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At Last, Draft Biosimilars Guidance . . . 
Interchangeability, To Come? 
BY EVAN D. DIAMOND, PETRA SCAMBOROVA, ANTHONY MICHAEL, DAVID M. CONCA AND GERALD J. 
FLATTMANN 

Yesterday, the U.S. Food and Drug Administration ("FDA") issued three long-awaited draft guidance 
documents regarding the abbreviated pathway for approval of for "biosimilar" therapeutic biologic 
products under the Biologics Price Competition and Innovation Act of 2009 ("BPCIA"): 

 Scientific Considerations in Demonstrating Biosimilarity to a Reference Product ("Scientific 
Considerations Guidance") 

 Quality Considerations in Demonstrating Biosimilarity to a Reference Protein Product ("Quality 
Considerations Guidance") 

 Biosimilars: Questions and Answers Regarding Implementation of the Biologics Price 
Competition and Innovation Act of 2009 ("Q&A Guidance") 

These three documents (together, "Draft Biosimilars Guidance") provide general guidelines for 
companies seeking to file applications for licensure of biological products that are claimed to be 
"biosimilar" to existing approved biologics. See 42 U.S.C. § 262(k). While the Draft Biosimilars 
Guidance does not provide a one-size-fits-all or product-specific approach, it sets forth a stepwise, 
"totality of the evidence" process under which sponsors may submit information to FDA and consult 
with FDA to plan further studies based on the problems presented in each particular case.  

Background 

Since 1984, "small molecule" drugs, generally approved under the New Drug Application ("NDA") 
process, have been subject to generic competition through submission of an Abbreviated New Drug 
Application ("ANDA") under the Hatch-Waxman Act (21 U.S.C. § 355(j)), for which FDA generally 
requires only limited testing of the generic product. However, the Hatch-Waxman Act cannot be 
applied to therapeutic biologic products (e.g., recombinant proteins; monoclonal antibodies) approved 
through a Biologics License Application ("BLA") under 42 U.S.C. § 262.1 The BPCIA was passed in 
2009 to provide an abbreviated pathway for the approval of "biosimilar" versions of biologic products 
that were already the subject of an approved BLA. 

As compared to small-molecule drugs, protein-based biologics generally have larger, more complex 
chemical structures, and changes to manufacturing processes or other conditions can lead to 
physicochemical changes in these products that may have profound clinical consequences. 
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Accordingly, the BPCIA differs from Hatch-Waxman, providing a unique scheme for approval of 
products as either "biosimilar"2 or "interchangeable."3 The BPCIA generally provides three categories 
of information that FDA may consider in evaluating biosimilarity to a reference product: (1) analytical 
studies, (2) animal studies (including toxicity studies), and (3) clinical studies (including 
pharmacokinetics, pharmacodynamics, and assessment of immunogenicity). See id. 
§ 262(k)(2)(A)(i)(I). FDA may determine, in its discretion, that any of these information categories is 
not necessary to establish biosimilarity. See id. § 262(k)(2)(ii).  

To date, no sponsor has submitted a BLA for a biosimilar product under 42 U.S.C. § 262(k), as 
potential sponsors have been awaiting FDA's issuance of this guidance on the details of the approval 
process. FDA held a hearing in early November 2010 and established a public docket to obtain public 
input on implementing the BPCIA,4 and in August 2011, FDA officials published an article in the New 
England Journal of Medicine setting forth general principles for FDA approval of biosimilar products.5 
Now, FDA's release of its three Draft Biosimilars Guidance documents provides for the first time FDA's 
detailed thinking on how sponsors should likely proceed in developing and submitting information in 
support of a BLA for a biosimilar product under 42 U.S.C. § 262(k).  

Generally, the draft Scientific Considerations Guidance addresses information to be submitted to FDA 
in establishing biosimilarity to a reference product. The draft Quality Considerations Guidance 
addresses specific analytical issues relating to the chemistry, manufacturing and controls ("CMC") 
information to be submitted to FDA in an application for a biosimilar product. The draft Q&A Guidance 
provides FDA's answers to certain common questions received from interested parties. Although FDA 
has emphasized that the Draft Biosimilars Guidance documents have been distributed "for comment 
purposes only," these documents represent the first real insight into what a biosimilar applicant (and 
an innovator company holding an original BLA) can expect during FDA's approval process. FDA will 
provide instructions on how to submit comments in an upcoming Federal Register notice.6 

FDA's Scientific Considerations Guidance Provides a Stepwise, "Totality of the Evidence" 
Approach 

Rather than offering a rigid "one size fits all" approach, or issuing separate guidance for each distinct 
product class of biologics, FDA has provided a risk-based "totality of the evidence" approach in which 
FDA will assess on a case-by-case basis what evidence is required to establish biosimilarity. This 
approach is similar to that currently being considered by the European Medicines Agency ("EMA") for 
the broad product class of monoclonal antibodies.7 As set forth in the Scientific Considerations 
Guidance, FDA asks sponsors to develop and submit data in stages, beginning with structural and 
functional assays of the proposed biosimilar product, and proceeding on to more invasive animal and 
clinical testing as recommended by FDA to address outstanding uncertainties and risks.  

Notably, while FDA states that, although difficult, it is possible to obtain a determination of 
interchangeability in an original 351(k) BLA application, the Draft Biosimilars Guidance does not 
provide any specific guidance on how a sponsor may demonstrate that its biosimilar product meets the 
more strenuous standard of "interchangeability" under 42 U.S.C. § 262(k)(4). To the contrary, FDA 
stated that "[a]t this time, it would be difficult as a scientific matter for a prospective biosimilar 
applicant to establish interchangeability in an original 351(k) application," and that "FDA is continuing 
to consider the type of information sufficient to enable FDA to determine that a biological product is 
interchangeable with the reference product."8 

In general, FDA suggests that biosimilar product sponsors meet with FDA early on to present a 
"product development plan" and "establish a schedule of milestones to serve as landmarks" for future 
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discussions with FDA.9 FDA also recommends that sponsors return to FDA for discussion after review 
of data from each step, as the requirements for some subsequent steps cannot be determined without 
first reviewing the available data from previous steps.10 

The Scientific Considerations Guidance provides that this stepwise process should generally proceed as 
follows.  

1. A sponsor shall first submit data from "structural assays" to FDA to demonstrate that its 
product is "highly similar" to the reference product in terms of physicochemical properties (including 
amino acid sequence, protein folding and higher order structures, and post-translational 
modifications), stability (including accelerated stability tests) and characterization of impurities and 
related substances.11 Additionally, the sponsor should submit data from "functional assays" regarding 
pharmacologic/biological activity, such as binding assays, enzyme kinetics assays, or cell-based 
bioactivity assays.12 According to FDA, "if rigorous structural and functional comparisons show minimal 
or no difference between the proposed product and the reference product, the stronger the scientific 
justification for a selective and targeted approach to the animal and/or clinical testing to support a 
demonstration of biosimilarity."13  

2. In addition to structural and functional assays, the sponsor may be required to submit certain 
animal studies necessary to provide additional information about safety (e.g., toxicology) or efficacy 
(e.g., pharmacodynamics studies in a relevant animal model). FDA suggests that biosimilar sponsors 
meet with FDA early on to discuss the sponsor's justification for including or excluding such studies.14  

3. In general, the biosimilar product sponsor will also have to submit data from one or more 
clinical studies to FDA (including an assessment of immunogenicity and PK or PD) "sufficient to 
demonstrate safety, purity and potency in one or more appropriate conditions of use for which the 
reference product is licensed and intended to be used and for which licensure is sought for the 
[biosimilar] product."  

As with animal studies, the amount of clinical data required will depend on the amount of "residual 
uncertainty" remaining after evaluation of prior structural, functional and animal testing.15 Moreover, if 
residual uncertainty regarding biosimilarity remains after consideration of clinical pharmacology and 
immunogenicity data (as well as structural, functional and animal data), FDA may require certain 
studies of clinical safety and effectiveness.16 Notably, the clinical studies should be designed to 
demonstrate that the proposed biosimilar product "has neither decreased nor increased activity 
compared to the reference product."17  

4. A sponsor must also confer with FDA to design appropriate "postmarketing safety monitoring" 
procedures to monitor the safety of the biosimilar product in the post-market population over an 
extended period of time.18 

The Quality Considerations Guidance 

FDA's draft Quality Considerations Guidance addresses quality considerations when demonstrating that 
a proposed biosimilar product is highly similar to a reference product. More specifically, the Quality 
Considerations Guidance provides an overview of several physicochemical and biological analytical 
factors to consider when establishing biosimilarity. FDA stresses that the analytical assessment studies 
should be extensive and in-depth, including "comparisons with side-by-side analyses of an appropriate 
number of lots of the proposed biosimilar product and the reference product and, where available and 
appropriate, a comparison with the reference standard for specific suitable attributes."19 Acceptance 
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criteria, in turn, will be based on "the totality of the analytical data."20 Under this framework, if the 
analytical results show highly similar functional and physicochemical characteristics, the sponsor may 
have an appropriate scientific basis for a "selective and targeted approach" to subsequent animal 
and/or clinical studies.21 Hence, the information gained from these studies is critical to the overall 
development of a proposed biosimilar product. 

FDA also notes that the scientific principles contained within the guidance may also be applicable to in 
vivo protein diagnostic products. On the other hand, FDA makes it clear that the Quality 
Considerations Guidance is not intended to provide an overview of its thinking regarding 
interchangeability because the type of information sufficient to prove interchangeability continues to 
be under consideration.  

The Quality Considerations Guidance provides a number of recommended factors to be considered 
when assessing biosimilarity, including (1) the expression system, (2) the specific manufacturing 
process, (3) assessment of physicochemical properties (with the objective of maximizing the potential 
for detecting differences between the proposed biosimilar product and the reference product), (4) 
assessment of functional activities, (5) assessment of receptor binding and immunochemical 
properties, (6) identification, characterization and quantification of impurities, (7) thorough 
assessment of the reference product and reference standards, (8) characterization of the most 
finished biosimilar drug product possible, and (9) comparative stability studies under multiple stress 
conditions.22 

Issues of Interest in the Draft Biosimilars Guidance 

Reliance on comparative data for non-U.S. products: The Draft Biosimilars Guidance addresses 
how a sponsor seeking to establish biosimilarity may rely on data (including clinical data) comparing a 
proposed biosimilar product to a non-U.S.-licensed product. FDA states that generally, a sponsor 
must demonstrate biosimilarity to at least one product previously licensed in the U.S. by FDA 
(including comparative analytical studies and at least one comparative clinical PK and/or PD study). 
However, the sponsor may rely in part on comparisons to non-U.S.-licensed products, so long as the 
sponsor justifies the relevance of such data and "establish[es] an acceptable bridge" to the U.S.-
licensed reference product. Such "bridging data" could include a clinical PK and/or PD study conducted 
between the non-U.S. product and the U.S. licensed product. In evaluating the relevance of 
comparative data for non-U.S. products, FDA may consider factors such as (1) the relationship 
between the biosimilar sponsor and the license holder for the non-U.S product, including shared 
manufacturing facilities, and (2) whether the non-U.S. product was licensed and manufactured under 
a regulatory authority with similar scientific and regulatory standards as FDA (e.g., ICH countries).23  

Extrapolation of data to other indications: The Draft Biosimilars Guidance also provides that a 
biosimilar applicant may be permitted to extrapolate clinical data intended to demonstrate 
biosimilarity in one condition to support the licensure of the proposed biosimilar product in additional 
indications for which the reference biologic product is licensed. However, the biosimilar applicant 
would have to provide "sufficient scientific justification" (as yet undefined) for such an extrapolation.24 

Request for innovator BLA exclusivity: The Q&A Guidance states that a BLA applicant for a new 
biologic product under 42 U.S.C. § 262(a) may include in its BLA submission a request for the 12-year 
period of reference product exclusivity under § 262(k)(7). The BLA applicant making such a request 
should "specifically describe how the proposed product meets the statutory requirements" of 
§ 262(k)(7), and should "include adequate data and information to support the request."25 
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If you have any questions concerning these developing issues, please do not hesitate to contact any of 
the following Paul Hastings lawyers: 

New York 

David M. Conca 
1.212.318.6406 
davidconca@paulhastings.com 

Evan D. Diamond 
1.212.318.6004 
evandiamond@paulhastings.com 

Gerald J. Flattmann, Jr. 
1.212.318.6720 
geraldflattmann@paulhastings.com 

Anthony Michael 
1.212.318.6408 
anthonymichael@paulhastings.com 

 

Joseph O'Malley 
1.212.318.6090 
josephomalley@paulhastings.com 

Petra Scamborova 
1.212.318.6016 
petrascamborova@paulhastings.com 

Bruce M. Wexler 
1.212.318.6020 
brucewexler@paulhastings.com 

 
 
1 For historical reasons, certain recombinant protein products such as insulins, human growth hormones, and some 

enzymes have been approved under the NDA process. While FDA may translate certain scientific principles between the 
biosimilar BLA process and the 505(b)(2) process for follow-on versions of biologic NDA products, these remain separate 
statutory schemes with separate standards. See Scientific Considerations Guidance at 3. 

2 A product is "biosimilar" to a reference product under BPCIA when the product is "highly similar" to the reference product 
and has no "clinical meaningful differences" from the reference product in safety, purity and potency. See 42 U.S.C. 
§ 262(i)(2). 

3 A product is "interchangeable" with a reference product when, in addition to being biosimilar, the product (1) can be 
expected to produce the same clinical result in any patient as the reference product, and (2) if it will be administered 
more than once to an individual, it can be used alternately with the reference product with no greater risk than from 
using the reference product alone. See id. § 262(k)(4). 

4 See Docket No. FDA-2010-N-0477. 
5 See Kozlowski et al., Developing the Nation's Biosimilars Program, N. Engl. J. Med. (2011) 365:385-88. 
6 See FDA News Release: FDA Issues Draft Guidance On Biosimilar Product Development (Feb. 9, 2012), available at 

http://www.fda.gov/NewsEvents/Newsroom/PressAnnouncements/ucm291232.htm. Moreover, as with other FDA 
guidance documents, these documents will not be legally binding on FDA or the public, even when in their final form.  
See, e.g., Scientific Considerations Guidance at 1-2. 

7 See Guideline on Similar Biological Medicinal Products Containing Monoclonal Antibodies (Draft), EMEA/CHMP/BMWP/ 
403543/2010 (Nov. 18, 2010).  

8 See Q&A Guidance at 11-12. 
9 See Scientific Considerations Guidance at 4. 
10 See id. § IX, at 21. 
11 See id. § VII.A, at 8-10. 
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12 See Scientific Considerations Guidance § VII.B, at 10.  
13 FDA notes that, despite "significant improvements" in analytical techniques, "current analytical methodology may not be 

able to detect all relevant structural differences between two proteins," and thus data from animal studies and at least 
one clinical study will be generally required to demonstrate biosimilarity. See id. at 5. 

14 See id. § VII.C, at 10-12. 
15 See id. § VII.D, at 12. 
16 See id. § VII.D, at 16. 
17 See id. § VII.D, at 17. 
18 See id. § VIII, at 20. 
19 See Quality Considerations Guidance at 7. 
20 See id. 
21 See id. at 8. 
22 See id. at 9-15. 
23 See Scientific Considerations Guidance § V, at 6; Q&A Guidance at 7-8. 
24 See Scientific Considerations Guidance at § VII.D, at 15; Q&A Guidance at 9. 
25 See Q&A Guidance at 15. 


