












 Marketing authorization through the centralized 
procedure (biotechnological products) 

 Same posology and route of administration as the 
reference product 

 A single reference medicinal product (marketed in the 
EEA) should be used as the comparator throughout 
the comparability programme (Q,S,E). 



 A stepwise approach is recommended throughout the 
development programme, starting with a comprehensive 
physicochemical and biological characterisation. 

 

 The extent and nature of the nonclinical in vivo studies and 
clinical studies to be performed depend on the level of 
evidence obtained in the previous step(s). 

 

 Pharmacovigilance system and risk management plan 
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Evaluation  of  physicochemical  parameters;  
 
 composition 
 physical properties 
 primary and higher order structures 
 structural identification of product-related substances and 

impurities 





Different approaches to measure the 
biological activity should be considered 
(according to the biological properties  
of the product).   
 
 



FUNCTIONAL ANALYSIS  

• antiviral activity 

• antiproliferative activities (using different cell lines) 

• immunomodulatory activities 

• receptor binding 

• formation of activated IFN stimulated gene factor complex 

• IFN-beta inducible mRNAs 
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 Adequately powered, randomised, parallel group 
 comparative clinical trial, preferably double-blind,  normally 
 equivalence trials.  
 

 Deviation from guidelines should be justified 
 

 Most sensitive patient population and clinical EP preferred 
 

 Comparative S data (immunogenicity) 
 

 Extrapolation of indications: possible based on the overall 
 evidence of comparability 
 
 









sruiz@aemps.es 

sp studio.com 



Dr Jian Wang, Health Canada (EUCRAF 2015) 



Dr Jian Wang, Health Canada (EUCRAF 2015) 


