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poldr disorder led to an explosion of research culminating in the third-generation anticonvulsants.

Re @ ry depressive phases are frequent in bipolar disorders. No studies to date have shown that
gaba is effective in bipolar mania or hypomania. Lamotrigine may have a role in treating bi-
ive episodes, but it is not a particularly effective antimanic agent. Topiramate has shown
encouraging results in both depressed and manic bipolar patients, and it may also promote weight
loss. The new, vulsants are promising agents for the treatment of bipolar disorders, but they are
heterogeneous ard to their efficacy, target symptoms, and adverse event profiles.

? (J Clin Psychiatry 2002;63[suppl 3]:5-9)
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Historically, the only drugs availa for
ment of bipolar disorders were thé)

onal
antipsychotics, lithium, and carbamazepine. /Bhe*dp
ery that the anticonvulsant drug valproic amd pf%x equate control of refractory depressive phases.’ In contrast,
for the management of rapid-cycling bipolar patlentw Wa the management of acute mania has historically’ tended to
the start of an unprecedented explosion of research; w more successful. In an ongoing prospective study of
currently in the new era of the third-generation antlcor@ % nce treatment in 215 patients with rapid-cycling
vulsants. The subject of this article is treatment of bipolar /)}npgﬁlsorder both lithium and valproic acid have been

@ @e discovery that valproic acid is helpful in the management of patients with rapid-cycling

Probably the greatest unmet need in the treatment of
bipolar disorders, and for patients with rapid-cycling bi-
polar disorder in particular, is the failure to achieve ad-

nage-

disorders using these new agents, including gabapentin, la-
motrigine, and topiramate.
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% nd @ more effective during the hypomanic or manic

the depressed phase of the illness. Among
the nénres s in this study, refractory mania or hypo-
mania wzfg{» 0 only 24%, but refractory depression
was seen i e results are consistent with those
of Kukopulos Q’ al. & stated 2 decades ago that the
primary problem in ra gf-( cling bipolar disorder was
depression—depressive epégd in these patients tend to
be longer, more severe, and more refractory to treatment
than are typical depressive episo @

GABAPENTIN d; f

An 8-week multicenter study’ comparig@bapentin
and placebo add-on therapy in bipolar I maniceor hypo-
manic patients yielded negative results (Figure 1). How-
ever, this study suffered from methodological limitations.
For example, during the study’s single-blinded lead-in
phase, the doses of lithium and/or valproate could be ad-
justed to the clinician’s satisfaction or to minimum ther-
apeutic concentrations of 0.5 mEq/L or 50 ug/mL, respec-
tively, and this appeared to selectively inflate placebo
response. In another small, double-blind, randomized
crossover trial,® 31 patients received gabapentin, lamotri-
gine, and placebo monotherapy for 6 weeks each. Of the
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Figure 1. Young Mania Rating Scale (YMRS) Scores (observed
cases) in Patients Taking Gabapentin or Placebo®
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31 patients, 8 had a moderate or me%([& response to gaba-
pentin, 7 to placebo, and 16 to lamotri

uggesting that
lamotrigine—but not gabapentin—ma cé Q?seful agent

for some patients with bipolar disor :

’0@

LAMOTRIGINE

Ten published trials’'® have reported results o«i\,
gine admistration in over 270 patients. One of thec&frhe
studies to provide evidence of a therapeutic effect Q@
an open trial” of lamotrigine as adjunctive therapy i 1n
patients with refractory bipolar disorder; this agent also
appeared to be effective for patients with refractory rapid-
cycling bipolar disorder.”” The first controlled trial®" en-
rolled 195 patients with bipolar I disorder and depression.
The intent-to-treat analysis showed that over the 7-week
course of the study, both low-dose (50 mg/day) and high-
dose (200 mg/day) lamotrigine improved Montgomery-
Asberg Depression Rating Scale (MADRS) scores (Figure
2). In this study, patients experienced all adverse events
except headache with similar frequencies in the lamotrigine
and placebo groups, and the incidence of switching to ma-
nia or hypomania was also similar. Thus, lamotrigine ap-
pears to have antidepressant properties.

The efficacy of lamotrigine in mania, on the other hand,
remains unclear. In 2 studies of acute or mixed mania (a
monotherapy study in North America and a 21-day aug-
mentation study in Europe), results were both negative.”
Although lamotrigine may have a role in treating bipolar
depressive episodes, it does not appear to be a particularly
effective antimanic compound.

Can lamotrigine prevent depressive episodes among
rapid cyclers? In a monotherapy placebo-controlled trial*
designed to address this question, other medications were
discontinued and lamotrigine was added and titrated to
clinical effect. Final doses ranged from 100 to 500 mg/day.
The primary outcome variable was the time to addition of

’?2

Figure 2. Montgomery-Asberg Depression Rating Scale
Scores for Patients With Bipolar I Disorder With Depression
Taking Lamotrigine or Placebo®
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treatment for emergin Q@ptoms Overall efficacy for

this variable was not stati 10{%d1fferent from placebo

(p = .178), but overall survival urthe study was significant
(p =.037). Intriguingly, the cur @Nere virtually super-
imposable in bipolar I patients, but polar II patients,
there was a trend in favor of lamotri (]{Z‘for ime to addi-
tion of treatment (p =.07) and a signific fference in
favor of lamotrigine for survival in the stu =.015)
(Figure 3). Overall, 41% of patients receiving 1am0trigine
but only 26% of patients receiving placebo were stable
without relapse for 6 months on monotherapy (p = .03);
again, the between-group difference was largely confined
to patients with bipolar II disorder (18% vs. 46%). At a
minimum, this curious finding validates the typological
distinction between bipolar I and II disorder; its signifi-
cance beyond this remains a matter of speculation.
Although somewhat unclear, the therapeutic range of
lamotrigine in bipolar disorder appears to be 50 to 200
mg/day. However, additional benefit is occasionally ob-
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Figure 3. Lamotrigine Versus Placebo in Rapid-Cycling
Bipolar Disorder*
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tained by increasing the dose to as high as 500 mg/day. The
dose of lamotrigine should be halved if given concurrently
with valproate, which inhibits the metabolism of lamotri-
gine; on the other hand, the dose should be doubled if given
concurrently with carbamazepine, which induces the me-
tabolism of lamotrigine.

TOPIRAMATE

In the 4 years that the anticonvulsant topiramate has been
in use for bipolar disorders, 12 trials**~** have reported on a
total of 225 patients, obtaining an overall response rate of
about 50%. Topiramate has been explored chiefly in the set-
ting of hypomania and mania, but also in mixed states.**

In the first open-label monotherapy study of topiramate
in hospitalized patients with severe bipolar mania,** 10 pa-
tients with severe treatment-refractory mania were admin-
istered topiramate. Of these, 5 showed moderate or marked
improvement in Young Mania Rating Scale (YMRS) scores.
These encouraging results led to a placebo-controlled,
double-blind, phase II monotherapy maintenance trial, car-
ried out in 20 U.S. cities.” In this latter study, 97 acutely ill
patients with manic bipolar I disorder were assigned to re-
ceive placebo (N = 31); topiramate, 256 mg/day (N = 33);
or topiramate, 512 mg/day (N = 33). An interim analysis of
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Figure 4. Topiramate Versus Placebo in Bipolar Mania®
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“Reprinted with permission from Calabrese et al.** Young Mania Rating
Scale (YMRS; N = 69) post hoc analysis of patients whose mania
began while taking antidepressant medication.

*p value based on post hoc data review and not corrected for multiple
analyses.

Figure 5. Response Rates Following 8 Weeks of Treatment
With Topiramate or Bupropion SR*
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Abbreviations: HAM-D = Hamilton Ratin e for Depression,
SR = sustained release. The number of patiel eting a priori

response criteria was significant for both bupropipn SRy(59%) and

topiramate groups (56%). '
“C

data for 36 patients showed significant differences in
YMRS scores, but by the end of the study the differences
appeared to have dissipated. However, a significant differ-
ence between Global Assessment Scale scores for high-
dose topiramate and placebo was maintained (p =.019).
The results may have been influenced by concurrent anti-
depressant therapy; 28 patients had been treated with anti-
depressants during the index episode. When these patients
were excluded from the analysis, the YMRS scores at the
end of the study remained significantly different between
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Figure 6. Change in Weight After 8 Weeks of Treatment (%)*
Bupropion SR
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the high-dose group and the placebo gQ igure 4). The
washout intervals allowed by the stud@es 1 ht, there-
fore, have been too brief.

Finally, a 16-week, single-blind, ran udy
compared topiramate (mean dose = 176
sustained-release bupropion (mean dose = 250
add-on therapy to mood stabilizer (lithium or di
sodium) for 36 patients with depressed bipolar I a
disorder. Both agents produced significant 1mprovemeé@
in the 17-item Hamilton Rating Scale for Depress10n
MADRS, and Clinical Global Impressions-Improvement
scale scores, and response rates for each of the medications
were similar (Figure 5). In addition, topiramate was asso-
ciated with significantly more weight loss than was bupro-
pion (5.8 kg vs. 1.2 kg; p = .019) (Figure 6). Other studies
have also hinted that topiramate, in contrast to most drugs
used in the treatment of bipolar disorders, may promote
weight loss.”*
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SUMMARY

In summary, preliminary indications are that the new
anticonvulsants are a promising group of compounds that
warrant further investigation in the setting of bipolar disor-
ders. However, this is a heterogeneous group with regard
to efficacy, target symptoms, and adverse event profiles.

Drug names: bupropion (Wellbutrin and others), carbamazepine (Tegre-
tol and others), divalproex sodium (Depakote), gabapentin (Neurontin),
lamotrigine (Lamictal), topiramate (Topamax), valproic acid (Depakene
and others).

REFERENCES

1. Calabrese JR, Bowden CL, Woyshville MJ. Lithium and the anticonvul-
sants in bipolar disorder. In: Bloom FE, Kupfer DJ, eds. Psychopharmacol-
ogy: The Fourth Generation of Progress [book on CD-ROM]. New York,
NY: Raven Press; 1995

efi}

2. Calabrese JR, Delucchi GA. Spectrum of efficacy of valproate in 55
patients with bipolar disorder. Am J Psychiatry 1990;147:431-434
3. Bowden CL, Brugger AM, Swann AC, et al, for the Depakote Mania Study
Group. Efficacy of divalproex vs lithium and placebo in the treatment of
mania. JAMA 1994;271:918-924
4. Calabrese JR, Woyshville MJ, Kimmel SE, et al. Predictors of valproate re-
sponse in bipolar rapid cycling. J Clin Psychopharmacol 1993;13:280-283
5. Calabrese JR, Shelton MD, Bowden CL, et al. Bipolar rapid cycling: focus
on depression as its hallmark. J Clin Psychiatry 2001;62(suppl 14):34-41
6. Kukopulos A, Reginaldi D, Laddomada P, et al. Course of the manic-
depressive cycle and changes caused by treatments. Pharmacopsychiatry
1980;13:156-167
7. Pande A, Crockatt J, Janney C, et al. Gabapentin in bipolar disorder: a
placebo-controlled trial of adjunctive therapy. Bipolar Disord 2000;2:
249-255
8. Frye MA, Ketter TA, Kimbrell TA, et al. A placebo-controlled study of la-
motrigine and gabapentin monotherapy in refractory mood disorders. J Clin
Psychopharmacol 2000;20:607-614
9. Calabrese JR, Bowden CL, Sachs GS, et al. A double-blind, placebo-
controlled study of lamotrigine monotherapy in outpatients with bipolar I
depression. J Clin Psychiatry 1999;60:79-88
10. Calabrese JR, Fatemi SH, Woyshville MJ. Antidepressant effects of lamo-
trigine in rapid cycling bipolar disorder [letter]. Am J Psychiatry 1996;153:
1236
11. Fatemi SH, Rapport DJ, Calabrese JR, et al. Lamotrigine in rapid-cycling
bipolar disorder. J Clin Psychiatry 1997;58:522-527
12. Fogelson DL, Sternbach H. Lamotrigine treatment of refractory bipolar dis-
order [letter]. J Clin Psychiatry 1997;58:271-273
13. Kusumakar V, Yatham LN. Lamotrigine treatment of rapid cycling bipolar
disorder. Am J Psychiatry 1997;154:1171-1172
14. Mauri MC, Laini V, Somaschini E, et al. Lamotrigine: an alternative drug
in the prophylaxis of bipolar disorder. Eur Neuropsychopharmacol 1997;6:
N
15. Sporn J, Sachs GS. The anticonvulsant lamotrigine in treatment-resistant
manic-depressive illness. J Clin Psychopharmacol 1997;17:185-189
. Walden J, Hesslinger B, van Calker D, et al. Addition of lamotrigine to val-
proate may enhance efficacy in the treatment of bipolar affective disorder.
hannacopsychialry 1996;29:193-195
al se JR, Suppes T, Bowden CL, et al. A double-blind, placebo-
oﬁed, prophylaxis study of lamotrigine in rapid-cycling bipolar disor-
c? der. %sychia&y 2000;61:841-850
SLF er TA, Kimbrell TA, et al. A placebo-controlled study of la-
ine bapentin monotherapy in refractory mood disorders. J Clin
Psych 0$2000;20:607-614
19. Calal res@‘ X n CL, McElroy SL, et al. Spectrum of activity of
lamotrigil re%fractory bipolar disorder. Am J Psychiatry 1999;
156:1019-10232
20. Bowden CL, C rese Elroy SL, et al. The efficacy of lamotrigine
in rapid cycling and non-r ﬁ cling bipolar disorder. Biol Psychiatry
1999;45:953-958 é
21. Calabrese JR, Bowden CL, Sachs @ al, for the Lamictal 602 Study
Group. A double-blind placebo-conti ol??@tudy of lamotrigine monother-
apy in outpatients with bipolar I depr ss@ J Clin Psychiatry 1999;60:
79-88
22. Bowden C, Calabrese JR, Ascher J, et al. Specqj}n of efficacy of lamotri-
gine in bipolar disorder: overview of double-blind, placebo-controlled
studies [abstract]. Presented at the 39th annual meJ‘a f the American
College of Neuropsychopharmacology; Dec 10-14, ZO%Juan, Puerto
Rico
23. Calabrese JR, Suppes T, Bowden CL, et al, for the Lamicfal 614 Study
Group. A double-blind, placebo-controlled, prophylaxis study of lamotri-
gine in rapid-cycling bipolar disorder. J Clin Psychiatry 2000;61:841-850
24. Calabrese JR, Keck PE Jr, McElroy SL, et al. A pilot study of topiramate as
monotherapy in the treatment of acute mania. J Clin Psychopharmacol
2001;21:340-342
25. Marcotte D. Use of topiramate, a new anti-epileptic as a mood stabilizer.
J Affect Disord 1998;50:245-251
26. Chengappa KN, Rathore D, Levine J, et al. Topiramate as add-on treatment
for patients with bipolar mania. Bipolar Disord 1999;1:42-53
27. McElroy SL, Suppes T, Keck PE, et al. Open-label adjunctive topiramate in
the treatment of bipolar disorders. Biol Psychiatry 2000;47:1025-1033
28. Vieta E, Gilbert A, Rodriguez A, et al. Topiramate in the adjunctive treat-
ment of refractory bipolar disorder. Presented at the 3rd International Con-

J Clin Psychiatry 2002;63 (suppl 3)



29.

30.

31

32.

33.

gress of Neuropsychiatry; April 9-13, 2000; Kyoto, Japan. Abstract
W8-3:87

Eads LA, Kramer T. Effects of topiramate on global functioning in
treatment-refractory mood disorders. Presented at the 22nd Congress of the
Collegium Internationale Neuro-Psychopharmacologicum; July 9-13,
2000; Brussels, Belgium

Kusumakar V, Yatham L, Kutcher S, et al. Preliminary, open-label study of
topiramate in rapid-cycling bipolar women. Eur Neuropsychopharmacol
1999;9:5357

Hussain MZ, Chaudhry ZA. Treatment of bipolar depression with topira-
mate [poster]. Presented at the 38th annual meeting of the American Col-
lege of Neuropsychopharmacology; Dec 12-16, 1999; Acapulco, Mexico
Mclntyre RS, Mancini D, McCann S, et al. Randomized, single-blind com-
parison of@mate and bupropion SR as add-on therapy in bipolar de-
pression [ . Presented at the 39th annual meeting of the American
College of Neurgpsychopharmacology; Dec 10-14, 2000; San Juan, Puerto
Rico

Grunze H. Distinct a@gic efficacy of topiramate in an open trial with an

on-off-on design. Pre t the 3rd International Congress of Neuro-
psychiatry; April 9-13, 2(‘)9%@0, Japan. Abstract W8-4:88
[ ]

K

J Clin Psychiatry 2002;63 (suppl 3)

34.

35.

36.

37.

38.

39.

40.

Novel Anticonvulsants in Bipolar Disorders

Sachs G, Gaughan S, Koslow C, et al. Topiramate in the treatment of re-
fractory bipolar mood disorder. Presented at the 3rd International Congress
of Neuropsychiatry; April 9-13, 2000; Kyoto, Japan. Abstract W8-2:87
Gupta S, Masand PS, Frank B, et al. Topiramate in bipolar and schizoaffec-
tive disorder: mood stabilizing properties in treatment refractory patients.
Presented at the 22nd Congress of the Collegium Internationale Neuro-
Psychopharmacologicum; July 9-13, 2000; Brussels, Belgium

Marcotte D. Use of topiramate, a new anti-epileptic as a mood stabilizer.
J Affect Disord 1998;50:245-251

Chengappa KNR, Rathore D, Levine J, et al. Topiramate as add-on treat-
ment for patients with bipolar mania. Bipolar Disord 1999;1:42-53
McElroy SL, Suppes T, Keck PE, et al. Open-label adjunctive topiramate in
the treatment of bipolar disorders. Biol Psychiatry 2000;47:1025-1033
Calabrese JR. Topiramate versus placebo in mania. Presented at the 153rd
annual meeting of the American Psychiatric Association; May 13-18,
2000; Chicago, 111

Mclntyre RS, Mancini D, McCann S, et al. Topiramate vs bupropion SR
added to mood stabilizer therapy for the depressive phase of bipolar disor-
der: a single-blind study. Presented at the Hormone, Brain, and Neuro-
psychopharmacology Congress; July 16-19, 2000; Rhodes, Greece



	Table of Contents

