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Re: Considerations in demonstrating interchangeability with a reference product (FDA-2017-0-0154) 

To Whom It May Concern: 

Cigna welcomes the opportunity to comment on the Food and Drug Administration's {FDA) draft guidance on 
considerations in demonstrating interchangeability with a reference product. Cigna Corporation, together with 
its subsidiaries (e ither individually or collectively referred to as Cigna), is a global health services organization 
dedicated to helping people improve their health, well-being and sense of security. Our subsidiaries are major 
providers of medical, dental, disability, life and accident insurance and related products and services. 
Worldwide, we offer peace of mind and a sense of security to our customers seeking protection for themselves 
and their families at critical points in their lives. 

Cigna appreciates the efforts the FDA has undertaken to bring biosimilar products to the U.S. market, ensuring 
patients have access to safe, high quality treatments and therapies to improve health. Creating a process by 
which interchangeable products can be brought to market is an essential step in delivering on the promise of 
improved value and efficacy for patients. We support t he overall approach of the draft guidance on a pathway 
for demonstrating interchangeability of biosimilars with their biologic reference product. At the same t ime, we 
believe that t he draft guidance could be improved, and offer several suggestions to strengthen the process for 
demonstrating interchangeability. We encourage FDA to take these suggestions into consideration as it works to 
f inalize the guidance and implement the process. 

General Principles 

Cigna believes that the pathway for bringing biologic products, including reference products, biosimilars, and 
interchangeables to market must achieve three fundamental goals: 1) ensuring patient safety, 2) promoting 
efficacy in health care treatments and therapies, and 3) providing for sustainability of health care 
resources. Consistent with t hese principles, Cigna believes that all possible mechanisms should be used to 
increase competition and bring lower cost drug therapies to the market, especially low-cost conventional 
generics and biosimilars. We believe such efforts are crit ical to delivering on the promise of better health for 
patients. 
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Corporation and Cigna Dental Health, Inc 
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Considerations for the Design and Analysis of a Switching Study or Studies Needed to Support a Demonstration 
of Interchangeability 

The draft guidance describes the type of studies sponsors may use to demonstrate that the risk of switching 
between a proposed interchangeable product and the reference product does not increase the risk of adverse 
outcomes as compared to continued use of the reference product without switching. While Cigna supports the 
use of switching studies, we ask that FDA provide additional guidance on the types of switching studies that may 
be used to demonstrate safety. In particular, we ask FDA to make clear to sponsors that studies need to 
demonstrate the performance of a proposed interchangeable against a reference product only. In cases where 
at least one interchangeable product is already available on the market, we ask FDA to specify that switching 
studies may use either the reference product or the approved interchangeable product as the approved 
comparator. In other words, a biosimilar that has been found to be interchangeable with a reference product 
should itself become eligible to be used in switching studies for future interchangeables. Further, FDA should 
make clear that only one switching study is needed against either the original reference product or the approved 
interchangeable, but not both. Finally, we encourage FDA to add clarity about switching between biosimilars 
after they both have been proven interchangeable to the reference product. For example, will dispensing 
pharmacists be required to provide the same level of healthcare provider and patient notification when 
switching between biosimilars as when switching between a reference product and a biosimilar? 

Use of a U.S.-Licensed Reference Product in a Switching Study or Studies 

In the draft guidance, FDA strongly encourages that sponsors of proposed interchangeable products use U.S.
Iicensed reference products when conducting switching studies. Cigna is concerned this limitation places 
unnecessary restrictions on sponsors and slows the process of bringing interchangeable products to market. We 
urge FDA to allow sponsors to use reference products approved and licensed outside of the United States in 
switching studies. In particular, we believe the FDA should allow sponsors to build on the knowledge and 
experience with interchangeable and reference products gained in Europe to bring greater efficiency to the 
process for determining interchangeability in the U.S. 

Post-Marketing Safety Monitoring Considerations 

The draft guidance offers limited language regarding appropriate post-marketing safety monitoring activities for 
approved interchangeable products. Cigna agrees that robust post-marketing safety monitoring is critical for 
patients, physicians, and payers. One component of these post-marketing activities is providing clear 
information about the conditions for which an interchangeable product is approved. Cigna recommends that 
FDA use the "Purple Book", which provides information on approved biosimilar products to interested parties, 
to document the conditions for which an interchangeable has been approved. Having this information readily 
available will help providers deliver high quality care to patients. In addition, the use of an interchangeable icon 
on the biosimilar label would facilitate identification of interchangeable products. 

We also encourage the. FDA to invest resources to educate providers and prescribers about interchangeable 
products and the role they can play in delivering high quality, affordable care to patients. Some providers will be 
unfamiliar with interchangeables as a group, and may be unsure of how to use these new products as a 
treatment option for patients. Without a significant investment in post-approval education on both the 
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appropriate use of interchangeable products and detailed information about specific new products, 
interchangeable products may be prone to inappropriate utilization. 

In summary, Cigna supports the work FDA has done to date to facilitate the introduction of biosimilar and 
interchangeable products to patients, including the current draft guidance. We urge the FDA to make the 
changes outlined in this letter to strengthen the f inal guidance. Thank you for your consideration of these 
comments. 

Respectfully, 


