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Background: This study was carried out to
evaluate the efficacy, tolerability, and safety of
gabapentin as an adjunctive treatment in patients
with bipolar or schizoaffective disorder with
manic or hypomanic symptoms.

Method: Twenty-five patients fulfilling
DSM-1V diagnostic criteriafor bipolar | disorder
or schizoaffective disorder underwent a 16-week,
open-trial treatment with gabapentin. Symptom
severity was measured using the Clinical Global
Impressions scale (CGl) and the Brief Psychiatric
Rating Scale (BPRS). Baseline scores and final
scores were compared by using the Student t test
and the Friedman range variance analysis.

Results: Twenty-two patients (88%) com-
pleted the 16 weeks of treatment with gabapentin;
19 (76%) had a positive response as measured by
changesin CGI and BPRS scores. The mean dose
was 1440 mg/day. The only side effect observed
was oversedation, which decreased with continu-
ing treatment.

Conclusion: Gabapentin was effectivein
the treatment of mania and hypomaniain patients
with bipolar and schizoaffective disorders. If
confirmed in controlled studies, these findings
suggest that gabapentin represents a well-
tolerated, rapidly acting antimanic agent.
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T he prophylactic action of antiepileptic drugs was
first observed by French! and Japanese® psychia-
trists, and many studies on their value have since been
performed. The anticonvulsants carbamazepine and val-
proate are widely used in both the acute and prophylactic
treatment of affective disorders and are recognized as ma-
jor therapeutic tools for lithium-nonresponsive bipolar
patients.® Some evidence® suggests that the recently ap-
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proved anticonvulsant lamotrigine could also be effective
in both the acute and maintenance phase treatment of pa-
tients affected by treatment-resistant bipolar disorders.
Although it has not been known if the mechanism of ac-
tion underlying the antiepileptic properties of these drugs
is responsible for their mood-stabilizing effects, it has
been suggested that other antiepileptic drugs should be
screened for putative thymoleptic properties.®

Gabapentin (1-(aminomethyl)cyclohexaneacetic acid)
is a new antiepileptic drug recommended as an adjunc-
tive treatment for patients with refractory partial epi-
lepsy.® Although its mechanism of anticonvulsant action
is still unknown, its excellent pharmacokinetic profile,
lack of interaction with other anticonvulsants, and effi-
cacy and tolerability demonstrated in controlled studies
performed in epileptic patients make gabapentin an at-
tractive medication choice for bipolar and schizoaffective
patients. At thistime, the effectiveness of gabapentin asa
treatment for affective disorders has been studied very
little. Stanton et al.” described a successful treatment of
acute mania with gabapentin (at 3600 mg/day) mono-
therapy in a40-year-old man with DSM-1V bipolar | dis-
order and alcohol dependence. Shaffer and Shaffer® re-
ported the positive response of 18 of 28 patients treated
with adjunctive gabapentin; all patients were diagnosed
with a type of bipolar disorder refractory to treatment
with standard mood-stabilizing agents. A moderate re-
sponse was also observed by Bennet et al.® in 4 of 5inpa-
tients with refractory bipolar | and schizoaffective disor-
derstreated with adjunctive gabapentin. Of the 9 patients
enrolled in the McElroy et al. open-label study,™ 8 dis-
played a moderate or marked reduction in manic symp-
toms when gabapentin therapy was introduced. Con-
versely, Short and Cooke™ and Lee et al.** described the
occurrence of hypomanic symptoms after gabapentin
was added to a regimen of carbamazepine and lamotri-
gine in the treatment of patients with epilepsy.

In order to further elucidate the efficacy, tolerability,
and safety of gabapentin in patients fulfilling DSM-1V?*
diagnostic criteria for either bipolar or schizoaffective
disorder, an open-label safety and varying dosage gaba-
pentin trial was undertaken. The purpose of this study
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was to evaluate the efficacy of adjunctive gabapentin in
the treatment of patients with bipolar or schizoaffective
disorder during manic or hypomanic episodes.

METHOD

For participation in the study, patients had to be 18
years of age or older and had to fulfill the DSM-IV diag-
nostic criteria for bipolar disorder or schizoaffective dis-
order. To be included in the study, patients had to meet
DSM-1V criteria for manic or hypomanic episodes. Ex-
clusion criteria included pregnancy, inadequate contra-
ception, and breastfeeding in women and a recent history
of acohol or drug abuse in both men and women. After
informing the subjects and giving them a complete de-
scription of the study, consent was obtained.

The initial daily dose of gabapentin was 300 mg/day,
given orally in 1 dose at night. Doses were subsequently
increased by 300 mg/day every 4 days, according to pa
tient response and side effects, to a maximum dose of
2400 mg/day. Doses were usually given b.i.d. or t.i.d.

Psychotropic agents such as benzodiazepines and neu-
roleptics already prescribed at baseline were maintained,
while other mood stabilizers such as lithium, carbamaze-
pine, and valproate were tapered off. The changeover
from other mood stabilizers to gabapentin was simulta-
neous over a period of 4 weeks. The substitution of the
mood stabilizer was necessary because of the presence of
severe side effects. The substitution or addition of gaba-
pentin was the only manipulation during the course of the
study (16 weeks), and gabapentin was the only mood sta-
bilizer used in our patients.

An extensive physical and neurol ogic examination was
performed on all patients prior to initiation of the trial,
and plasma samples were obtained at baseline and 2
weeks after the initiation of the therapy for laboratory
tests including measures of electrolytes and thyroid, re-
nal, hepatic, and hematologic status. Urine analysis was
carried out at the same intervals. Patients were visited ev-
ery 15 days (or more frequently if needed) to assess re-
sponse and side effects, to record compliance, and to ad-
just doses as necessary. Throughout the study period,
patients were rated by the same clinician. Patients could
be withdrawn from participation in the study at their re-
guest or on the basis of clinical judgment or abnormal
safety assessments.

Psychopathol ogic evaluation and severity assessments
were performed at baseline and every 2 weeks using 2
psychiatric rating scales. (1) the Clinical Global Impres-
sions scale (CGI),* which contributes to the formulation
of an overall opinion in 3 areas: the seriousness of theill-
ness, the general improvement, and the rate of therapeutic
efficacy; and (2) the Brief Psychiatric Rating Scale
(BPRS),*™ which includes an 18-item assessment of vari-
ous psychiatric symptoms, including affective and psy-
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Table 1. Clinical Characteristics of Patients

Characteristic N
Number of patients
Entering study?® 25
Completing study 22
Male 12
Female 13
Diagnosis
Bipolar | disorder 16
Schizoaffective disorder, bipolar type 9
Symptomatology
Manic symptoms 9
Hypomanic symptoms 16

3Mean age = 44.5 years, range, 19-82 years.

chotic symptoms, and on which individua item scores
range from 1 (not present) to 7 (extremely severe).

The primary assessment of the therapeutic effect was
the BPRStotal score, the CGI severity of illness score, the
CGI change score, and the BPRS change score (or “im-
provement score,” baseline score minus week 16 score).
Statistical analysis was performed by using the Student
t test for paired data with the degree of freedom indicated
in each case, and the range variance analysis with the
Friedman method. Values are given as the mean + SD.

RESULTS

Subjects

Twenty-five patients (12 men, 13 women; mean
age = 44.5 years; range, 19-82 years) who met the inclu-
sion criteria for participation in the study were enrolled.
The diagnosiswas DSM-1V bipolar | disorder in 16 cases
and schizoaffective disorder bipolar type in 9 cases, 16
patients presented hypomanic episodes and 9 manic epi-
sodes (6 of them were dysphoric). None of the patients
presented a history of rapid cycling. The clinical charac-
teristics of the patients are summarized in Table 1.

Clinical Response

Twenty-two patients completed the 16-week study,
while 3 patients (2 with hypomanic symptoms and 1 with
manic symptoms) discontinued in the second week of
treatment, 2 because of noncompliance and 1 because of
inadequate clinical response (increase of hypomanic
symptoms and the occurrence of behavioral agitation in
an 82-year-old patient). Of the 22 patients treated with
gabapentin for at least 16 weeks, 19 (76% of the origina
25) had a positive response as judged by both the treating
psychiatrist and the patient. The CGI severity rating at
baselinewas 4.0 + 1.2 and at week 16 was 2.3 =+ 1.1. The
CGI change score was statistically significant (t = 8.5,
df =21, p <.0001). The BPRS score at baseline for these
patients was 29.1 =+ 7.1 and at week 16 was 21.3 + 3.3.
The BPRS score showed statistically significant reduction
(t=28.2, df =11, p<.0001). In the patients with manic
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episodes (N =8), the BPRS score at baseline was
37.1 + 5.8 and at week 16 was 22.7 + 3.0. The analysis of
varianceindicated that the reduction in scores was statisti-
cally significant (x?=51.2, df =8, p<.001). In the pa-
tients with hypomanic episodes (N = 14), the BPRS score
at baselinewas 24.5 + 1.8 and at week 16 was 20.5 + 3.3.
The analysis of variance indicated that the reduction in
scores was statistically significant (x*>=53.4, df =8,
p <.001).

Overall, patients showed improvement 2 to 4 weeks af -
ter the addition of gabapentin to their ongoing psycho-
tropic regimens.

Dosage

The mean dose used to treat our psychiatric patients
was 1440 mg/day (range, 900-2400 mg). There was no
clear relationship between the daily dosage of gabapentin
and the clinical response.

Adverse Effects

The most common side effect was oversedation that
was initially of moderate intensity in 11 patients (44%),
decreasing to mild intensity with continuing treatment.
With the low dosage used, no other undesirable side ef-
fects occurred. There were no clinically significant abnor-
malitiesin vital signs throughout the study.

DISCUSSION

These data in 25 patients suggest that gabapentin may
have antimanic efficacy in bipolar and schizoaffective
disorders. Twenty-two patients completed 16 weeks of
treatment, and 19 of the 22 patients showed a positive re-
sponse during the course of the treatment with gabapen-
tin. Clinical improvement was evident after 14 days of
treatment with gabapentin and reached maximum effects
over 7 or 14 days of full dosage. The mean dose used to
treat our psychiatric patients was 1400 mg/day. There was
no clear relationship between the daily dosage of gaba
pentin and the clinical response.

Gabapentin isarelatively safe medication according to
neurologic literature.”® In our study, gabapentin showed
an acceptable degree of overal tolerability, there being
only 1 adverse event (oversedation) reported during the
course of the 16 weeks of treatment, and it was transient
and of only mild intensity.

At present, it isnot possibleto determine whether gaba-
pentin represents only an adjunct treatment or is the rel-
evant factor in the treatment of acute mania, since com-
plete withdrawal of all other drugs has not been attempted
in patients for ethical reasons. The evidence suggests that
although gabapentin alone may be suitable for the control
of the hypomanic or mildly disturbed manic patient who
retains some insight, neurol eptics are necessary for imme-
diate control of behavior and mood in more active patients.
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This type of therapy appears rather specific insofar as
it isnonsedative and, apparently, from a psychopathologic
point of view, acts specifically on the core symptoms of
mania (elation, megalomania, decreased sleep require-
ments, pressure of speech, flight of ideas, distraction, and
psychomotor agitation). It has a significant antianxiety
and antiagitation effect.

The hypothesis that hypofunction of GABA in the
central nervous system may be involved in the pathogen-
esis of manic syndromes was initially proposed by Van
Kammen.* This concept, which has received verification
in experiments targeting the role of GABA in major affec-
tive disorders®®? is supported by the finding that
GABAergic anticonvul sants possess antimanic properties
and are also used in the prophylaxis of manic depression.
Involvement of GABAergic transmission in the mode of
action of gabapentin may not, however, represent the only
possible explanation for the effects of gabapentin in affec-
tive disorders. A further, highly interesting, possible alter-
native regarding the mode of the action of lithium-like
compounds istheir calcium antagonistic property. The ef-
fects of anticonvulsants on neuronal calcium fluxes are
under current investigation.”

Although the question as to the molecular mode of ac-
tion of anticonvulsantsin the treatment of affective disor-
ders cannot, as yet, be answered, the application of these
compounds appears highly promising and is an important
addition to the therapeutic arsenal for the management of
these types of psychoses. The pattern of response and
nonresponse to gabapentin therapy is similar to that seen
in most studies of the acute treatment of bipolar and
schizoaffective patients with carbamazepine and lithium
(50%, marked or moderate response; 25%, slight re-
sponse).®

The findings of our study must be regarded as prelimi-
nary and in need of replication in double-blind or
placebo-controlled trials. A longer trial period might have
rendered more definitive results. If confirmed in con-
trolled studies, these findings suggest that gabapentin rep-
resents a well-tolerated, rapidly acting antimanic agent.
Gabapentin may become an alternative treatment ap-
proach for patients with resistant affective illness or for
those patients who are unabl e to tol erate the side effects of
lithium.

Drug name: carbamazepine (Tegretol and others), gabapentin
(Neurontin), lamotrigine (Lamictal).

REFERENCES

1. Lambert PA, Carraz G, Borsdlli S, et . Action neuro-psychotrope d'un
nouvel anti-épileptiche: e Dépamide. Ann Méd Psychol (Paris) 1966;1:
707-710

2. OkumaT, Kishimoto A, InoueK, et a. Antimanic and prophylactic effects
of carbamazepine on manic depressive psychosis. Folia Psychiatr Neurol
Jpn 1973;27:283-297

3. American Psychiatric Association. Practice guideline for the treatment of

247



Cabras et al.

10.

11.

12.

patients with bipolar disorder. Am J Psychiatry 1994;151(suppl 12):1-36

. Calabrese JR. Lamotrigine in treatment refractory manic depression. Pre-

sented at the International Conference on New DirectionsinAffective Dis-
orders. September 3-8, 1995; Jerusalem, Israel

. McElroy SL, Keck PE Jr. Drugsfor treatment of bipolar disorder: anticon-

vulsants. In: Schatzberg AF, Nemeroff CB, eds. Textbook of Psychophar-
macology. Washington, DC: American Psychiatric Press; 1995:351-356

. Taylor CP. Emerging perspectives on the mechanism of action of

gabapentin. Neurology 1994;44(suppl 5):S10-S16

. Stanton SP, Keck PE Jr, McElroy SL. Treatment of acute mania with

gabapentin [letter]. Am J Psychiatry 1997;154:287

. Shaffer CB, Shaffer LC. Gabapentin in the treatment of bipolar disorder

[letter]. Am J Psychiatry 1997;154:291-292

. Bennet J, Goldman WT, Suppes T. Gabapentin for treatment of bipolar and

schizoaffective disorders [letter]. J Clin Psychopharmacol 1997;17:
141-142

McElroy SL, Sontullo C, Keck PE Jr, et a. A pilot tria of adjunctive
gabapentin in the treatment of bipolar disorder. Ann Clin Psychiatry 1997,
9:99-103

Short C, Cooke L. Hypomania induced by gabapentin. Br J Psychiatry
1995;166:679-680

LeeDO, Steingard RJ, CesenaM. Behavioral side effects of gabapentinin
children. Epilepsia 1996;37:87-90

248

13.

14.

15.

16.

17.

18.

19.

20.

21

American Psychiatric Association. Diagnostic and Statistical Manual of
Mental Disorders, Fourth Edition. Washington, DC: American Psychiatric
Association; 1994

Guy W. ECDEU Assessment Manual for Psychopharmacology. US Dept
Health, Education, and Welfare publication (ADM) 76-338. Rockville,
Md: National Institute of Mental Health; 1976;218-222

Overdl JE, Gorham DR. The Brief Psychiatric Rating Scale. Psychol Rep
1962;10:799-812

Ramsay RE. Clinical efficacy and safety of gabapentin. Neurology
1994;44(suppl 5):S23-S30

Van Kammen DP. y-Aminobutyric acid (GABA) and the dopamine hy-
pothesis of schizophrenia. Am J Psychiatry 1977;134:138-143

Berrettini WH, Post RM. GABA in affective illness. In: Post RM,
Ballenger JC, eds. Neurobiology of Mood Disorders. Baltimore, Md: Wil-
liams & Wilkins; 1984:673-685

Lloyd KG, Morsdlli PL. Psychopharmacology of GABAergic drugs. In:
Meltzer HY, ed. Psychopharmacology: The Third Generation of Progress.
New York, NY: Raven Press; 1987:183-95

Post RM, Ballenger JC, Hare TA. Cerebrospinal fluid GABA in normals
and patients with affective disorders. Brain Res Bull 1980;5:755-759
Gee NS, Brown JP, Dissanayake VU, et a. The novel anticonvulsant drug,
gabapentin (Neurontin), binds to the alpha2delta subunit of a calcium
channel. JBiol Chem 1996;271:5768-5776

J Clin Psychiatry 60:4, April 1999



	Table of Contents

