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The current draft guidance from the FDA, "Scientific Considerations in Demonstrating Biosimilarity to a Reference Product" 
provides guidance for the burden of proof necessary to obtain a biosimilar approval via section 351(k). The draft guidance 

recommends that a sponsor apply a stepwise approach, which will not necessarily be the same for all products. Furthermore, the 
draft guidance recommends "... the stepwise approach should start with extensive structural and functional characterization of 
both the proposed product and the reference product, which serves as the foundation of the biosimilar development program." It 
is also recommended that multiple manufacturing lots from multiple locations be analyzed and compared for the proposed and 
reference products. Accordingly, a reference product will have extensive structural characterization performed multiple times 
in a single biosimilar development program. Additionally, it is reasonably expected that multiple development programs will 
exist (from different companies) for a given reference compound. As a result, the reference compound will have been extensively 
analyzed many times over. A reference product database, consisting of structural and functional data for approved products, 
would enable biosimilar programs to realize significant reductions in total research effort and overall development expenditures. 
The impact would be faster times to market, lower costs, more competition, and ultimately lower costs to consumers and payers.

Based on the above premise, a reference product database clearly seems logical. This begs the question, why does a universal 
yardstick for reference compounds not exist today? This presentation will explore the challenges to building an industry-wide 
database, how it could be developed, what data points should be included, and finally, stakeholders and their interests.
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