines with no 
language restrictions from January 1, 1983, to October 
1, 2014, excluding nonhuman studies. For psychiatric 
references, the keywords bipolar, depression, anxiety, 
mood, posttraumatic stress disorder (posttraumatic stress 
disorder and PTSD), obsessive-compulsive disorder (obsessive-
compulsive disorder and OCD), alcohol (abuse, dependence, 
withdraw), drug (abuse, dependence, withdraw), opioid 
(abuse, dependence, withdraw), cocaine (abuse, dependence, 
withdraw), and amphetamine (abuse, dependence, withdraw) 
were crossed with gabapentin OR neurontin. 

Study selection and data extraction: The resulting 988 
abstracts were read by 2 reviewers; references were 
excluded if gabapentin was not a study compound or 
psychiatric symptoms were not studied. The resulting 
references were subsequently read, reviewed, and analyzed; 
219 pertinent to gabapentin use in psychiatric disorders 
were retained. Only 34 clinical trials investigating psychiatric 
disorders contained quality of evidence level II-2 or higher.

Results: Gabapentin may have benefit for some anxiety 
disorders, although there are no studies for generalized 
anxiety disorder. Gabapentin has less likely benefit 
adjunctively for bipolar disorder. Gabapentin has clearer 
efficacy for alcohol craving and withdrawal symptoms 
and may have a role in adjunctive treatment of opioid 
dependence. There is no clear evidence for gabapentin 
therapy in depression, PTSD prevention, OCD, or other 
types of substance abuse. Limitations of available data 
include variation in dosing between studies, gabapentin as 
monotherapy or adjunctive treatment, and differing primary 
outcomes between trials.

Conclusions: Further research is required to better clarify 
the benefit of gabapentin in psychiatric disorders.
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Gabapentin was originally approved by the US Food and Drug 
Administration (FDA) for the treatment of partial seizures 

in 1993,1,2 with subsequent approval for postherpetic neuralgia 
in 2002.3–5 Within a decade of initial FDA approval, gabapentin’s 
second most common use became off-label prescription for 
psychiatric disorders.6 Gabapentin’s use in psychiatric disorders 
has been shrouded in controversy, from the 1996 lawsuit against 
Warner-Lambert for promoting Neurontin for off-label indications, 
including psychiatric disorders,7,8 to more recent criticism of a 
number of industry-sponsored trials due to selective reporting and 
positive publication bias.9

Gabapentin was developed to create a γ-aminobutyric acid 
(GABA) neurotransmitter analog.2 However, it exerts no GABA 
agonist effects and does not inhibit GABA uptake or degradation.10–13 
The most accepted molecular mechanism of gabapentin is binding 
at the α2δ1 subunit of Ca2+ channels affecting Ca2+ currents.14–16 
The ubiquity of α2δ1 Ca2+ channels in the brain and spinal cord 
most likely explain the benefit of gabapentin in seizures, pain, and 
multiple disorders.16

Gabapentin has a limited, generally well-tolerated side effect 
profile, and since it is not hepatically metabolized, has minimal drug-
drug interactions. With safety, efficacy, and a proposed mechanism 
well-established for treating neuropathic pain and seizure,2–5,10–13,16 
numerous case reports and reviews suggest gabapentin’s potential 
efficacy as either monotherapy or adjunctive therapy in the 
treatment of bipolar disorder, depression, anxiety disorders, 
posttraumatic stress disorder (PTSD), alcohol dependence, and 
other types of drug abuse. The purpose of this review is to evaluate 
gabapentin use for psychiatric disorders with particular attention 
paid to randomized controlled trials.

METHOD

An initial bibliographic reference search for gabapentin use in 
psychiatric disorders was performed in PubMed and Ovid MEDLINE 
from January 1, 1983 (gabapentin’s appearance in medical research 
literature), to October 1, 2014 with no language restrictions. For 
psychiatric references, keywords bipolar, depression, anxiety, mood, 
posttraumatic stress disorder (posttraumatic stress disorder and 
PTSD), obsessive-compulsive disorder (obsessive-compulsive disorder 
and OCD), alcohol (abuse, dependence, withdraw), drug (abuse, 
dependence, withdraw), opioid (abuse, dependence, withdraw), 
cocaine (abuse, dependence, withdraw), and amphetamine (abuse, 
dependence, withdraw) were then crossed with gabapentin OR 
neurontin. Nonhuman studies were excluded.

The reference abstracts were read by 2 reviewers (M.D.P. and 
P.M.B. or M.D.P. and R.K.B.), and, based on the abstract, references 
were excluded if gabapentin was not a study compound or psychiatric 
symptoms were not studied. Nonblinded studies or case reports 
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Cl
in

ic
al

 P
oi

nt
s  ■ Gabapentin appears to have some benefit for anxiety 

disorders but failed to show benefit in bipolar disorder 
trials.  

 ■ In the individual patient with a mixed psychiatric disorder, 
benefits are most likely due to anxiolytic effects.  

 ■ Gabapentin has modest efficacy for alcohol craving and 
withdrawal symptoms and may have some benefit in 
opioid dependence as an adjunct therapy. 

that did not describe a unique finding were eliminated. The 
resulting references were subsequently reviewed, analyzed, 
and discussed with special attention to clinical trials with 
quality of evidence level II-2 or higher.17,18

Initial keyword search for gabapentin use in psychiatric 
references resulted in 1,370 references. Eliminating 
nonhuman studies and based on the inclusion criteria, 219 
articles pertinent to gabapentin use in the treatment of 
psychiatric disorders were extracted (Figure 1). Thirty-four 
clinical trials were quality of evidence level II-2 or higher 
(Table 1).

RESULTS

Bipolar Disorder
The randomized controlled trials19–21 investigating 

gabapentin for treating bipolar disorder indicate it is likely to 
be ineffective. Data interpretation is difficult: dosing varies by 
trial, gabapentin is used as both monotherapy and adjunctive 
therapy, patients have heterogeneous diagnoses, and primary 
outcomes differ between studies. Pande et al19 published the 
largest randomized controlled trial to date (N = 114) in which 
subjects were randomized to treatment with standard mood 
stabilizers or with adjunctive gabapentin. After receiving 
gabapentin 600–3,600 mg/d for 10 weeks, mood scale scores 
were no different between treatment groups.19 In a double-
blind, randomized, crossover series (N = 31),20 patients with 
refractory bipolar and unipolar mood disorder received 
three 6-week monotherapy treatments of lamotrigine, 
gabapentin, or placebo. On the basis of the Clinical Global 
Impressions Scale for Bipolar Illness (CGI-BP), lamotrigine 
was superior in reducing symptoms versus gabapentin and 
placebo.20 Obrocea et al21 also found gabapentin and placebo 
inferior to lamotrigine in a crossover study of 35 patients 
with bipolar disorder and 10 patients with unipolar disorder 
for reducing depressive symptoms.

An abundance of open-label trials and case series exist 
on gabapentin’s use in bipolar disorder. While these data 
are less rigorous, they may be helpful with individual 
patient treatment (specific case comparison to similar 
specific clinical parameters), and review is warranted. 
Several case series22–25 on adjunctive gabapentin therapy in 
bipolar disorder suggest it may be effective. A case-control 
study22 of 60 patients in the acute phase of mania found 
that treatment with lithium and adjunctive gabapentin 
900 mg significantly reduced symptoms. In 1 study,23 21 
mixed-state patients refractory to mood stabilizers received 

concurrent gabapentin (300–2,000 mg/d) for 8 weeks. Ten 
patients showed significant improvement in CGI-BP scores, 
particularly with depressive symptoms.23 Erfurth et al24 
published a case series on 14 patients with acute mania 
treated with gabapentin 1,200–4,800 mg/d. Six patients 
received gabapentin and valproic acid or lithium and 8 
received gabapentin plus a benzodiazepine for sedation. On 
the basis of a mania assessment scale after 21 days, gabapentin 
appeared safe and efficacious, although 4 patients withdrew 
due to inadequate symptom management.24 Finally, in a 
case series of manic elderly patients (n = 7),25 gabapentin 
900–1,200 mg/d with low-dose antipsychotics or valproate 
successfully resolved mania in 6 patients.

Additional studies address gabapentin as monotherapy 
or adjunctive therapy for acute mania in patients refractory 
to standard therapy and show equivocal results. A meta-
analysis26 of 68 randomized controlled trials comparing the 
efficacy of antimanic drugs found gabapentin to be no more 
effective than placebo. In contrast, several case series and 
open-label trials suggest gabapentin efficacy for acute mania. 
Knoll et al27 examined 12 bipolar manic/hypomanic patients 
refractory to or intolerant of mood stabilizers and treated 
with gabapentin for 3–60 weeks with 900–3,300 mg/d. Half of 
the patients discontinued gabapentin due to side effects and 
half showed moderate improvement.27 Additional smaller 
studies28,29 showed manic/hypomanic patients experiencing 
a significant response to gabapentin. Some open-label 
studies30,31 of adjunctive gabapentin in bipolar mania have 
shown mixed benefit but suggest positive efficacy.

Investigating prophylaxis in euthymic bipolar patients, 
Vieta et al32 conducted a randomized, placebo-controlled 
trial to assess adjunctive gabapentin’s effect in treating and 
preventing bipolar symptoms. For 1 year, 13 patients received 
adjunctive gabapentin with standard mood stabilizers and 
12 patients received adjunctive placebo. On the basis of the 
CGI-BP, gabapentin-treated patients showed significant 
improvement from baseline to month 12. However, other 
clinical measures assessing mania, depression, and sleep 
revealed no differences between treatment groups. Aside 
from small sample size, groups differed by baseline depressive 
episodes (19.3 and 8.3 mean episodes in gabapentin and 
placebo, respectively).32

In addition to alleged improvement in mania-associated 
symptoms, several reports33–37 suggest that gabapentin 
ameliorates other psychiatric symptoms as well. In an 
open-label trial (n = 22), Wang et al33 reported success in 
treating mild to moderate bipolar depression with adjunctive 
gabapentin (mean dose of 1,725 mg/d) for 12 weeks. In 
another study of 16 bipolar I and II patients receiving 
adjunctive gabapentin (mean dose of 1,310 mg/d), 8 showed 
improved depression, anxiety, and irritability symptoms at 
12-week follow-up.34 Sokolski et al35 noted in an open-label 
add-on trial (n = 10) that gabapentin was effective, with 
improvement in depressive symptoms, mania ratings, and 
sleep disturbance persisting for 1 month posttreatment. 
Ghaemi et al36 retrospectively reviewed charts of 50 bipolar 
and unipolar mood spectrum disorder patients receiving 
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adjuvant or monotherapy gabapentin. On the basis of the 
CGI-BP, 30% of patients showed significant improvement 
in mood.36 In a similar report, Ghaemi and Goodwin37 
reviewed the charts of 21 patients with mood disorders 
treated with gabapentin (mean dose of 943 mg/d) either as 
monotherapy or adjunctive therapy for 2–52 weeks (mean 
of 17 weeks). On the basis of self-report mood scales, manic 
symptoms improved by 43.8% and depression scores by 
27.6%. In the depressed subgroup of 10 patients, symptoms 
improved by 57.5%.37

Pharmaceutical marketing has greatly influenced 
gabapentin’s off-label use for bipolar disorder,38 and 
several uncontrolled case series22–25 using gabapentin in 
bipolar patients have contributed to the rise in off-label 
gabapentin prescriptions. A large number of peer-reviewed 
but noncomparative studies and reviews23–25,27–31,33–37,39,40 
also support gabapentin’s role either as monotherapy after 
first-line treatment failure or as adjunctive therapy to mood 
stabilizers, antidepressants, or neuroleptics. Literature 
reviews41–48 referencing the off-label use of gabapentin 
in bipolar disorder reinforce the apparent efficacy of 
gabapentin for mood stabilization or augmentation. Despite 
arguments based on biological plausibility of gabapentin in 
treating mood disorders and disproportionate attention to 
less rigorous studies with positive findings, 4 randomized 
controlled trials have failed to support the claims.19–21,32

Depressive Disorders
To date, no controlled trials exist that investigate 

gabapentin’s effect in the treatment of major depression 
as monotherapy or adjunctive treatment, and according to 
several case reports and chart reviews,49–51 gabapentin use 
for depression is equivocal. In a chart review49 of 27 patients 

with depression refractory to standard antidepressant 
therapy, 10 patients responded to adjunctive gabapentin 
treatment (mean dose of 904 mg/d for 15 weeks). Maurer et 
al50 published a single case report of a 48-year-old woman 
with recurrent depression, somatization, and pain who 
responded to gabapentin 1,800 mg/d with improvement 
in both pain and depressive symptoms. Another narrative 
review51 regarding anticonvulsants in depression treatment 
concluded that there is insufficient evidence to support 
gabapentin’s use in depression.

Epilepsy patients are at increased risk for depression, 
most likely due to both psychosocial and neurologic 
factors.52 Harden et al53 randomized 40 epilepsy patients 
to receive adjunctive gabapentin or standard antiepileptic 
therapy. After 3 months of gabapentin treatment (mean dose 
of 1,615 mg/d), patients noted superior mood improvement 
compared to controls based on the Cornell Dysthymia 
Rating Scale. Groups were similar based on other mood 
scales, including the Hamilton Depression and Anxiety 
Rating Scales and the Beck Depression Inventory.53

Anxiety Disorders
Some evidence suggests that gabapentin possesses 

anxiolytic properties, though few data exist for patients with 
generalized anxiety disorder (GAD). Gabapentin has been 
examined as therapy for treating social phobia, panic and 
somatoform disorders, anxiety in breast cancer survivors, 
and surgery-associated anxiety with mixed results.

In a randomized, double-blind, placebo-controlled study, 
Pande et al54 randomized 69 patients with social phobia 
to receive gabapentin 900–3,600 mg/d or placebo for 14 
weeks. Gabapentin was superior to placebo in treatment of 
symptoms associated with social phobia according to both 

Figure 1. Reference Search Design for Gabapentin Use in Psychiatric Disorders

 

Initial search for gabapentin and 
psychiatric disorder  keywords: 

1,370 references 

Nonhuman studies excluded: 382 references 

Initial psychiatric gabapentin references that were read, 
reviewed, and analyzed: 219 references 

Psychiatric abstracts read/reviewed: 988 references  

Excluded: 769 references 
♦   Gabapentin was not studied 
♦    Psychiatric disorder  response to gabapentin therapy 

was not studied 
♦   Nonblinded studies and case reports without a 

unique �nding 
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patient- and clinician-rated scales.54 Another controlled 
trial55 of 103 patients with panic disorder found that based 
on Panic and Agoraphobia Scale scores, gabapentin 600–
3,600 mg/d and placebo groups were similar. However, in 
a subset of patients with a Panic and Agoraphobia Scale 
score > 20, gabapentin was more effective than placebo in 
attenuating symptoms.55 A randomized, controlled, double-
blind clinical trial56 found gabapentin 300 mg/d or 900 mg/d 
superior to placebo in reducing hot flashes and anxiety in 
breast cancer patients who had completed chemotherapy 
cycles.

Several studies report gabapentin as effective in 
reducing perisurgical anxiety in otherwise psychologically 
healthy patients. In 210 patients randomized to receive 
gabapentin 1,200 mg, hydroxyzine 75 mg, or placebo 
preoperatively, Tirault et al57 showed that gabapentin was 
superior to hydroxyzine or placebo in reducing anxiety. A 
randomized controlled trial58 of 130 patients undergoing 
cataract surgery found a single dose of gabapentin 600 mg 
to significantly decrease perioperative anxiety compared to 
placebo. However, there was no significant difference when 
gabapentin was compared to melatonin.58 Two additional 
randomized controlled studies59,60 found premedication with 
gabapentin to be effective in reducing presurgical anxiety. 
However, in a double-blind, randomized, placebo-controlled 
trial, Clarke et al61 reported no difference in pre- and post-
medication anxiety between gabapentin (600 mg, n = 22) and 
placebo (n = 48) groups 2 hours postoperative.

Posttraumatic Stress Disorder
The available data suggest that gabapentin is a potentially 

effective adjuvant agent in the treatment of PTSD. In a 
retrospective study (n = 30),62 the majority of PTSD patients 
(77%) treated with adjunctive gabapentin (300–3,600 mg/d) 
demonstrated moderate improvement in sleep duration 
and a decrease in nightmares. Case reports63–65 suggest that 
gabapentin plus antidepressant therapy is useful in treating 
PTSD symptoms such as nightmares, flashbacks, anxiety, and 
fear. However, monotherapy gabapentin appears ineffective 
for prevention of PTSD. In patients admitted for surgical 
trauma, Stein et al66 examined gabapentin use in prevention 
of PTSD and depressive symptoms. Within 48 hours of the 
traumatic event, 48 patients were randomized to propranolol 
(60–120 mg/d), gabapentin (900–1,200 mg/d), or placebo 
for 14 days. Both treatments were similar to placebo in 
controlling depressive and PTSD-type symptoms.66 In a 
retrospective study, Fowler et al67 examined the effect of 
gabapentin and pregabalin on the development of PTSD in 
burned service members. In the study, 290 service members 
received gabapentin, pregabalin, or neither. There was no 
difference in incidence of PTSD between the groups.67

Obsessive-Compulsive Disorder
Only 1 study has evaluated gabapentin use for obsessive-

compulsive disorder (OCD). Onder et al68 studied fluoxetine 
monotherapy versus fluoxetine with adjunctive gabapentin in 
controlling OCD symptoms. Forty patients were randomized 

(open-label) to fluoxetine 20 mg/d or fluoxetine 20 mg/d 
with gabapentin 600 mg/d. If patients were nonresponsive to 
either regimen at week 4, fluoxetine doses were increased to 
40 or 60 mg/d and gabapentin to 900 mg/d. The gabapentin 
adjunctive treatment group showed significant reduction in 
OCD symptoms at 2 weeks, but the effect failed to persist past 
week 4. The authors speculate that gabapentin may accelerate 
fluoxetine’s potency in reducing OCD-type behaviors.68

Alcohol Dependence and Withdrawal
Gabapentin efficacy in alcohol dependence, abstinence, 

and acute alcohol withdrawal is suggested in studies by 
Anton et al.69,70 In 1 study,70 150 alcohol-dependent patients 
were randomized to placebo, naltrexone 50 mg/d for 16 
weeks, or a protocol of naltrexone 50 mg/d for 16 weeks 
with gabapentin 1,200 mg/d added for the first 6 weeks. The 
6-week combination of gabapentin and naltrexone showed 
improvement of interval to heavy drinking (~20% less than 
patients not taking gabapentin) and number of drinking days 
(~50% and ~70% less, respectively) compared to placebo 
or naltrexone alone.70 While results were significant and 
promising, the first author had financial support from multiple 
pharmaceutical companies. Another study69 randomized 
60 alcohol-dependent patients to placebo or a protocol of 
flumazenil 2 mg/d for 2 days and gabapentin 1,200 mg/d for 
39 days. For patients with severe withdrawal symptoms, those 
who received the protocol (n = 7) spent more days abstinent 
compared to the placebo group (n = 9). No differences were 
observed between treatment and placebo groups in patients 
with mild or moderate withdrawal symptoms.69

In an open-label trial,71 patients with acute alcohol 
withdrawal (n = 37) received gabapentin 800 mg. Within 
2 hours, 27 patients showed significant decrease on the 
Clinical Institute Withdrawal Assessment (CIWA). These 
early responders received gabapentin 2,400 mg/d for the 
next 2 days, during which 3 early responders worsened 
and 2 experienced withdrawal seizures. The 10 gabapentin 
nonresponders received standard therapy with benzodiazepine 
or clomethiazole. Similar CIWA scores were noted between 
the early responders versus nonresponders, suggesting that 
patients with moderate and mild withdrawal might benefit 
from gabapentin therapy.71 In another study,72 gabapentin 
was comparable to phenobarbital in treating acute alcohol 
withdrawal symptoms in 27 acutely withdrawing patients, 
with no outcome scores differing between the 2 drugs.

Myrick et al73 studied gabapentin versus lorazepam for 
treatment of acute alcohol withdrawal. They found that 
gabapentin 1,200 mg/d was superior to both gabapentin 
900 mg/d and lorazepam 6 mg/d in decreasing alcohol 
withdrawal symptoms and lowering odds of drinking 
during and after treatment. Gabapentin patients reported 
less anxiety, less sedation, and decreased alcohol craving 
compared to the lorazepam group.73 In a small double-blind, 
randomized study of 26 veterans with alcohol dependence 
undergoing outpatient alcohol detoxification, Stock et al74 
showed that gabapentin treatment reduced sedation and may 
decrease alcohol craving compared to chlordiazepoxide. No 



It
 is

 il
le

ga
l t

o 
po

st
 th

is
 c

op
yr

ig
ht

ed
 P

D
F 

on
 a

ny
 w

eb
si

te
.

For reprints or permissions, contact permissions@psychiatrist.com. ♦ © 2015 Copyright Physicians Postgraduate Press, Inc.

It is illegal to post this copyrighted PDF on any website.

    e11Prim Care Companion CNS Disord 
2015;17(5):doi:10.4088/PCC.15r01821

Gabapentin in Psychiatric Disorders

difference between CIWA-revised scores was found between 
treatment groups.74 In contrast, when Bonnet et al75 treated 
withdrawing patients (n = 46) with gabapentin 1,600 mg/d or 
placebo for 7 days, no difference in withdrawal symptoms or 
mood were noted. In a double-blind, randomized, placebo-
controlled trial (n = 61) comparing gabapentin 1,600 mg/d  
versus clomethiazole and placebo,76 add-on gabapentin 
treatment was no more effective than placebo in reducing 
clomethiazole dosing or alleviating withdrawal symptoms.

While abuse of gabapentin itself (mixed with other agents) 
needs to be considered,77 gabapentin appears to be safe and 
well tolerated in individuals with alcohol dependence.78–83 
Furieri et al84 assessed 60 Brazilian men with alcohol 
dependence after treatment for acute withdrawal and 
randomized them to either gabapentin 600 mg/d or placebo 
for 7 days. Gabapentin was more effective in reducing 
drinks per day, average percent of heavy drinking days, 
and increased number of days abstinent, while decreasing 
alcohol cravings.84 Mason et al85 randomized 33 untreated 
alcohol-dependent patients to 1,200 mg/d gabapentin or 
placebo for 1 week. Their results suggested that gabapentin 
was effective in attenuating subjective alcohol craving 
and craving associated with emotionally evocative stimuli 
compared to placebo.85 Most recently, Mason et al86 found 
that gabapentin, particularly at a dose of 1,800 mg/d, 
significantly improved rates of abstinence and no heavy 
drinking in a 12-week, double-blind, placebo-controlled trial 
of 150 participants with current alcohol dependence in the 
outpatient setting. In addition, a similar dose effect was seen 
in mood, insomnia, and craving.86

Drug Abuse, Dependence, and Withdrawal
Several placebo-controlled trials show that gabapentin 

is inappropriate therapy in preventing cocaine relapse. In 
a double-blind, randomized trial,87 patients with cocaine 
dependence (n = 99) were randomized to receive 3,200 mg/d 
of gabapentin or placebo, in addition to individual relapse 
prevention therapy. Primary outcome measures were days 
of cocaine use, self-reported cocaine craving, and treatment 
retention. There were no differences in treatment groups.87 
Another double-blind, placebo-controlled trial88 involving 
methadone-treated cocaine-dependent patients affirmed 
no gabapentin benefit for cocaine abstinence. Mancino et 
al89 conducted an additional randomized controlled trial 
comparing sertraline alone to sertraline with gabapentin to 
treat cocaine-dependent patients with depressive symptoms. 
Sertraline alone showed a significantly lower percentage of 
cocaine-positive urine samples when compared to placebo, 
but gabapentin did not augment this effect.89 In a 48-day, 
double-blind crossover study (n = 7), Hart et al90 examined 
the effect of gabapentin maintenance (0, 600 mg/d, and 1,200 
mg/d) on cocaine self-administration, cardiovascular, and 
subjective outcomes. Results showed that some cocaine-
related subjective ratings were significantly decreased when 
participants were taking gabapentin. However, there was 
no effect on cocaine self-administration or cardiovascular 
effects.90 Berger et al91 found similar results but did not 

conduct a nonblinded study. A follow-up double-blind, 
crossover study by Hart and colleagues92 (n = 6) with 
a higher dose of gabapentin (0, 2,400 mg/d, and 3,200 
mg/d) found that gabapentin did not decrease cocaine self-
administration, cardiovascular effects, or subjective effects 
of cocaine. Despite benefit previously demonstrated in 
open-label non–placebo-controlled trials,93,94 the previously 
mentioned more rigorous placebo-controlled studies show 
that gabapentin is inappropriate pharmacotherapy in cocaine 
relapse prevention.

For treating methamphetamine dependence, gabapentin 
does not appear effective. In a 16-week randomized, 
double-blind, placebo-controlled trial (n = 88),95 patients 
with methamphetamine dependence were randomized 
to receive gabapentin 2,400 mg/d, baclofen 60 mg/d, or 
placebo for 4 months in addition to psychosocial counseling. 
On the basis of urine samples, the authors concluded that 
gabapentin was no more effective than placebo in reducing 
methamphetamine use.95 In a 1-month trial, Urschel et al96 
showed that flumazenil and gabapentin were superior to 
placebo in decreasing methamphetamine craving and use. 
However, in a double-blind, placebo-controlled evaluation of 
the PROMETA protocol consisting of flumazenil, gabapentin, 
and hydroxyzine, Ling et al97 found the protocol to be no 
more effective than placebo in reducing methamphetamine 
use.

Although initial case reports and uncontrolled studies98,99 
suggested a role for gabapentin in treating opioid dependence, 
cravings, and withdrawal symptoms, a randomized 
controlled trial contradicts such claims. Kheirabadi et al100 
randomized 40 opiate-dependent patients to methadone-
assisted detoxification with adjunctive gabapentin 900 mg/d 
or placebo. Gabapentin was no more effective than placebo 
in controlling opiate withdrawal symptoms. A 3-week, open-
label study101 followed up the study by Kheirabadi et al100 
to assess the use of adjunctive treatment with gabapentin 
1,600 mg/d in 27 patients undergoing methadone-assisted 
detoxification. Compared to previous trials, there was 
no significant difference between groups treated with 
gabapentin 1,600 mg and 900 mg. Gabapentin 1,600 mg, 
however, was significantly superior in decreasing some 
symptoms of withdrawal.101Another randomized, placebo-
controlled study (n = 60) by Moghadam and Alavinia102 
found gabapentin to be an effective add-on therapy when 
added to methadone for acute detoxification of opioids, 
resulting in reduced methadone daily and cumulative doses 
and improved withdrawal symptoms. A small, randomized, 
placebo-controlled pilot trial of gabapentin use during 
buprenorphine-assisted detoxification procedure by Sanders 
et al103 found a significantly decreased probability of opioid-
positive urine over time in patients treated with gabapentin 
versus placebo.

CONCLUSION

Since its clinical introduction in the early 1990s, gabapentin 
has been employed in a multitude of clinical disorders with 
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increasing use in psychiatric disorders. Pharmaceutical 
companies with obvious financial interest have pushed 
gabapentin’s off-label use and crossed lines of ethics in 
publication results, culminating in the sentinel article by 
Vedula et al9 in 2009 criticizing industry-sponsored off-label 
gabapentin trials. In addition, interpretation of the current 
evidence is also complicated by the challenges of the variable 
dosing of gabapentin between trials, the heterogeneity of 
diagnoses, evaluating efficacy as monotherapy or adjunctive 
therapy, and differing primary outcomes.

Overall, gabapentin’s positive outcomes in off-label 
psychiatric use have been presented in a multitude of case 
series and open-label studies. However, these studies are 
biased toward positive results and are poorly controlled. 
Case series suggest benefit of adjunctive gabapentin for 
mood symptoms in bipolar disorder, though the existing 
randomized controlled trials do not support this finding. 
Gabapentin’s role in acute mania is equivocal, and limited 
data exist on its use as prophylaxis in bipolar disorder. One 
can argue the difficulty in trial design for bipolar disorder 
based on patient and treatment variability, but this is true 
for any bipolar disorder clinical therapeutic trial (and drugs 
have shown efficacy in double-blind, placebo-controlled 
trials).

Gabapentin does appear to provide benefit for some 
anxiety disorders, although randomized controlled trials 
have been limited to social phobia, anxiety in breast cancer, 
and perioperative anxiety. To date, no studies exist for 
gabapentin efficacy in generalized anxiety disorder. There 
is limited evidence to suggest the use of gabapentin in 
depression, PTSD, and OCD.

Multiple studies suggest gabapentin has some efficacy 
in alcohol dependence, withdrawal, and craving. Often 
examined as an alternative to benzodiazepines, gabapentin 
is not hepatically metabolized and thus may be preferred for 
patients with alcohol-associated liver disease or those who 
are taking other prescription or illicit drugs. Gabapentin 
appears to have potential in supporting abstinence. Its role as 
an alternative to benzodiazepines in acute alcohol withdrawal 
still requires more study.

As for gabapentin’s use in other types of substance 
dependence, there are no data to support its efficacy in cocaine 
or methamphetamine dependence. The clinical trials on the 
adjunctive use of gabapentin in opioid dependence have 
had equivocal results, but higher doses of gabapentin may 
be promising when coadministered with opioid replacement 
therapies. Further evaluation of gabapentin therapy in 
substance dependence should also account for more recent 
concerns over abuse of gabapentin itself, in the context of 
polysubstance abuse, and reports of withdrawal symptoms 
with abrupt cessation of gabapentin treatment.

Given its safety profile and generally well-tolerated side 
effects, further evidence-based research is needed to support 
expansion of gabapentin’s off-label use in psychiatric disorders. 
Future study should focus on elucidating gabapentin’s 
anxiolytic effects, as well as what true benefit it may provide in 
bipolar disorder as adjunctive therapy for mood stabilization. 
To achieve these goals, more rigorous randomized controlled 
trials are required with special attention paid to non–industry-
sponsored studies. Moreover, particular consideration should 
be paid to primary outcomes, without the clouding effects of 
secondary outcomes.
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