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Find the right dose 

Fail early 
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NCE* 

Classical 

Adaptive 

Phase 1       Phase 2              Phase 3 

----Learning Phase---- 

Option to: 
   Adaptive dose exploration 
   Stop for futility early 

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

Definition 

* New Chemical 
Entity 

Adaptive Design Definition  
Clinical Development Process 
 

Confirmation 
Phase 
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Traditional Phase II Program                              . 

Replace 2 trials with 1→≥4N fewer subjects; less time 
* N = # subjects / trmt group for desired precision in PoC trial 

2N* 
Patients 

!4N 
Patients 

!5N 
Patients 

PoC (Ib/IIa) 
(High Dose 
vs. Placebo) 

Dose- 
Finding 

Definitive 
Dose-Response 

(if needed) 

Phase 
III 

3-4N^ 
Patients 

!4N 
Patients 

PoC (High Dose 
vs. Placebo) 

Definitive 
Dose-Response 

(if needed) 

Phase 
III 

Phase II with Dose-Adaptive PoC Trial 

^ <2N if futility realized  
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Traditional Phase II Program                              . 

Replace 3 trials with 1→≥8N fewer subjects; MUCH less time 
* N = # subjects / trmt group for desired precision in PoC trial 

2N* 
Patients 

!4N 
Patients 

!5N 
Patients 

PoC (Ib/IIa) 
(High Dose 
vs. Placebo) 

Dose- 
Finding 

Definitive 
Dose-Response 

(if needed) 

Phase 
III 

3-4N^ 
Patients 

PoC (High Dose 
vs. Placebo) 

Phase III: 1 trial at Target Dose & 1 Higher dose 
                 1 trial at Target Dose & 1 Lower dose 

OR: Seamless Phase II/III Adaptive Design 
          Traditional Design, or repeat of II/III AD 

Phase II with Dose-Adaptive PoC Trial 

^ <2N if futility realized  

>>%



Adaptive dose finding in Phase 2 
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Importance of  simulation 
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