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Abstract: 

Biosimilar Interchangeability: The newest regulation in the 

USA.  

In the USA only interchangeable products can be substituted 

for the reference product by a pharmacist without the 

intervention of a health care provider. The US-FDA 

interchangeability regulation is in the form of a guidance:  

• Interchangeable biologics must be biosimilar to the 

reference biologic. 

• If administered more than once, data must show the safety 

and efficacy risks of switching.  

• If not administered more than once, justify the omission of 

a switching study.   

• The clinical data must demonstrate switching risk in all of 

the reference biologic’s licensed conditions of use. 

•  The data must support the “totality of the evidence” and 

“reduction of residual uncertainty”.  

• Switching study design is defined and described in the 

guidance.  

• Guidance describes what is insufficient to demonstrate 

interchangeability.  

• The use of post-marketing data from a biosimilar.  

• The presentation and design attributes must be the same to 

enable substitution    

Final FDA guidance on demonstrating interchangeability of 

biosimilar drugs omits two appendices that were in the draft; 

does not use the term, "fingerprint-like"; and refers to "residual 

uncertainty" only once. So-called switching studies must be 

performed to assess safety and efficacy when alternating 

between a biosimilar and its reference product, and sponsors 

referring to products not licensed in the US "should provide 

adequate data and information to establish a 'bridge' between 

the non-U.S.-licensed comparator and the U.S.-licensed 

reference product," according to the guidance. The impact of 

biosimilar interchangeability in the USA is expected to be more 

than positive.  An interchangeability rating with automatic 

substitution at Pharmacy level may result in the perception that 

the product is superior in quality to other biosimilars. So far no 

interchangeability approval was granted by the US-FDA. 
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