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Division of Dockets Management (HFA–305) 

Food and Drug Administration  

5630 Fishers Lane, Rm. 1061  

Rockville, MD 20852 

 

 

RE: Docket No. FDA-2016-D-0643: Labeling for Biosimilar Products 

 

Merck Sharp & Dohme Corp., a subsidiary of Merck & Co., Inc. (Merck) is a global healthcare 

leader. Through a combination of the best science and state-of-the-art medicine, Merck has 

produced many important medicines and vaccines. Today the company is continuing to actively 

develop a broad portfolio of small molecules, vaccines and biologic products, including 

biosimilars to significantly improve worldwide patient access to important/life-saving therapies. 

 

Merck Research Laboratories (MRL), Merck’s research division, is one of the leading biomedical 

research organizations. MRL tests many compounds as potential drug candidates through 

comprehensive, leading edge R & D programs. Merck supports regulatory oversight of product 

development that is based on sound scientific principles and good medical judgment. 

 

We appreciate the opportunity to review and comment on the FDA Draft Guidance: Labeling for 

Biosimilar Products (“Draft Guidance”).  The comments below are supported by Merck’s 

experience and expertise in developing drug and biological products and marketing these 

products safely and responsibly, and are offered for consideration. 

 

General Comments 

 

We commend the FDA in developing a balanced and thoughtful approach to biosimilars labeling.  

We believe the current Draft Guidance as written provides much needed guidance to sponsors 
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and health care practitioners, and resolves much of the uncertainty that surrounded biosimilars 

labeling in the U.S. 

 

Fundamentally, Merck wholly agrees with the FDA underlying labeling principle stated in 

Section III of the Draft Guidance:  

 

“Information and data from a clinical study of a proposed biosimilar product 

should be described in its labeling only when necessary to inform safe and 

effective use by a health care practitioner.”   

 

This principle calls for a flexible approach toward biosimilars labeling that—while providing for 

specific guidance to industry—allows the FDA to consider and account for the diversity within 

the biologics and biosimilars product class.  Simultaneously, this principle acknowledges that 

inclusion of additional, irrelevant information could cause confusion with health care 

stakeholders—only necessary information and data should be included.  While industry 

guidance is needed to help standardize biosimilar labeling, to set practitioner expectations, and 

to assist sponsor efforts, the FDA and sponsors must have the flexibility to account for specific 

risks and educational needs associated with a particular product. 

 

Specific Comments 

 

1) The PLR and PLLR label format requirement may be prohibitive for some biosimilars.  

Lines 126-131 

 

The FDA notes that, as required under 21 CFR 201.56(c)(1), biosimilars must meet the 

content format requirements of the physician labeling rule (PLR) and the pregnancy and 

lactation labeling final rule (PLLR), regardless of whether the reference product label is in 

this format.  

 

Practically speaking, sponsors of biosimilar products may not be able to fully comply with 

this requirement if the reference product is not in the PLR or PLLR formats.  In many cases 

we anticipate that compliance with these formats will require access to supporting 

information only available to the sponsor of the reference product.  The PLLR format, for 

example, requires inclusion of data and information that may not be available to the 

biosimilar sponsor such as the following: 
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 Risk summaries from human and animal studies that address any known structural 

abnormalities; embryo-fetal mortality; functional impairment; alterations to growth. 

 Clinical Considerations including dose adjustments for gestation and postpartum 

periods; maternal and fetal/neonatal adverse reactions; labor or delivery effects. 

 Human and Animal Data supporting the Risk summaries and Clinical Considerations,  

and referencing for each study the duration, exposure, limitations of the data; and 

the species and types of animal studied. 

 

Unless both the reference product and biosimilar are under the new labeling format, or the 

necessary information is provided to the biosimilar sponsor, the biosimilar sponsor will be 

unable to comply.   

 

We understand that the FDA position on this issue is required by statute.  While we see no 

perfect solution, better alignment of biosimilar and reference product timelines would help 

these products comply with the PLR and PLLR labeling.  At the least, the FDA should 

acknowledge the difficulties posed to biosimilar sponsors, and work to provide a path that 

does not unnecessarily delay the approval/launch of affected biosimilars nor imposes a 

undue burden on sponsors of reference products.   

 

 

2) The FDA should take a risk-based approach regarding the inclusion of recommendations 

concerning “interchangeability.” 

Lines 404-408 

 

According to the Draft Guidance, the FDA is still reviewing whether specific 

recommendations around interchangeability should be included within a biosimilar label.  

Merck believes that a single blanket approach applicable to all biosimilar products (e.g., 

inclusion of a statement on all biosimilar labels that a biosimilar [is] [is not] interchangeable 

with its reference) is not appropriate, and may cause unnecessary confusion among 

stakeholders.  Rather, we believe that the FDA should take a risk-based approach for each 

biosimilar product when determining if a recommendation is necessary “to inform safe and 

effective use by a health care practitioner.”  

 

As a fundamental point, any policy approach to interchangeability labeling is premature 

without first defining the regulatory standards of an “interchangeable biologic.”  The 

Patient Protection and Affordable Care Act, under which biosimilars and interchangeable 
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biologics were first defined by law, is vague on the regulatory distinction between the two.1  

There is increasing public debate about the regulatory standard for interchangeable 

biologics;2  however, the rigor that the FDA has applied to biosimilar development programs 

so far raises the possibility that biosimilars and interchangeable biologics may, in some 

cases, have negligible differences in terms of safety, efficacy and quality.3  Creating a 

blanket policy that aims to identify any risk of a biosimilar that has not been approved as 

interchangeable, before the regulatory standard for interchangeability has been determined, 

is not practical.  

 

Once “interchangeable biologics” are better characterized,   it is appropriate that the FDA 

include recommendations on interchangeability when such recommendations are necessary 

to inform health care practitioners.  Although grouped under a single regulatory class, 

“biosimilars” includes a wide range of biologics differing significantly in critical attributes 

such as size, glycosylation, folding complexity, propensity to develop an immune response, 

and mechanism of action.  Further, the medical use of any two given biosimilar might be 

quite different—a short-term use product versus a chronic-use product each carry a 

different risk of being substituted by a prescribing physician during its period of use.  Given 

the diversity of the therapeutic class, the risks associated with substitution may vary greatly 

between any two biosimilars—it is fully appropriate for the FDA to adopt a labeling policy 

that reflects this variation in risk. 

 

Merck believes that the FDA, in communication with the sponsor, is in the best position to 

determine whether a recommendation on interchangeability is necessary for a given 

biosimilar.  Any statement regarding the interchangeability status of a biosimilar should be 

worded in a neutral, objective manner, and should not convey any unsubstantiated risk to 

                                                 
1 Patient Protection and Affordable Care Act §7002 (Pub. L. 111-148, Mar. 23, 2010) 
(interchangeable biologics must be “(i) biosimilar to the reference product; and (ii) can be 
expected to produce the same clinical result as the reference product in any given patient. […] 
For biological products that are administered more than once to an individual, the risk in terms 
of safety or diminished efficacy of alternating or switching between use of the biological 
product and the reference product is not greater than the risk of using the reference product 
without such alternation or risk.”) 

2 See, e.g., Docket No. FDA-2015-P-2000 (June 2, 2015). 

3 See FDA Briefing Document, Arthritis Advisory Committee Meeting, Feb. 09, 2016 (FDA 
required sponsor of infliximab biosimilar candidate to assess the safety and immunogenicity in 
patients undergoing a single transition from EU-approved reference product to the biosimilar 
product.).   
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the health care practitioner.  Likewise, the inclusion of interchangeability recommendations 

should directly reflect the level of risk associated with a substituting a particular biosimilar, 

such as its respective immunogenicity or clinical use.   

 

We appreciate the opportunity to share our comments on the Agency’s Draft Guidance: 

Labeling for Biosimilar Products. For further information or questions, please contact my 

colleague Lina Aljuburi by phone (1-301-770-9525) or email (lina.aljuburi@merck.com).  

 

 

Sincerely,  

 

 
 

Andrew S. Robertson, PhD, JD 

Director, Global Regulatory Policy 

Global Regulatory Affairs and Clinical Safety 

mailto:lina.aljuburi@merck.com

