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The Problem of Defining and Detecti
Relapse in Maintenance Studies

AEthical dilemmas and other practical obstacles

ARandomized withdrawal design
A Associated with high success rate

A Several recent studies have detected far fewer
relapses than anticipated/needed for adequate
statistical power

A Does not address management of patients reachin
remission on other treatments

AHow can we study treatments that might be true
maintenance therapies?
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%ISCTM Relapse Design:

THE INTERNATIONAL SOCIETY FOR CNS Lessons from STHP and other naturalistic studies
CLINICAL TRIALS AND METHODOLOGY

MDI Is characteristically a recurrent conditior
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Relapse Design:
Common finding across early studies

Between Cycle Length and Episode Number

4 Episode 6




Expectable Course Untreated

If onset at age 16, given median rate of
recurrence by age 30, EXPECE 10 episodes

Age

20 22 24252027 2829 30

Episode Number

Untreated Bipolar illness is
iIncompatible with adult developmental tasks



Maintenance and continuation phase:

At leastone PositiveTrial Only Negativeor FailedTrials
Lithium*°* Imipramine?02

Valproate®8 Clonazepam

LamotriginePs: 102103 Paliperidone

Olanzapine? 104105

Aripiprazolel©®

Quetiapinet?®’

Ziprasidong®s

RisperidondLong actindnjectablé

* Statistical power > 0.8 to detect meaningful differences at p< 0.05
(Sources: references listed above)



Maintenance and continuation phase:
$

A Successful category A studies all used Randomized Withdrawal
Design.

I Randomized patients who had experienced a remission of acute phase
symptoms during treatment with the study medication prior to
randomization.

i This methodological issue has important clinical implications.

A The data from these successful maintenance studies cannot
support the practice of switching from acute phase treatments to
new maintenance treatment after resolution of an acute episode.

A The data do provide a persuasive argument against treatment
disruption and support continued treatment with agents that were
a part of a successful acute phase regimen.



Challenges with outcomes for longitudinal follow up c
Interventions for patients with Mood Disorders

A Ethical Concerns

A Operational criteria for surrogate outcomes short of full episode
criteria are required

Alsthe STEP5 O2y OSLII 2F Gwz2dzZaAKSyAy3
relapse?

A Prior evidence

A Strong historical track record
A Recent Trials less successful

A What do scale scores mean?
A Results from a multicenter RCT
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A2.7 depressive

— A2.8 hypomanic, manic, or mixed

STEMDNaturalistic Data

Mean episodes in year prior to entry

Problems in the Treatment of Bipolar Disorder ADefined 0 Re c 0 v eonsietehtdvith DSM IV
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Higher bipolar relapse rate with residual
symptoms

— Without residual symptoms
With residual symptoms
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STEP—BD, Relapse study, Data as of 08/15/2001
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What Is the meaning of a
Rating Scale Score?

Total scores may not always indicate
clinically significant severity



Rule of Thumb: All MADRS ltems

Ratings from O to 6
0. Absent
1.
2. Subjectively increased

4. Definitely pathological and moderate

5.
6. Definitely pathological and severe



Patient A:MADRS abov20 and meetsMDEcriteria

AT A GLANCE DSM SYMPTOM SUMMARY REPORTED FOR WEEK OF 10/25/2013

Past Week: Compared to Best week and Worst week in past two months: |Much worse About the same

Sleep Range: Least and Most hours reported for any day in past week - 7 hours

This summary brings together ratings from wvarious computer administered scales and scores each on a common ordinal scale
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Patient BMADRS=-18doesnot meet MDEcriteria

AT A GLANCE DSM SYMPTOM SUMMARY REPORTED FOR WEEK OF 12/23/2013
Past Week: Compared to Best week and Worst week in past two months: Moderately worse A little better

Sleep Range: Least and Most hours reported for any day in past week 5 - 10 hours

This summary brings together ratings from various computer administered scales and scores each on a commeon ordinal scale
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Does it matter how much medicine is in the capsule?

Standard [Li]
N=47

Low [Li]
N=47
Standard Li Level better than low Li Level

Gelenberg AJ et al. N Engl J Med 1989;321:11893.



