
1 

Precision Medicines &  
Regulatory Affairs  

 - A changing environment - 
 Stef Schutte 

VP & Head Regulatory Affairs EMEA 
Astellas 



2 

‘Traditional’ Drug Development 
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New Regulatory Trends 
Expedited/Adaptive Pathways  
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FDA Approval Concepts 
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Different Options 
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Adaptive Licensing 
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Patient selection 

From Bayer Website 
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PD-1 Immunotherapy 

Carbognin et al., Public Library of Science One. 2015; 10(6) 
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PD-1 Immunotherapy 

Carbognin et al., Public Library of Science One. 2015; 10(6) 
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PD-1 Immunotherapy 

Carbognin et al., Public Library of Science One. 2015; 10(6) 
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Conclusions PD-1 Immunotherapie 

• Twenty trials (1,475 patients) were identified.  
• A significant interaction (p<0.0001) according to tumor PD-L1 expression 

was found in the overall sample with an ORR of 34.1% (95% CI 27.6-41.3%) 
in the PD-L1 positive and 19.9% (95% CI 15.4-25.3%) in the PD-L1 negative 
population.  

• ORR was significantly higher in PD-L1 positive in comparison to PD-L1 
negative patients for nivolumab and pembrolizumab, with an absolute 
difference of 16.4% and 19.5%, respectively.  

• A significant difference in activity of 22.8% and 8.7% according to PD-L1 
was found for melanoma and NSCLC, respectively, with no significant 
difference for genitourinary cancer 
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Potential Validation Issues 
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Regulatory Challenges 

• Because of (effective) patient selection, smaller patient 
subpopulations in studies 

• Less data needed for efficacy and consequently smaller safety 
databse. Hence larger uncertainty for benefit/risk evalaution. 

• Benefit/Risk evaluation more complex and higher chance for 
‘wrong’ decision in regulatory approval process. 

• By patient selection, possible exclusion of patient populations that 
could benefit!  

• Through further patient selcetion, possible ‘orphanization’ of many 
new medicines, with a risk of ‘pseudo-specificity’. 
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Epilogue 

• Precision Medicines have great opportunity in treating patients 
better. 

• The development and validation of the optimal patient selection 
test, requires an excellent understanding of the disease and the 
mechanism of action of the drug.  

• Further ‘partnering’ and transparency between health authorities 
and marketing authorization holder is required to achieve the 
quickest market access and best products on the market. 

• Incorrect or unnecessary patient selection could lead to 
‘orphanization’ and not making available effective treatments for 
patients that could benefit from these. 
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Questions? 
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