
113

The FDA regulatory guidance﻿

the U.S.-licensed reference product. As a scientific matter, 
the type of bridging data needed will always include data 
from analytical studies (e.g., structural and functional data) 
that directly compare all three products (i.e., the proposed 
biosimilar product, the U.S.-licensed reference product, and 
the non-U.S.-licensed comparator product), and is likely to 
also include bridging clinical PK and/or PD study data for all 
three products. All three pairwise comparisons should meet 
the pre-specified acceptance criteria for analytical and PK 
and/or PD similarity. The acceptability of such approach will 
be evaluated on a case-by-case basis, and should be discussed 
in advance with the Agency. For certain complex biological 
products, a modified approach may be needed. A final deter-
mination about the adequacy of the scientific justification and 
bridge will be made during the review of the application.

Issues that a sponsor may need to address to use a non-
U.S.-licensed comparator product in a biosimilar develop-
ment program include, but are not limited to, the following:

•	 The relevance of the design of the clinical program to 
support a demonstration of biosimilarity to the U.S.-
licensed reference product for the condition(s) of use 
and patient population(s) for which licensure is sought;

•	 The relationship between the license holder for the non-
U.S.-licensed comparator product and BLA holder for 
the U.S.-licensed reference product;

•	 Whether the non-U.S.-licensed comparator product was 
manufactured in a facility(ies) licensed and inspected 
by a regulatory authority that has similar scientific and 
regulatory standards as the FDA (e.g., International 
Conference on Harmonisation [ICH] countries);

•	 Whether the non-U.S.-licensed comparator product 
was licensed by a regulatory authority that has simi-
lar scientific and regulatory standards as the FDA (e.g., 
ICH countries) and the duration and extent to which the 
product has been marketed; and

•	 The scientific bridge between the non-U.S.-licensed 
comparator product and the U.S.-licensed reference 
product, including comparative physicochemical charac-
terization, biological assays/functional assays, degrada-
tion profiles under stressed conditions, and comparative 
clinical PK and, when appropriate, PD data, to address 
the impact of any differences in formulation or primary 
packaging on product performance.

A sponsor also should address any other factors that may affect 
the relevance of comparative data with the non-U.S.-licensed 




