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The purpose of this memorandum is to provide the Agency’s rationale for the 
determination that Rezvoglar (insulin glargine-aglr) is interchangeable with U.S.-
licensed Lantus (insulin glargine).  
 
Background: 
 
Eli Lilly (hereafter referred to as “the Applicant”) submitted a biologics license 
application (BLA) for LY2963016 under section 351(k) of the Public Health Service Act 
(PHS Act) as a proposed interchangeable biosimilar to U.S.-Lantus (insulin glargine) on 
December 17, 2020. The Agency received the BLA on December 18, 2020.  
 
The application included, among other things, comparative analytical data, 
pharmacokinetic/pharmacodynamic (PK/PD) data from a euglycemic clamp study, and a 
justification for why a comparative immunogenicity assessment was unnecessary to 
reach an interchangeability determination. The totality of the evidence submitted in the 
application, including the data and information submitted by the Applicant, 
demonstrated that LY2963016 was highly similar to U.S.-Lantus notwithstanding minor 
differences in clinically inactive components, and that there were no clinically 
meaningful differences between LY2963016 and U.S.-Lantus in terms of the safety, 
purity, and potency of the product (see BMER dated December 17, 2021). The Agency 
concluded that the information submitted by the Applicant demonstrated that 
LY2963016 was biosimilar to U.S.-Lantus for each of the following indications for which 
U.S.-Lantus had been previously approved and for which the Applicant was seeking 
licensure of LY2963016: to improve glycemic control in adults and pediatric patients 
with type 1 diabetes and in adults with type 2 diabetes mellitus.  
 
Additionally, consistent with section 351(k)(4) of the PHS Act, the data and information 
provided by the Applicant were sufficient to support a scientific conclusion that 
LY2963016 could be expected to produce the same clinical result as the reference 
product in any given patient and that the risk in terms of safety or diminished efficacy of 
alternating or switching between use of LY2963016 and U.S.-Lantus was not greater 
than the risk of using U.S.-Lantus without alternation or switch.  
 
However, the application was submitted under section 351(k) of the PHS Act and relied 
on the same reference product for which a prior biological product had received a 
determination of interchangeability on July 28, 2021. The application was therefore a 
second or subsequent biological product as described in section 351(k)(6) of the PHS 
Act. Pursuant to section 351(k)(6), FDA shall not make a determination under section 
351(k)(4) of the PHS Act that a second or subsequent biological product is 
interchangeable for any condition of use until the period of exclusivity described in 
section 351(k)(6)(A)-(C) has expired. Therefore, a determination of interchangeability 
under 351(k)(4) could not made for the 351(k) application for LY2963016 at that time. 
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Our review concluded that the proposed Rezvoglar labeling is compliant with the 
Physician Labeling Rule (PLR) and Pregnancy and Lactation Labeling Rule (PLLR), is 
consistent with CDER/OND best labeling practices and policies, is clinically meaningful 
and scientifically accurate, and conveys the essential scientific information needed for 
safe and effective use of the product.  
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