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ithium was the first modern antimanic agent and has
been the pharmacologic mainstay of treatment for
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patients who have bipolar disorder in the United States
since 1970.1 Two anticonvulsants, valproate and carba-
mazepine, have also been shown to be effective in the
treatment of acute mania.2,3 Prior to the availability of lith-
ium, valproate, and carbamazepine, antipsychotic medica-
tions comprised one of the few available classes of phar-
macologic agents used for the treatment of acute mania
and for maintenance treatment of bipolar disorder.4 Anti-
psychotic agents continue to be frequently used as ad-
juncts in the treatment of acute psychotic mania and psy-
chotic bipolar depression.5–8 A number of recent research
advances have potential implications beyond the strategies
described above for the treatment of patients who have bi-
polar disorders. First, data from recent studies9–11 suggest
that there may be important differences between valproate
and carbamazepine in their time course of onset and clini-
cal predictors of response. Second, two new anticonvul-

sants, lamotrigine and gabapentin, are being studied as po-
tential treatments for patients who have bipolar disorder.l2

Third, a new generation of antipsychotic medications that
may possess thymoleptic properties are now or will soon
be available.13 Finally, recent surveys indicate that, despite
the availability of lithium, valproate, and carbamazepine,
antipsychotics continue to be commonly prescribed as
maintenance treatment for bipolar disorder.14–17

In this paper, my colleagues and I reviewed the avail-
able evidence supporting the efficacy of valproate and car-
bamazepine in the treatment of bipolar disorder, their time
course of antimanic response, and the factors associated
with response. We then reviewed the preliminary data re-
garding the potential use of lamotrigine and gabapentin
and concluded by reviewing studies of standard and new
antipsychotics in the acute and maintenance treatment of
patients who have bipolar disorder.

ANTICONVULSANTS

Valproate
Valproate and its divalproex formulation have been

shown to be effective in the treatment of acute mania in
seven controlled trials.18–24 Two of these studies18,19 led
to the recent approval of divalproex by the Food and
Drug Administration for the treatment of acute mania in
bipolar disorder. Pooled response rates to valproate from
the three largest parallel-design, double-blind, controlled
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studies18–20 revealed significant improvement (i.e., at least
partial response or > 50% reduction in manic symptoms)
in 54% of patients, superior efficacy compared with place-
bo,18,19 and comparable efficacy compared with
lithium.18,20 In the single study24 that compared oral load-
ing of divalproex (20 mg/kg/day) with haloperidol (0.2
mg/kg/day), both agents produced comparable reductions
in both manic and psychotic symptoms.

Data from the two largest placebo-controlled trials of
divalproex in acute mania18,19 indicated that the agent was
well tolerated and that the therapeutic onset correlated
with the achievement of therapeutic plasma concentra-
tions.25 These observations suggest that more rapid onset
of antimanic activity might be safely achieved if alterna-
tive dosing strategies could produce therapeutic plasma
concentrations earlier in treatment. This strategy has been
examined in two open26,27 and one controlled24 study to
date. In the first of these studies, Keck et al.26 conducted a
prospective, rater-blind, open trial of divalproex adminis-
tered at 20 mg/kg/day in 19 patients hospitalized for acute
mania. Ten (53%) of the 19 patients who received at least
one complete 20 mg/kg/day dose displayed a significant
(at least 50%) reduction in manic symptoms. These re-
sponders displayed the greatest improvement over the first
3 days of treatment.

Mean ± SD plasma valproate concentrations of 82 ± 21
mg/L were achieved by Day 2 of treatment in the 15 pa-
tients completing the study. Most importantly, side effects
were minimal.

In the second open trial examining the safety and effi-
cacy of valproate rapid loading, McElroy et al.27 evaluated
13 consecutive patients hospitalized with acute mania who
received divalproex at 20 mg/kg/day. In most cases
(N = 11) valproate was administered concomitantly with
other antimanic agents, e.g., antipsychotics or lithium. Ten
(77%) patients displayed a moderate or marked response,
and side effects were minor.

As previously noted, in the only controlled trial of rapid
stabilization with divalproex,24 haloperidol and divalproex
were equally effective in reducing both manic and psy-
chotic symptoms. As in the two open studies,26,27 the great-
est rate of improvement for both treatments occurred dur-
ing the first 3 full days of medication administration. The
findings from this initial controlled study suggest that the
treatment of acute psychotic mania with divalproex may
be as rapidly effective and tolerable in some patients as an-
tipsychotic treatment. Thus, if replicated in further studies,
this strategy could potentially provide a treatment alterna-
tive to antipsychotics in patients who have psychotic ma-
nia and allow earlier identification of an effective mainte-
nance mood-stabilizer regimen.

Data from studies of valproate in the treatment of acute
mania suggest that this agent is more effective than lithi-
um in mixed mania,20,28 rapid cycling,l8,29,30 and mania with
comorbid substance use disorder.9,31 In contrast, the pres-

ence of severe mania or comorbid personality disorder has
been associated with a lower likelihood of response to val-
proate.32,33

To date, there are no controlled studies of valproate in
the treatment of acute bipolar depression. In three of four
open studies,29,30,34,35 valproate appeared to be more effec-
tive in the treatment of acute mania than in depression.
However, Davis et al.36 recently reported a significant anti-
depressant response to an open-label trial of valproate in
33 nonbipolar patients who have major depressive disor-
der. In this study, 22 (66%) patients were considered re-
sponders, and the total group mean depression scores de-
creased by 55%. These investigators are currently
conducting a double-blind, placebo-controlled study to
follow up their preliminary findings.

There are no controlled studies of maintenance treat-
ment of bipolar disorder with valproate published to date.
However, Lambert and Venaud37 reported comparable and
generally favorable outcomes in patients treated with
valpromide (a pro drug formulation of valproic acid) or
lithium as maintenance treatment. Other retrospective and
prospective case series30 and open trials29,35 also suggest
that valproate may reduce the frequency and severity of
affective episodes over time, including in patients who
have rapid cycling29,30 and mixed mania.38 These studies
also suggest that valproate, like lithium, may be more ef-
fective in the prevention of manic and mixed episodes
than depressive episodes.

Carbamazepine
The results of 14 double-blind, controlled studies sug-

gest that carbamazepine is effective in the treatment of
acute mania.3 However, only 5 of these studies are not
confounded by the administration of carbamazepine com-
bined with antipsychotics and/or lithium.39–43 Of these
studies, one was placebo-controlled,39 two compared car-
bamazepine against chlorpromazine,40,41 and two against
lithium.42,43 Carbamazepine was superior to placebo and
comparable to chlorpromazine, and better tolerated in
these trials. However, in comparison trials with lithium,
carbamazepine response rates were low, and one study42

reported a trend toward superior efficacy of lithium, which
may have become significant with a larger sample. Never-
theless, pooled data from these 5 randomized, controlled
trials of carbamazepine in acute mania revealed an overall
response rate of 50% for carbamazepine-treated patients,
compared with 56% for lithium-treated control groups and
61% for chlorpromazine-treated patients (differences not
significant). In these studies, the time course of response
to carbamazepine ranged from 1 to 2 weeks. Carbamaze-
pine, like lithium, requires gradual dosage titration be-
cause more rapid escalation may produce intolerable, pri-
marily neurologic, side effects.44

As with valproate, there are preliminary data regarding
clinical features associated with response of patients to
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carbamazepine in acute mania. Post et al.45 found that four
factors associated with poor response to lithium—mixed
mania, rapid cycling, increased severity of acute mania,
and negative family history of mood disorder—were asso-
ciated with a favorable carbamazepine response. In a sec-
ond study, Okuma46 observed a more favorable response to
carbamazepine in patients who had rapid cycling, early
age at onset, and whose course of illness was dominated
by manic episodes.

Three controlled studies47–49 have evaluated the effi-
cacy of carbamazepine in the treatment of patients with
unipolar and bipolar depression. In the first of these stud-
ies, a placebo-controlled crossover study, Post et al.47 re-
ported marked improvement in 12 (34%) of 35 patients
who had treatment-resistant depression. A trend toward
greater improvement in patients who had bipolar (com-
pared with unipolar) depression was observed, and the
switch to placebo was associated with deterioration in car-
bamazepine responders. In the second study, Small48 re-
ported the results of a 4-week trial comparing the response
of 28 patients (4 bipolar, 24 unipolar) who had treatment-
resistant depression and were treated with lithium, car-
bamazepine, or their combination. Of patients receiving
carbamazepine or the combination, 32% displayed moder-
ate or marked improvement compared with 13% for
lithium-treated patients. Finally, Kramlinger and Post49

evaluated the efficacy of lithium versus placebo augmen-
tation of carbamazepine and found that 6 (46%) of 13 pa-
tients responded to lithium augmentation.

Six controlled studies have assessed the efficacy of car-
bamazepine in the maintenance treatment of patients who
had bipolar disorder.50–55 Okuma et al.,50 in the only
placebo-controlled study, reported a 60% response rate af-
ter carbamazepine treatment for 1 year compared with
22% on placebo. In five other controlled studies,51–55

carbamazepine was compared with lithium as a mainte-
nance treatment. In the most recent study,55 50% of
lithium-treated and 49% of carbamazepine-treated pa-
tients went without relapse for more than 1 year. In other
studies, adjunctive treatment with antipsychotics, seda-
tives, and antidepressants was permitted for breakthrough
episodes.51–54 A majority of patients in these studies re-
quired adjunctive treatment, although specific data were
not provided. Thus, although all five studies reported effi-
cacy of carbamazepine in the reduction of affective epi-
sodes and prolongation of euthymic periods, this effect
was incomplete for most patients. Other investigators56

have suggested that the methodologic limitations in most
of the studies that compared carbamazepine and lithium
leave the question of efficacy of carbamazepine as a main-
tenance treatment unresolved. The findings of two natural-
istic outcome studies of carbamazepine treatment under-
score this uncertainty.57,58 For example, Frankenburg et
al.57 found that only 18% of patients treated with carba-
mazepine for 3 to 4 years remained stable. Similarly,

in a 4-year follow-up study of patients who have
treatment-refractory affective disorders, Post et al.58 found
that one half of patients followed had relapsed after 4
years. In addition, the majority of patients required treat-
ment with lithium and other agents.

Lamotrigine and Gabapentin
Although double-blind, randomized, controlled clinical

trials of lamotrigine and gabapentin for the treatment of
various aspects of bipolar disorder are now in progress,
only anecdotal evidence is currently available regarding
their potential use. Two reports of open trials of lam-
otrigine have recently appeared.12,59 In the first report,12 50
patients received lamotrigine as adjunctive treatment to
ongoing medication regimens, and 17 patients received
lamotrigine as monotherapy. Nine (23%) of 39 patients
who received lamotrigine for acute bipolar depression dis-
played moderate improvement, and 18 (46%) patients ex-
hibited marked improvement. Of the 25 patients who re-
ceived lamotrigine while manic (N = 9), hypomanic
(N = 7), or mixed (N = 9), the mean reduction in manic
symptoms was > 50%. Four (16%) patients exhibited
moderate improvement, and 15 (60%) demonstrated
marked improvement. In the second report, Calabrese et
al.59 described the successful treatment of a man with rapid
cycling bipolar type I disorder who was refractory to pre-
vious trials of lithium, fluoxetine, and carbamazepine.
Lamotrigine appeared to produce acute antidepressant ef-
fects and subsequent mood-stabilizing activity.

Six reports have appeared to date60–65 regarding the use
of gabapentin in the treatment of patients who have affec-
tive symptoms. In the first report, Ryback and Ryback60

described the successful addition of gabapentin to imipra-
mine in the treatment of behavioral dyscontrol in an ado-
lescent patient with intermittent explosive disorder, or-
ganic mood disorder, and attention-deficit/hyperactivity
disorder. Stanton et al.61 reported the successful treatment
of a patient who had acute psychotic mania with
gabapentin monotherapy. Manic symptoms responded
well to gabapentin but persistent delusions required the
addition of haloperidol. In a third report, Schaffer and
Schaffer62 described the results of gabapentin adjunctive
or monotherapy in 28 patients who had bipolar disorder
refractory to treatment with lithium, valproate, or carba-
mazepine. Eighteen (64%) patients displayed a favorable
response to gabapentin. Eight patients discontinued treat-
ment because of side effects, primarily sedation or activa-
tion, and two because of poor response (increased rapid
cycling). McElroy et al.63 treated nine patients who had bi-
polar I or II disorder who were experiencing hypomanic,
manic, or mixed states inadequately responsive to mood
stabilizers with open-label, adjunctive gabapentin. Of the
nine patients, seven displayed a moderate or marked re-
duction in manic symptoms by 1 month of gabapentin
treatment. Another patient displayed moderate improve-



© Copyright 1998 Physicians Postgraduate Press, Inc.

One personal copy may be printed

77J Clin Psychiatry 1998;59 (suppl 6)

Anticonvulsant and Antipsychotic Treatment of BD

ment after 3 months. Of these eight patients, six continued
to have antimanic responses for follow-up periods rang-
ing from 1 to 7 months. Young et al.64 described the results
of an open trial of gabapentin alone or in combination
with other mood stabilizers for the treatment of depres-
sion in 15 patients with bipolar I or II disorder. Eight sub-
jects displayed a moderate (> 25%) or marked (> 50%)
reduction in Hamilton Rating Scale for Depression total
scores at 6 weeks compared with baseline. In contrast,
Short and Cooke65 described the occurrence of hypomanic
symptoms when gabapentin was added to carbamazepine
and lamotrigine in the treatment of a patient who had epi-
lepsy. Further studies are needed to clarify the effects of
gabapentin in patients who have bipolar disorder.

ANTIPSYCHOTICS

Standard Antipsychotics
Psychotic symptoms occur commonly during the

manic, mixed, and depressive episodes of bipolar disor-
der.1 Based on the available literature, antipsychotics ap-
pear to have two primary roles in the treatment of patients
who have bipolar disorder: (1) as adjunctive agents to
mood stabilizers for the management of acute psychotic
mania or psychotic depression and (2) as adjunctive main-
tenance treatment for patients who have treatment-refrac-
tory illness.7,8 Despite the common adjunctive use of anti-
psychotics in the treatment of acute mania, no study has
prospectively examined the response of acute mania to
antipsychotics, mood stabilizers, or their combination on
the basis of presence or absence of psychotic symptoms.
Thus, whether or not psychotic mania truly requires ad-
junctive antipsychotics for optional response more often
than nonpsychotic mania remains unknown.

At least 15 double-blind, randomized, controlled trials
of standard antipsychotic medications for the manage-
ment of acute mania have been reported to date.24,40,41,66–77

Five controlled trials in which chlorpromazine was com-
pared with lithium revealed a higher overall rate of
improvement by 3 weeks of treatment in patients who
received lithium.66–70 However, one study found chlorpro-
mazine to be more effective than lithium in patients who
have prominent psychomotor agitation, which may have
been due to more rapid onset of action of the antipsychot-
ic. Other studies that examined antipsychotic medications
other than chlorpromazine also found a more rapid
antimanic response to these agents than to lithium.71,75

Janicak et al.,77 in a meta-analysis of many of these stud-
ies, found significantly superior efficacy for lithium (89%
responders, 11% nonresponders) compared with antipsy-
chotics (54% responders, 46% nonresponders; χ2 = 13.1;
df = 1; p < .001). As reviewed previously, three other
controlled studies found comparable efficacy when anti-
psychotics were compared with carbamazepine40,41 or
divalproex.

There are no controlled trials investigating the efficacy
and safety of antipsychotics for the treatment of psychotic
bipolar depression.7 In studies of patients who have unipo-
lar psychotic depression, the combination of antipsychot-
ics and antidepressants has been found to be superior to ei-
ther class of agents alone.78,79 Extrapolating from these data
would suggest that adjunctive antipsychotics may be ben-
eficial in the management of acute psychotic bipolar de-
pression. This suggestion is supported by a report of three
patients who experienced depressive relapse when antipsy-
chotics were withdrawn or reduced, but recovered when
antipsychotics were reinstituted.80

The use of standard antipsychotics is common in the
maintenance treatment of patients who have bipolar disor-
der, but it is associated with several concerns.14–17 First,
there are no compelling data from controlled trials that
support the efficacy of these agents as a maintenance treat-
ment in patients who have bipolar disorder.7,8 Second,
maintenance antipsychotic treatment may be associated
with the exacerbation of depressive symptoms in some pa-
tients.81–84 Third, patients who have bipolar disorder appear
to be at higher risk for developing tardive movement disor-
ders and other neurologic side effects of standard antipsy-
chotics than are patients who have schizophrenia.85–87

Surprisingly, no prospective, double-blind, randomized,
parallel-design trial has been reported to date that com-
pares antipsychotics and mood stabilizers for the mainte-
nance treatment of patients who have bipolar disorder. Five
open trials have investigated the efficacy of depot antipsy-
chotics alone or in combination with lithium and/or carba-
mazepine.81,88–91 All studies found significant reductions in
the number of manic episodes and overall time patients
were affectively ill during treatment with depot antipsy-
chotics compared with prior treatment intervals when de-
pot antipsychotics were not administered. Two open, pro-
spective, comparative maintenance studies of depot
flupenthixol use in patients who had bipolar disorder have
also been reported.92,93 In these studies, flupenthixol did
not significantly reduce the frequency of affective episodes
compared with the pretreatment course of illness92 and was
not significantly better than placebo when added to lithi-
um.93

New Antipsychotics
Data from a number of open trials suggest that cloza-

pine may have acute and long-term mood-stabilizing ef-
fects in patients who have bipolar disorder, including
patients who have mixed mania, rapid cycling, and those
refractory to treatment with mood stabilizers, electrocon-
vulsive therapy, and standard antipsychotics.94–97 Cloza-
pine has also been reported to reduce manic symptoms,
mixed affective symptoms, and rapid cycling in bipolar pa-
tients without psychosis.95

In an analysis of 10 reports of clozapine use in the treat-
ment of patients who had severe, treatment-refractory bi-
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polar disorder (N = 94), Zarate et al.95 found that 71% of
the patients displayed clinically significant improvement
with clozapine and were successfully maintained on
clozapine, alone or with other medications, for follow-up
intervals averaging 20 months. As in acute mania, these
studies, although preliminary and in need of replication in
controlled trials, suggest that clozapine may be a useful
maintenance treatment in patients refractory to or intoler-
ant of standard mood stabilizers.

A small number of open trials and case reports have de-
scribed the use of risperidone in the treatment of acute
mania.98–110 Several impressions emerge from these re-
ports. First, therapeutic effects in the treatment of manic
symptoms have been described for risperidone when ad-
ministered with other mood stabilizers or antipsychotic
agents.99–103 Second, anecdotal reports of cases or small
series of patients have described exacerbation of manic
symptoms associated with risperidone, especially when
given in high doses and without concomitant mood stabi-
lizers.104–110 Third, two reports109,111 describe a significant
improvement in depressive as well as psychotic symp-
toms in patients who had psychotic depression or schizo-
affective disorder, depressive subtype, and were treated
with risperidone.

To date, there are no reports of the efficacy of olanza-
pine, sertindole, quetiapine, or ziprasidone in the treat-
ment of patients who have bipolar disorder. Preliminary
data from a controlled trial comparing olanzapine with
haloperidol in the acute treatment of patients who had
schizoaffective disorder are of potential relevance to the
role of olanzapine in the treatment of bipolar disorder.112

In this study, olanzapine-treated patients who had schizo-
affective disorder, bipolar type, displayed significantly
greater improvement in measures of psychotic and de-
pressive symptoms from baseline to endpoint compared
with the haloperidol-treated group. Because the pharma-
cologic profile of olanzapine resembles that of cloza-
pine,113 and clozapine appears to have mood-stabilizing as
well as antipsychotic activity, these initial findings in pa-
tients who have schizoaffective disorder suggest that
olanzapine may exert thymoleptic as well as antipsychotic
effects in patients who have bipolar disorder.114

SUMMARY

The anticonvulsants valproate and carbamazepine
have established efficacy from controlled trials in the
treatment of acute mania. There appear to be differences
in their time course of onset with preliminary evidence
suggesting that antimanic activity may occur more rapidly
when valproate is administered by rapid loading. Re-
sponse to valproate and carbamazepine has been associ-
ated with two similar clinical features, mixed mania and
rapid cycling, which are identified with poor response to
lithium.

There are substantial differences in the extent to which
valproate and carbamazepine have been studied in con-
trolled trials of bipolar depression and as maintenance
treatments for bipolar disorder. No controlled trials are
available regarding the efficacy of valproate in acute bi-
polar depression or as maintenance therapy. A small num-
ber of controlled trials of carbamazepine in bipolar de-
pression suggest that it may have efficacy in some
treatment-refractory patients. Controlled maintenance tri-
als of carbamazepine have significant methodologic limi-
tations. Taken altogether, these studies suggest that carba-
mazepine may be an effective maintenance treatment but
may also be less effective overall than lithium. Only pre-
liminary data regarding the potential efficacy and safety of
two new anticonvulsants, lamotrigine and gabapentin, are
available.

Standard antipsychotic agents appear to have a role as
adjunctive treatment in acute psychotic mania in which
they appear to exert more rapid therapeutic effects than
lithium. In studies comparing standard antipsychotics with
valproate or carbamazepine, no advantage has yet been
found for the use of antipsychotic agents over these anti-
convulsants, including the reduction of psychotic symp-
toms. Similarly, although standard antipsychotics are com-
monly used in the maintenance treatment of patients who
have bipolar disorder, their efficacy in this role has yet to
be established in controlled trials.

The available data suggest that clozapine and risperi-
done may have thymoleptic properties different from those
of standard antipsychotics. These new antipsychotics may
also differ from one another in their specific thymoleptic
profiles. Controlled trials of clozapine, risperidone, and
other new antipsychotics (e.g., olanzapine, sertindole, que-
tiapine, and ziprasidone) are needed to assess the efficacy
of these agents in patients who have bipolar disorder and to
better determine their thymoleptic activity.

CONCLUSION

Anticonvulsants and antipsychotics represent important
therapeutic agents in the treatment of patients who have bi-
polar disorder. Although preliminary data exist, further re-
search is needed to more firmly establish predictors of re-
sponse associated with valproate and carbamazepine.
Similarly, definitive evidence from controlled trials is
needed to confirm the preliminary findings of a rapid onset
of antimanic activity associated with rapid loading of val-
proate. Much work remains to be done in elucidating the
efficacy of these two agents in the treatment of acute bipo-
lar depression. Gaps also remain in our knowledge in re-
gard to the efficacy of valproate and carbamazepine as
maintenance therapies. Lamotrigine and gabapentin repre-
sent potential new treatments in need of controlled studies
in all phases of bipolar disorder, e.g., acute mania and de-
pression and as maintenance treatments.
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Although standard antipsychotic medications are ef-
fective as acute (and possibly maintenance) antimanic
agents, their use in patients who have bipolar disorder is
associated with several concerns, including lack of anti-
depressant or mood-stabilizing effect, exacerbation of de-
pressive symptoms, and increased risk of tardive move-
ment disorders. Therefore, standard antipsychotics have
clearly delineated roles in the adjunctive treatment of
acute psychotic mania and as maintenance treatment for
patients inadequately responsive to, intolerant of, or non-
compliant with mood stabilizers.

Unlike standard antipsychotics that appear to have uni-
directional antimanic properties and frequent neurologic
side effects, newer antipsychotics may have different thy-
moleptic profiles and are associated with fewer neuro-
logic side effects. Thus, newer antipsychotic agents are
potentially useful alternative or adjunctive agents for
patients who have psychotic mania and possibly
nonpsychotic mania, rapid cycling, mixed affective states,
and psychotic depression. As new antipsychotics become
available, each with a distinctive pharmacologic profile,
careful elucidation of their potential thymoleptic activity
should help to define their roles in the treatment of pa-
tients who have bipolar disorder.

Drug names: carbamazepine (Tegretol and others), chlorpromazine
(Thorazine and others), clozapine (Clozaril), divalproex (Depakote),
fluoxetine (Prozac), gabapentin (Neurontin), haloperidol (Haldol and
others), imipramine (Tofranil and others), lamotrigine (Lamictal), olan-
zapine (Zyprexa), quetiapine (Seroquel), risperidone (Risperdal), ser-
tindole (Serlect), ziprasidone (Zeldox).

REFERENCES

  1. Goodwin FK, Jamision KR. Manic-depressive illness. New York, NY: Ox-
ford University Press; 1990

  2. Keck PE Jr, McElroy SL. Outcome in the pharmacologic treatment of bi-
polar disorder. J Clin Psychopharmacol 1996;16(suppl 1):15S–23S

  3. Keck PE Jr, McElroy SL, Nemeroff CB. Anticonvulsants in the treatment
of bipolar disorders. J Neuropsychiatry Clin Neurosci 1992;4:395–405

  4. Baldessarini RJ. Chemotherapy in Psychiatry. Cambridge, Mass: Harvard
University Press; 1985

  5. Hirschfeld RMA, Clayton PJ, Cohen I, et al. Practice guidelines for the
treatment of patients with bipolar disorders. Am J Psychiatry 1994;151
(suppl 12):1–31

  6. The Expert Consensus Guideline Series: Treatment of Bipolar Disorder. J
Clin Psychiatry 1996;57(suppl 12A):11–88

  7. Gelenberg AJ, Hopkins HS. Antipsychotics in bipolar disorder. J Clin Psy-
chiatry 1996;57(suppl 9):49–52

  8. McElroy SL, Keck PE Jr, Strakowski SM. Mania, psychosis, and antipsy-
chotics. J Clin Psychiatry 1996;57(suppl 3):14–26

  9. Bowden CL. Predictors of response to divalproex and lithium. J Clin Psy-
chiatry 1995;56(suppl 3):25–30

10. Keck PE Jr, McElroy SL, Bennett JA. Health-economic implications of
the onset of action of antimanic agents. J Clin Psychiatry 1996;57(suppl
13):13–18

11. Bowden CL. Dosing strategies and time course of response to antimanic
drugs. J Clin Psychiatry 1996;57(suppl 13):4–9

12. Calabrese JR, Woyshville MJ, McElroy SL, et al. Spectrum of efficacy of
lamotrigine in treatment-refractory manic depression. Presented at the 2nd
International Conference on New Directions in Affective Disorders; Sept
3–8, 1995; Jerusalem, Israel

13. Keck PE Jr, McElroy SL, Strakowski SM, et al. Pharmacologic treatment
of schizoaffective disorder. Psychopharmacol Bull 1994;114:529–538

14. Sernyak MJ, Griffin RA, Johnson RM, et al. Neuroleptic exposure follow-
ing inpatient treatment of acute mania with lithium and neuroleptic. Am J
Psychiatry 1994;151:133–135

15. Keck PE Jr, McElroy SL, Strakowski SM, et al. Factors associated with
maintenance antipsychotic treatment of patients with bipolar disorder. J
Clin Psychiatry 1996;57:147–151

16. Verdoux H, Gonzales B, Takei N, et al. A survey of prescribing practice of
antipsychotic maintenance treatment for manic-depressive outpatients. J
Affect Disord 1996;38:81–87

17. Zarate CA Jr, Tohen M, Hennen J, et al. Neuroleptic exposure following in-
patient treatment of first-episode mania. Presented at the 35th annual meet-
ing of the American College of Neuropsychopharmacology; Dec 8–13,
1996; San Juan, Puerto Rico

18. Bowden CL, Brugger AM, Swann AC, et al. Efficacy of divalproex vs lith-
ium and placebo in the treatment of mania. JAMA 1994;271:918–924

19. Pope HG Jr, McElroy SL, Keck PE Jr, et al. Valproate in the treatment of
acute mania: a placebo-controlled study. Arch Gen Psychiatry 1991;48:
62–68

20. Freeman TW, Clothier JL, Pazzaglia P, et al. A double-blind comparison of
valproic acid and lithium in the treatment of acute mania. Am J Psychiatry
1992;149:247–250

21. Emrich HM, Von Zerssen D, Kissling W. On a possible role of GABA in
mania: therapeutic efficacy of sodium valproate. In: Costa E, Dicharia G,
Gessa GL, eds. GABA and Benzodiazepine Receptors. New York, NY:
Raven Press; 1981:287–296

22. Brennan MJW, Sandyk R, Borsook D. Use of sodium valproate in the man-
agement of affective disorders: basic and clinical aspects. In: Emrich HM,
Okuma T, Muller AA, eds. Anticonvulsants in Affective Disorders.
Amsterdam, The Netherlands: Excerpta Medica; 1994:56–65

23. Post RM, Berretini W, Uhde TW, et al. Selective response to the anticon-
vulsant carbamazepine in manic depressive illness: a case study. J Clin Psy-
chopharmacol 1984;4:178–185

24. McElroy SL, Keck PE Jr, Stanton SP, et al. A randomized comparison of
divalproex oral loading versus haloperidol in the initial treatment of acute
psychotic mania. J Clin Psychiatry 1996;57:142–146

25. Bowden CL, Janicak PG, Orsulak P, et al. Relationship of serum valproate
concentration to response in mania. Am J Psychiatry 1996;153:765–770

26. Keck PE Jr, McElroy SL, Tugrul KC, et al. Valproate oral loading in the
treatment of acute mania. J Clin Psychiatry 1993;54:305–308

27. McElroy SL, Keck PE Jr, Tugrul KC, et al. Valproate as a loading treatment
in acute mania. Neuropsychobiology 1993;27:146–149

28. Swann AC, Bowden CL, Morris D, et al. Depression during mania: treat-
ment response to lithium or divalproex. Arch Gen Psychiatry 1997;54:
37–42

29. Calabrese JR, Markovitz PJ, Kimmel SE, et al. Spectrum of efficacy of val-
proate in 78 rapid-cycling bipolar patients. J Clin Psychopharmacol 1992;
12(suppl 1):53S–56S

30. McElroy SL, Keck PE Jr, Pope HG Jr, et al. Treatment of rapid-cycling bi-
polar disorder with sodium valproate. J Clin Psychopharmacol 1988:8:
275–279

31. Brady KT, Sonne SC. The relationship between substance abuse and bi-
polar disorder. J Clin Psychiatry 1995;56(suppl 3):19–24

32. McElroy SL, Keck PE Jr, Pope HG Jr, et al. Correlates of antimanic re-
sponse to valproate. Psychopharmacol Bull 1991;27:127–133

33. Calabrese JR, Woyshville MJ, Kimmel SE, et al. Predictors of valproate re-
sponse in bipolar rapid cycling. J Clin Psychopharmacol 1993;13:280–283

34. McElroy SL, Pope HG Jr, Keck PE Jr, et al. Treatment of psychotic disor-
ders with valproate: a series of 73 cases. Psychiatrie Psychobiologie 1988;
3:81–85

35. Lambert P-A. Acute and prophylactic therapies of patients with affective
disorders using valpromide (dipropylacetamide). In: Emrich HM, Okuma
T, Muller AA, eds. Anticonvulsants in Affective Disorders. Amsterdam,
The Netherlands: Excerpta Medica; 1984:33–44

36. Davis LL, Kabel D, Patel D, et al. Valproate as an antidepressant in major
depressive disorder. Psychopharmacol Bull 1996;32:647–652

37. Lambert P-A, Venaud G. The use of valpromide in psychiatry. Encephale
1987;8:367–373

38. McElroy SL, Keck PE Jr, Pope HG Jr, et al. Clinical and research implica-
tions of the diagnosis of mixed mania or hypomania. Am J Psychiatry
1992;149:1633–1644

39. Ballenger JC, Post RM. Therapeutic effects of carbamazepine in affective
illness: a preliminary report. Communications in Psychopharmacology
1978;2:159–175



© Copyright 1998 Physicians Postgraduate Press, Inc.

One personal copy may be printed

80 J Clin Psychiatry 1998;59 (suppl 6)

Keck et al.

40. Okuma T, Inanga K, Otsuki S, et al. Comparison of the antimanic efficacy
of carbamazepine and chlorpromazine. Psychopharmacol (Berl) 1979;66:
211–217

41. Grossi E, Sacchetti E, Vita A. Carbamazepine vs chlorpromazine in mania:
a double-blind trial. In: Emrich HM, Okuma T, Muller AA, eds.
Anticonvulsants in Affective Disorders. Amsterdam, The Netherlands:
Excerpta Medica; 1984:l77–187

42. Lerer B, Moore N, Meyendorff E, et al. Carbamazepine versus lithium in
mania: a double-blind study. J Clin Psychiatry 1987;48:89–93

43. Small JG, Klapper MH, Miketein V, et al. Carbamazepine compared with
lithium in the treatment of mania. Arch Gen Psychiatry 1991;48:915–921

44. Ketter TA, Post RM. Clinical pharmacology and pharmacokinetics of car-
bamazepine. In: Joffe RT, Calabrese JR, eds. Anticonvulsants in Mood
Disorders. New York, NY: Marcel Dekker; 1994;147–188

45. Post RM, Uhde TW, Roy-Byrne PP, et al. Correlates of antimanic response
to carbamazepine. Psychiatry Res 1987;21:71–83

46. Okuma T. Effects of carbamazepine and lithium on affective disorders.
Neuropsychobiology 1993;27:138–145

47. Post RM, Uhde TW, Roy-Byrne PP, et al. Antidepressant effects of carba-
mazepine. Am J Psychiatry 1986;143:29–34

48. Small JG. Anticonvulsants in affective disorders. Psychopharmacol Bull
1990;26:25–36

49. Kramlinger KG, Post RM. The addition of lithium to carbamazepine. Arch
Gen Psychiatry 1989;46:794–800

50. Okuma T, Inanaga K, Otsuki S, et al. A preliminary double-blind study on
the efficacy of carbamazepine prophylaxis of manic depressive illness.
Psychopharmacol (Berl) 1981;73:95–96

51. Placidi GF, Lenzi A, Lazzerini F, et al. The comparative efficacy and safety
of carbamazepine versus lithium: a randomized, double-blind 3-year trial
in 83 patients. J Clin Psychiatry 1986;47:490–494

52. Watkins SE, Callender K, Thomas DR. The effect of carbamazepine and
lithium on remission from affective illness. Br J Psychiatry 1987;150:
180–182

53. Bellaire W, Demish K, Stoll K-D, et al. Carbamazepine versus lithium in
prophylaxis of recurrent affective disorder. Psychopharmacol Bull 1988;96
(suppl):287

54. Lusznat RM, Murphy DP, Nunn CMH. Carbamazepine versus lithium
in the treatment and prophylaxis of mania. Br J Psychiatry 1988;153:
198–204

55. Coxhead N, Silverstone T, Cookson J. Carbamazepine versus lithium in the
prophylaxis of bipolar affective disorder. Acta Psychiatr Scand 1992;85:
114–118

56. Murphy DJ, Gannon MA, McGennis A. Carbamazepine in bipolar affec-
tive disorder. Lancet 1989;2:1151–1152

57. Frankenburg FR, Tohen M, Cohen BM, et al. Long-term response to carba-
mazepine: a retrospective study. J Clin Psychopharmacol 1988;8:130–132

58. Post RM, Leverich GS, Rosuff AS, et al. Carbamazepine prophylaxis in re-
fractory affective disorders: a focus on long-term follow-up. J Clin Psy-
chopharmacol 1990;10:318–327

59. Calabrese JR, Fatemi SH, Woyshville MJ. Antidepressant effects of lam-
otrigine in rapid cycling bipolar disorder [letter]. Am J Psychiatry
1996;153:1236

60. Ryback R, Ryback L. Gabapentin for behavioral dyscontrol [letter]. Am J
Psychiatry 1995;152:1399

61. Stanton SP, Keck PE Jr, McElroy SL. Treatment of acute mania with gaba-
pentin [letter]. Am J Psychiatry 1997;154:287

62. Schaffer CB, Schaffer LC. Gabapentin in the treatment of bipolar disorder.
Am J Psychiatry 1997;154:291–292

63. McElroy SL, Soutullo CA, Keck PE Jr, et al. A pilot trial of adjunctive
gabapentin in the treatment of bipolar disorder. Ann Clin Psychiatry 1997;
9:99–103

64. Young LT, Robb J, Patelis-Siotis I, et al. Gabapentin in bipolar depression:
a case study. In: New Research Program and Abstracts of the 150th Annual
Meeting of the American Psychiatric Association; May 21, 1997; San Di-
ego, Calif. Abstract NR452:190

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

66. Johnson G, Gershan S, Burdock EI, et al. Controlled evaluation of lithium
and chlorpromazine in the treatment of manic states: an interim report.
Compr Psychiatry 1968;9:563–573

67. Platman SR. A comparison of lithium carbonate and chlorpromazine in
mania. Am J Psychiatry 1970;127:351–353

68. Spring G, Schweid D, Gray C, et al. A double-blind comparison of lithium

and chlorpromazine in the treatment of manic states. Am J Psychiatry
1970;126:1306–1310

69. Johnson G, Gershan S, Burdock EI, et al. Comparative effects of lithium
and chlorpromazine in the treatment of acute manic states. Br J Psychiatry
1971;119:267–276

70. Prien RF, Caffey EM, Klett CJ. Comparison of lithium carbonate and chlor-
promazine in the treatment of mania: report of the Veterans Administration
and National Institute of Mental Health Collaborative Study Group. Arch
Gen Psychiatry 1972;26:146–153

71. Shopsin B, Gershon S, Thompson H, et al. Psychoactive drugs in mania: a
controlled comparison of lithium carbonate, chlorpromazine, and haloperi-
dol. Arch Gen Psychiatry 1975;32:34–42

72. Takahashi R, Sakuma A, Itoh K, et al. Comparison of efficacy of lithium
carbonate and chlorpromazine in mania: report of collaborative study
group on treatment of mania in Japan. Arch Gen Psychiatry 1975;32:
1310–1318

73. Goodwin FK, Zis AP. Lithium in the treatment of mania: comparisons with
neuroleptics. Arch Gen Psychiatry 1979;36:840–844

74. Garfinkel PE, Stancer HC, Persad E. A comparison of haloperidol, lithium
carbonate and their combination in the treatment of mania. J Affect Disord
1980;2:279–288

75. Post RM, Jimerson DC, Bunney WE Jr, et al. Dopamine and mania: behav-
ioral and biochemical effects of the dopamine receptor blocker pimozide.
Psychopharmacol (Berl) 1980;67:297–305

76. Cookson JC, Silverstone T, Wells B. A double-blind controlled study of
pimozide versus chlorpromazine in mania. Psychopharmacol Bull 1980;
16:38–41

77. Janicak PG, Bresnahan DB, Sharma R, et al. A comparison of thiothixene
with chlorpromazine in the treatment of mania. J Clin Psychopharmacol
1988;8:33–37

78. Spiker DG, Weiss JC, Dealy RS, et al. The pharmacological treatment of
delusional depression. Am J Psychiatry 1985;142:430–436

79. Schatzberg AF, Rothchild AJ. Psychotic (delusional) major depression:
should it be included as a distinct syndrome in DSM-IV? Am J Psychiatry
1992;149:733–745

80. Hendrick V, Altshuler LL, Szuba MP. Is there a role for neuroleptics in bi-
polar depression? J Clin Psychiatry 1994;55:533–535

81. White E, Cheung T, Silverstone T. Depot antipsychotics in bipolar affective
disorder. Int Clin Psychopharmacol 1993;8:119–122

82. Morgan HG. The incidence of depressive symptoms during recovery from
hypomania. Br J Psychiatry 1972;120:537–539

83. Kukopulos A, Reginaldi D, Laddomada P, et al. Course of the manic-de-
pressive cycle and changes caused by treatments. Pharmakopsychiatr
Neuropsychopharmakol 1980;13:156–167

84. Levine S. The management of resistant depression. Acta Psychiatrica
Belgica 1986;86:141–151

85. Kane JM, Jeste DV, Barnes TRE, et al. Tardive Dyskinesia: A Task Force
Report of the American Psychiatric Association. Washington, DC: Ameri-
can Psychiatric Association; 1992

86. Mukherjee S, Rosen AM, Caracci G, et al. Persistent tardive dyskinesia in
bipolar patients. Arch Gen Psychiatry 1986;43:342–346

87. Nasrallah HA, Churchill CM, Hamdan-Allan GA. Higher frequency of
neuroleptic-induced dystonia in mania than in schizophrenia. Am J Psychi-
atry 1988;145:1455–1456

88. Naylor GJ, Scott CR. Depot injections for affective disorders [letter]. Br J
Psychiatry 1980;136:105

89. Lowe MR, Batchelor DH. Depot neuropeptics and manic depressive psy-
chosis. Int Clin Psychopharmacol 1986;l(suppl 1):53–62

90. Lowe MR, Batchelor DH. Lithium and neuroleptics in the management
of manic depressive psychosis. Human Psychopharmacology 1990;5:
267–274

91. Littlejohn R, Leslie F, Cookson J. Depot antipsychotics in the prophylaxis
of bipolar affective disorder. Br J Psychiatry 1994;165:827–829

92. Ahlfors UG, Baastrup PC, Dencker SJ, et al. Flupenthixol decanoate in re-
current manic-depressive illness. Acta Psychiatr Scand 1981;64:226–237

93. Esparon J, Kollaori J, Naylor GJ, et al. Comparison of the prophylactic ac-
tion of flupenthixol with placebo in lithium treated manic-depressive pa-
tients. Br J Psychiatry 1986;148:723–725

94. McElroy SL, Dessain EC, Pope HG Jr, et al. Clozapine in the treatment of
psychotic mood disorders, schizoaffective disorder, and schizophrenia. J
Clin Psychiatry 1991;52:411–414

95. Zarate CA Jr, Tohen M, Baldessarini RJ. Clozapine in severe mood disor-
ders. J Clin Psychiatry 1995;56:411–417



© Copyright 1998 Physicians Postgraduate Press, Inc.

One personal copy may be printed

81J Clin Psychiatry 1998;59 (suppl 6)

Anticonvulsant and Antipsychotic Treatment of BD

96. Suppes T, McElroy SL, Gilbert J, et al. Clozapine in the treatment of dys-
phoric mania. Biol Psychiatry 1992;32:270–280

97. Calabrese JR, Kimmel SE, Woyshville MJ, et al. Clozapine for
treatment-refractory mania. Am J Psychiatry 1996;153:759–764

98. Goodnick PJ. Risperidone treatment of refractory acute mania [letter]. J
Clin Psychiatry 1995;56:431–432

99. Tohen M, Zarate CA Jr, Centorrino F, et al. Risperidone in the treatment of
mania. J Clin Psychiatry 1996;57:249–253

100. Keck PE Jr, Wilson DR, Strakowski SM, et al. Clinical predictors of acute
risperidone response in schizophrenia, schizoaffective disorder, and psy-
chotic mood disorders. J Clin Psychiatry 1995;56:466–470

101. Ghaemi SN, Sachs GS, Baldassano CF, et al. Management of bipolar dis-
order with adjunctive risperidone: response to open treatment. In: New
Research Program and Abstracts of the 148th Annual Meeting of the
American Psychiatric Association; May 22, 1995; Miami Fla. Abstract
NR 82:77

102. Madhusoodanan S, Brenner R, Aranjo L, et al. Efficacy of risperidone
treatment for psychoses associated with schizophrenia, schizoaffective
disorder, bipolar disorder, or senile dementia in 11 geriatric patients: a
case series. J Clin Psychiatry 1995;56:514–518

103. Jacobsen FM. Risperidone in the treatment of affective illness and obses-
sive-compulsive disorder. J Clin Psychiatry 1995;56:423–429

104. Schaffer CB, Schaffer LC. The use of risperidone in the treatment of bi-
polar disorder [letter]. J Clin Psychiatry 1996;57:136

105. Tomlinson WG. Risperidone and mania. Am J Psychiatry 1996;153:

132–133
106. Koek RJ, Kessler CC. Probable induction of mania by risperidone [let-

ter]. J Clin Psychiatry 1996;57:174–175
107. O’Croinin F, Zibin T, Holt L. Hypomania associated with risperidone

[letter]. Can J Psychiatry 1995;56:51
108. Sajatovic M, DiGiovanni SK, Bastain B, et al. Risperidone therapy in

treatment refractory acute bipolar and schizoaffective mania. Psycho-
pharmacol Bull 1996;32:55–61

109. Dwight MM, Keck PE Jr, Stanton SP, et al. Antidepressant activity and
mania associated with risperidone treatment of schizoaffective disorder.
Lancet 1994;344:554–555

110. Diaz SF. Mania associated with risperidone use [letter]. J Clin Psychiatry
1996;57:41–42

111. Hillert A, Maier W, Wetzel H, et al. Risperidone in the treatment of disor-
ders with a combined psychotic and depressive syndrome: a functional
approach. Pharmacopsychiatry 1992;25:213–217

112. Lu Y, Sanger T, Beasley C, et al. Olanzapine in the treatment of schizoaf-
fective disorder. Presented at the 34th annual meeting of the American
College of Neuropsychopharmacology; Dec. 11–14, 1995; San Juan,
Puerto Rico

113. Keck PE Jr, McElroy SL. Olanzapine: a novel antipsychotic medication.
Today’s Therapeutic Trends 1996;14:63–78

114. Keck PE Jr, McElroy SL, Strakowski SM. New developments in the
pharmacologic treatment of schizoaffective disorder. J Clin Psychiatry
1996;57(suppl 9):41–48


