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A B STRA CT ~ B ac k gro u n d : T h ere is a dearth of ava i l a ble knowledge relating to the ef f i cacy
o f s w i t ching from one psy ch o tropic agent to another in treating patients with ac u te mania.
M e t h o d s : This is a post hoc analysis of d a ta from two ra n d o m i z e d, p l ac eb o - c o n trolled tri-
als of ca r bamazepine ex te n d e d - release capsules (CBZ-ERC) in the treatment of m a n i a ,
to eva l u a te the ef f i cacy of C B Z - ERC in patients previously nonre s p o n s ive to lithium
( n 5 4 0 ) , o l a n zapine (n 5 3 8 ) , or va l p ro a te (V PA , n 5 7 7 ) . R e s u l t s : In patients pre-
viously on lithium, Young Mania Rating Scale (Y M RS) scores impro ved significa n t l y
f rom ba s eline to end point (27.4 6 SD 3.5 vs. 15.8 6 1 1 . 1 ; P 5 . 0 0 0 2 ) . In patients
p reviously on V PA or olanzap i n e, Y M RS scores significantly impro ved in both CBZ-
ERC- and plac eb o - tre a ted groups (V PA : C B Z - ERC , P , . 0 0 0 1 ; p l ac eb o , P 5 . 0 0 0 2 ;
o l a n zap i n e : C B Z - ERC , P , . 0 0 0 1 ; p l ac eb o , P 5 . 0 0 5 4 ) . I m p ro vement in Y M RS was
s i g n i f i cantly gre a ter in CBZ-ERC - tre a ted patients versus plac ebo in subjects prev i o u s l y
nonresponsive to lithium (CBZ-ERC 11.6 6 10.3 vs. placebo 4.0 6 11.2, P 5 .03), or
V PA (CBZ-ERC 10.8 6 11.9 vs. p l ac ebo 5.7 6 9 . 2 ; P 5 . 0 4 ) , and trending to be
gre a ter for those previously nonre s p o n s ive to olanzapine (olanzapine 13.2 6 9.3 vs.
placebo 7.3 6 9.7, P 5 .06). Conclusions: CBZ-ERC is an effective therapy for bipolar
patients previously nonre s p o n s ive to lithium or va l p ro a te. M e d i cation switch is
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INTRODUCTION

Although a multitude of agents have been shown to be effective in the
treatment of acute mania, the illness remains difficult to treat. Rates of
nonresponse range from one third to one half of acutely ill manic
patients1,2 and polypharmacy is commonly required.3 Additionally, non-
adherance and partial adherence are common in bipolar illness,4,5 fre-
quently because of the adverse effects6,7 and poor insight,8,9 giving the
impression of nonresponse. For these reasons, the need for switch of
pharmacologic agent arises frequently in bipolar treatment (36.6%10).
However, there is a dearth of data regarding the efficacy of switching
agents, and most of the available studies examine switching neuroleptic
agents in schizophrenia.1,11

This study analysis was undertaken to glean insights into the results
of switching agents in acutely ill manic or mixed patients. Patients who
were previously on lithium, valproate, or olanzapine, and who were still
significantly symptomatic were switched to extended-release carba-
mazepine capsules (CBZ-ERC) or placebo and followed for 3 weeks.
Primary response was measured with the Young Mania Rating Scale
(YMRS). Secondary outcome measures included clinicians’ global
impression and the Hamilton Depression Rating Scale (HDRS).
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