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ABSTRACT ! Objective: Remission is a key goal after treating an acute episode of bipolar I
disorder, but greater understanding is needed of the correlation between attaining remis-
sion at a specific time point and maintaining sustained remission. This post-hoc analysis
assessed symptomatic point remission and sustained remission according to either a stan-
dard criterion (YMRS = 12) or a set of morerigorous criteria (YMRS = 7, MADRS
= 10, and CGI-I = 1) using data from a 26-week, randomized, double-blind, placebo-
controlled study with the atypical antipsy chotic aripiprazole in patients with bipolar I
disorder. Method$b/llowing = 6 consecutive weeks’ stabilization with open-label
aripiprazole, 161 patients were randomized (1:1) to aripiprazole or placebo for up to
26 weeks. Symptomatic remission ra tes were determined at Weeks 8, 16, and 26; sus-
tained remission rates were determined at each visit up until Weeks 8, 16, and 26,
including a requirement to maintain remission for = 8 consecutive weeks (frequency
counts, LOCF analysis). ResultsCompared with the standard criterion (YMRS = 12),
symptomatic and sustained remission criteria were fulfilled at a lower rate at all time

points when defined with YMRS =< 7, and lower still with additional MADRS = 10
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and CGI-1 = 1 criteria. In aripiprazole-treated patients, symptomatic
remission rates were consistent at Weeks 8, 16, and 26; sustained remission
rates at Week 8 were retained at Weeks 16 and 26. ConclusioWsen dis-
cerning an operational definition of remission in patients with a recent
manic or mixed episode, the YMRS =< 7 criterion and sustaining this crite-
rion for = 8 weeks can be a useful clinical or research tool for assessing clini-
cal recovery. Ps yhophamacolggBulletin.2008;41(2):12-23.

INTRODUCTION

Bipolar| disorderis alifelong episodidllnessthat is characteized by
maric or depessi® episodes followed by symptan-free periods.
Remissions a keygoalafter treatingan acuteepisodeof bipolarl dis-
order, however, there are no establishedlefinitionsto measurelinical
recovery, andrecurrenceccurdrequenty in this patientpopulation.

Further understanding is needed for the etation between attaining
remissionat a specifictime point and maintainingsustainedemissio
during treatment.The SystematicTreatmentEnhancementProgram
for Bipolar Disorder (STEP-BD) examinedtime to recurrenceof 13

mania,hypomaniamixedstate or adepressivepisodan subjectsVho  Auand Eudicone,
weresymptomatic at study entry but subsequengl achieved recorery ~ Pikalov etal
(= 2 syndromal featuesof mania,hypomania,or depessio for = 8
weeks,consistentwith standardDSM-1V criteria for patial or full
remissionjanddeterminedhat recurencewasfrequentandassociated

with the presencef residualmood symptoms at initial recovery.! Of
1,469patrticipantswho were synptomatic at studyentry, 858 (58.4%)
subsequengladieved recoery." During up to 2 years of fiow-up, 416

(48.5%)of theseindividualsexperencedrecurences.

The focusappeargo be movingtowardsincreasingf stringentdefi
nitions of remissiort,with someincorporatingcriteria that require low
scoreon mood s@lesfor both the total scoesand scoesfor specific
items? A studywith olanzapinetherapyopemtionally definedsympto-
maticremissionin patientswith bipolarl disoiderusinga combinatian
of rating sales,including the Young Mania Rating Sale (YMRS)
(scoe = 7), the Hamilton-Depressio Rating Sale(HAM-D) (scoe
= 7), andthe Clinical Global ImpressionBipolar Version(CGI-BP)
(scoe = 2)2 Clinical recaorery wasdefinedasmeetingthe samecriteria
for = 8 weeks. That open-labektudyshowedthat clinically meaning
ful symptomatic remissionwasadieved slovly and maintainedfor
=8 weeks by wly a fw patients within an arage of 7 months of ne
tinuoustreatment’

The atypical antipsyhotic arpiprazole, a dual dopamine/sastonin
partial agonist, is indicatedfor maintenancéreatmentof patientswith
bipolar | disorderwho haw experiencedh recentmanic or mixed
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episodelhe safety and effica o/ of aripiprade havebeen demonstiated
in both shot- and longer-term studiesin patientswith bipolar |
mania:*°In a 26-weekrelapserevention study in which patientswith
bipolar | disorder(manic or mixed) were stabilizd for 6 weekson
open-label dpiprazle and then randoméd in a double-blind manner
to either aipiprazole or placeba@rpiprazle was supanr to placebo in
delaying the time to relapsé.

Here, we pesent data &m aposs-hoc anaysis of that long-term study
to assessatesof both symptomatic point remissionand sustained
remissionaccoding to eithera standardcriterion or a setof more rig-
orouscriteria.
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