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Å{ŜǾŜǊŀƭ ŜȄŀƳǇƭŜǎ ƻŦ άŎƻƳǇƭŜȄέ ŀŘŀǇǘƛǾŜ ǘǊƛŀƭǎ

ÅRole of Data and Safety Monitoring Board (DSMB) in 

adaptive trials

ÅStructure

ÅBest practices

ÅDiscussion

Outline
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Å7 dose + PBO + Active Control
ÅInterims every 2 weeks
ÅRAR based on 4 endpoints
ÅHbA1c, Weight Loss, DBP, HR 

with utility function
Å200-400 make decision:
ÅGo to Phase III (pick 1 or 2 

doses); open more phase III
ÅStop futility

ÅPhase III part powered by phase II
ÅEntirely prospectively planned
ÅAlgorithms, Rules, Decisions, 

Analyses

Trulicity Trial: Design
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Å Bayesian repeated measures & 
dose-response models for four 
endpoints

Å Single utility function connecting 4 
endpoints on one scale

Å Predictive probability of statistical 
success

Trulicity Trial: Modeling
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Å Bayesian repeated measures & dose-
response models for four endpoints

Å Single utility function connecting 4 
endpoints on one scale

Å Predictive probability of statistical 
success

Trulicity Trial: Utility
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ÅFinal Analysis is an ANCOVA model for the high dose 
compared to control for NI using all patients on each 
arm
ÅNominal Alpha = 0.020

ÅThe design dictates the the behavior of the simple final 
analysis is unknown on pencil and paper

Trulicity Trial: Final Analysis
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ÅTrial ran (for ~33,467,321st time!)
ÅShifted at 200 -- very successful!  
ÅRan exactlyas planned, spawned other phase III
ÅSelected 0.75mg and 1.5mg doses

Slide title
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Å Endovascular Thrombectomy for 
ƛǎŎƘŜƳƛŎ ǎǘǊƻƪŜ όŀǇǇǊƻǾŜŘ Җ у 
hours)

Å New trial enrolling 6-24 hours 
since last seen well

Å ά/ƭƛƴƛŎŀƭ aƛǎƳŀǘŎƘέ

DAWN
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ÅLƴǘŜǊƛƳǎ ŀǘ мрлΣ нллΣ нрлΣ оллΣ орлΣ пллΣ Χ ƳŀȄ 
of 500

Å!ǘ мрлΣ ΧΣ плл Ŏŀƴ άŜƴǊƛŎƘέ ǘƻ ǎƳŀƭƭŜǊ ŜƴǘǊȅ 
criterion 
Å Infarct size of 0-30; 0-35; 0-40; 0-45
ÅwŜǎǘǊƛŎǘ Ŧƛƴŀƭ ŀƴŀƭȅǎƛǎ ǘƻ ǘƘŜ ΨǊŜǎǘǊƛŎǘŜŘ 
ƎǊƻǳǇΩ

Å!ŘƧǳǎǘ /± ŦƻǊ ΨŎƘŜǊǊȅ ǇƛŎƪƛƴƎΩ
Å Could Stop for Expected Success (at 200+ 

interims)
Å Could Stop for Futility

DAWN: Adaptive Enrichment Design



www.clinicaltrialsalliance.org.au

ÅAt the 150-interim there was no enrichment
Åno futility
ÅNo expected success possible

ÅAt 200-interim PP > 0.9999; no enrichment; stop 
for expected success
ÅFollowed for 90 days; success at full data 

primary analysis (posterior probability 
superiority greater than 0.986)

DAWN: Result
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DAWN: Result
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