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Integrity means

providing convincing results to a
broader scientific community

preplanning, as much as possible,
based on intended adaptations

maintaining confidentiality of data
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¥ VL@®aptive design clinical study is defined as a study that includes a
"#$51%&' (%) "planned opportunity for modification of one or more
specified aspects of the study design and hypotheses based on analysis of
data (usually interim data) from subjects in the study.

Analyses of the accumulating study data are performed at !"#3$!%&'(%)*
planned timepoints within the study, can be performed in a fully blinded
manner or in an unblinded manner, and can occur with or without formal
statistical hypothesis testing.” %



Adaptive Design Definition
Clinical Development Process

Phase 1 Phase 2 Phase 3

. a\
----Learning Phase---- Classic

\ u‘/) Confirmation

NCE* Phase

 —

Adaptive

* New Chemical ——

Entity i
Option to:

Option to:
Adaptive dose exploration Select best dose
Stop for futility early Submit application early

Stop for futility
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Main adaptive trial types
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Traditional Phase Il Program

2N* I5N !4N
| TSI, Phase
PoC (Ib/lla) Dose- Deflnltlve 1
(High Dose Finding Dose-Response
vs. Placebo) (if needed)
— 7
-~ —
Phase |l with Dose-Adaptive PoC Trial
3-4N"
s MEREEE . Phase
PoC (High Dose Deflnltlve 1l
vs. Placebo) Dose-Response
N <2N if futility realized (if needed)

Replace 2 trials with 1—24N fewer subjects; less time
* N = # subjects / trmt group for desired precision in PoC trial
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Traditional Phase Il Program

2N* I5N 14N
| TSI, meaGlClSay-  Phase
PoC (Ib/lla) Dose- Definitive 1l
(High Dose Finding Dose-Response
vs. Placebo) (if needed)
— 7
-~ —

Phase Il with Dose-Adaptive PoC Trial

: Phase IlI: 1 trial at Target Dose & 1 Higher dose
PoC (Fljllgh EO)Se 1 trial at Target Dose & 1 Lower dose
vs. Placebo : : -
; e ) OR: Seamless Phase lI/lll Adaptive Design
N <2N if tutility realized . .
Y Traditional Design, or repeat of lI/l1ll AD
Replace 3 trials with 1—2=8N fewer subjects; MUCH less time
* N = # subjects / trmt group for desired precision in PoC trial
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Adaptive dose finding in Phase 2
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Importance of simulation
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Graphical Structure of DLM
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t=1,...,n, v; and w; are independent;
Prior: 6y ~ N (myg, Cy)
0; - sequence of unobserved state vectors

y: - sequence of vector-valued observetions
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