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Challenge of clinical trials 
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Development cycle of drugs 
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Enrichement design: the only way to 

make a randomized study to be 

focused 
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Multistage-Arm trial 
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Umbrella Protokoll 
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Adaptive Design 
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Adaptive vs. enriched design 
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I-SPY 
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I-SPY 
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TNBC: n=103 
Estimated pCR Standard vs. 
Standard+Pembro 22% vs. 

62%  
Success probability Phase III 

99%  
Reality: Keynote 522: 

pCR 51% vs. 65% 
TNBC: n=116 

Estimated pCR Standard vs. 
Standard+Carbo+Veliparib 26% 

vs. 51% Success probability 
Phase III 88%  

Reality: BRIGHTNESS: 
pCR 53% vs. 31% für Kombi,  58% 

for Carbo w/out Veliparib 



Basket trial 
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No phase III possible 



Pembrolizumab  

1. Agnostic approval 
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ESCAT criteria 
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Response rates 

11.03.2020 WSG GmbH Jordi Remon 

Is response reproducible 
(Interobserver-variability)? 

Response rate=survival? 
Is pCR= survival? 



Rapid development 
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Would Real-World 
Evidenz be a better 

alternative? 



Confirmatory trials? 

11.03.2020 WSG GmbH Gil/Pasad Nat Rev 2019 



Flatiron Plattform 
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Real world progression-free survival 
(after PSM*) 

 

Presented at the San Antonio Breast Cancer Symposium 2019; P1-19-02 

* PSM stabilized weight adjusted numbers of patients at risk are shown 

 LET=letrozole; PAL=palbociclib; PFS=progression-free survival; PSM=propensity score matching 

After PSM* 
Median PFS 
(months) 

95% CI 

PAL+LET 20.0 17.6–23.7 

LET 12.1 10.3–15.2 



1. Problem: Infrastructure!!! 
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Hyman ASCO 2019 



2. Problem: Different biology 

11.03.2020 
Hyman ASCO 2019 
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Response rate according to 

mutation and tumor types 
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Randomized trials  
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• Gold standard in most (but not all) 
indications 

 

 

• Large patients numbers 

• Duration 

• Costs!!!! 
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Unknown risks!!!! 



Recommendations 2020 

• Appropriate trial guidelines based on 
scientific principles 

• Developed in partnership 

• Enhanced recruitment faster and more 
predictable due to use of EHR 

• Broader and more generalizable: Avoid 
unduly restrictive inclusion and exclusion 
criteria 

• Improve quality (monitoring, FU, PRO’s) 
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