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Thinking Biosimilars 
BY SHAHNAM SHARAREH

By now it is well settled that we have entered the biosimilars era in 
the U.S. pharmaceutical industry timeline. The Supreme Court of the 
United States upheld the Patient Protection and Affordable Care Act of 
2011 sealing the fate of its Title VI, the Biologics Price Competition and 
Innovation provision (BPCIA). The question is no longer whether, but 
when the first biosimilar product will reach the U.S. market.   

The BPCIA provision amended the Public Health Service Act, 
creating the regulatory framework of an abbreviated process for 
biological products into the U.S. market. It further granted the 
Secretary of Health and Human Services the ability to set the pathway 
for approval of such products. Despite the issuance of the draft guidance 
by the Food and Drug Administration (FDA) setting forth a stepwise 
approach in demonstrating biosimilarity between a proposed biologic 
and a reference product, there remains much ambiguity for strategizing 
and obtaining biosimilar products into the American market. 

This article highlights two considerations for companies interested in 
exploring the created path to biosimilar commercialization.  

Plan a Clear Intellectual Property Strategy
Despite the existing patent cliff for a number of successful biologics such 
as Humalog®, Herceptin® and Remicade® within the next five years, the 
process of patent challenge for biologics products remains uncertain. As 
an initial matter, the only source of obtaining the complete patent listing is 
the pioneer reference biologic application holder. Therefore the Biosimilar 
applicant can be subject to some patent gaming and despite facing a patent 
challenge, securing a biosimilar exclusivity is not guaranteed. 

Under the BPCIA, four years after the approval of a referenced 
biologic, a biosimilar application can be submitted with the FDA and 12 
years after the referenced biologic is approved, its biosimilar can enter the 
market. Subsection (k)(6) of the BPCIA highlights that the exclusivity 
is only available to the first interchangeable product, not the first filer. 
Thus, the strategic and timely submission of the biosimilar application 
may play a significant role in the access and securing of the exclusivity in 
the market. As such, market biosimilar exclusivity favors the application 
which addresses the basic concepts required by the FDA and sets up 
a viable timetable for the potential to gain “Interchangeability” status.

Subsection (l) of the BPCIA, creates a mechanism to exchange 
confidential information between the biosimilar applicant and referenced 
biologic application holder. Accordingly, the biosimilar applicant is 
required to provide the reference product holder relevant confidential 
information about their biosimilar application. Such communication 
triggers a series of exchanges that could ultimately set the stage for a 
patent challenge independent of FDA’s ruling on interchangeability.  

Interchangeability under the BPCIA is defined as such degree of 
biosimilarity that would warrant an automatic switching between 
reference product and a biosimilar product. The guidance documents 
issued by the FDA in February 2012 stressed that interchangeable 
products must produce the same clinical results as the referenced 
product in any given patient and show no increased risk in terms of 
safety or efficacy. To the extent this outcome can be achieved by following 
the same manufacturing process as the reference biologic product, if 
protected in a patent, it would certainly trigger a patent challenge. 

The alternative would be to develop internal or proprietary methods 
of manufacturing the biosimilar products.   If these are not adequately 
protected, biosimilar applicants could be exposed to follow on 
competition only after one year of market exclusivity. In the small 
molecule paradigm, it is the introduction of the second and third 
generic companies that usually coincides with price erosion. Whether 

process methodologies are protected under the umbrella of trade secret 
or patent protection should carefully be considered against presence or 
absence of secondary competitions. 

If the first biosimilar applicant obtains interchangebility, a patent 
strategy to protect its manufacturing processes may be better 
choice. However, if the biosimilar applicant is not concerned with 
interchangeability, then could trade secret route provide adequate 
ammunition? In short, biosimilar applicants cannot underestimate the 
importance of creating a robust intellectual property strategy covering 
their products and production methods. Moving forward, methods of 
manufacturing the biologics will have a great impact on the extent of 
biosimilarity among the candidate products.  

Determine the Path to Interchangeability
In the small molecule paradigm, the cost savings begin to be realized 
when a brand drug can be automatically switched to a generic version.  
In other words, health networks are able to contain medication cost when 
states or local institutions give pharmacies the authority to substitute 
products recognized as interchangeable by the FDA. Cost containment 
through automatic switching of biologics to biosimilars would most likely 
follow the same path. 

Despite the FDA’s issuance of guidance documents, the path to 
interchangability still remains unclear. Due to the nature of the biologics, 
obtaining interchangeability requires substantiation. FDA characterizes the 
process as a “totality of the evidence” approach. The guidance documents 
published in February 2012, made it clear that the FDA rejects the one-size-
fits-all approach in establishing biosimilarity. A stepwise approach to create 
an open dialogue with the FDA may prove critical. 

Obviously molecular characterization and structural and functional 
testing to determine differences are the first steps. The FDA guidance 
documents reaffirmed the need to conduct limited clinical studies to assure 
comparability, however, the degree and extent of such studies is open 
to negotiation. The FDA has made it apparent that it would be directly 
involved throughout these early stages of biosimilar filings. Recently, it 
issued another guidance document addressing the procedure for requesting 
and conducting meetings over biosimilar projects. The guidance articulated 
five types of meetings where the biosimilar applicants are encouraged to 
engage with the FDA and participate in pre-application meetings to set 
the expectation and the road map for establishing biosimilarity. There is 
little doubt that early involvement with the FDA to set the road map may 
advance the chance of establishing interchangeability. What is clear is that 
the substance of the biosimilar application, and not necessarily being the 
first to file, may carry the day in successful approval and designation of the 
biological product as interchangeable. 

What’s Next?
It will be some time before we see the first biosimilar product in the 
U.S. market. However, as existing ambiguities are gradually clarified 
through the evolution of the BCIPA provision, an increasing number 
of contenders are likely to enter the field and compete over the 
market opportunities. One cannot underestimate the value of having 
a robust intellectual property strategy and engagement with the FDA 
early in the process to clarify the stepwise approach that would reach 
interchangeability. Understandably, the road to first biosimilar market 
is still evolving. We are already seeing alliances forming between brand 
biologic companies and biosimilar companies that have shown interest 
in filing biosimilar application. Does that mean authorized bisimilars 
may be a way of the future?  n
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