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SPECIAL REPORT

Introduction
The US Food and Drug Administration (FDA) received 52 com-
ments on its draft guidance on the interchangeability of biosimi-
lars with their reference biologicals.

The draft guidance was fi rst released in January 2017 [1] and 
the comment period ended on 19 May 2017 [2]. Comments from 
physician associations expressed their concerns about extrapo-
lation of indications, switching, labelling and naming, and post-
marketing studies, as well as other issues. Associations that 
commented on the guideline included the American College 
of Rheumatology (ACR), the American Society of Clinical 
Oncology (ASCO), the American Gastroenterological Associa-
tion (AGA), the American Autoimmune Related Diseases Asso-
ciation (AARDA) and the American Academy of Dermatology 
Association (AADA), among others.

1. Extrapolation
Extrapolation has long been a concern for both physicians and 
patients. AGA stated in its comments that ‘extrapolation of data 
should not be allowed for any indication where the pathophysi-
ology is known to be different or is yet to be elucidated’. The 
association added that ‘the agency should use caution when 
allowing extrapolation for pediatric indications’.

ACR stated that it ‘does not support automatic extrapolation, 
but does support extrapolation after carefully identifying a mini-
mum slate of diseases and outcomes to be studied, depending 
on factors including mechanism of action and predicted immu-
nogenicity’. ACR added that ‘if an interchangeable drug does 
not garner FDA approval for all indications of the originator 
drug, it is possible that the drug could be inappropriately substi-
tuted for a patient being treated for a disease for which the drug 
is not approved’. The ACR therefore believes that ‘care must be 
taken in the fi nal guidance’ … to ‘ensure that a drug pursuing 
interchangeability has successfully demonstrated extrapolation 
for all indications for which the originator is approved’.

2. Switching
AGA commented that it ‘agrees with the recommendation to 
sponsors to use only U.S.-licensed reference products in switch-
ing studies’, but expressed its concern that the ‘FDA may be 
willing to entertain use of a non-U.S.-licensed product in some 
cases’.

Section 351(i) of the Public Health Service Act states that an 
interchangeable product ‘may be substituted for the reference 
product without the intervention of the healthcare provider who 

Keywords: Biosimilar, extrapolation, interchangeability, labelling, switching, US FDA

Physician associations comment on FDA’s 
interchangeability guidance

Comments from physician associations on the US Food and Drug Administration’s draft guidance on interchangeability of biosimilars 
are presented in this paper. Various issues were discussed; this paper highlights the comments on extrapolation, interchangeability, 
switching, labelling and naming, post-marketing and disease experts.

prescribed the reference product’. However, AGA is ‘concerned 
that this practice will have a detrimental impact on patient safety’. 
The association states that ‘health care providers must be empow-
ered to be aware of and prevent non-medical switching if they 
believe that the patient’s safety and health is at risk’.

ACR commented that it ‘strongly supports the FDA’s proposal to 
require manufacturers to use robust switching studies to deter-
mine whether alternating between a biosimilar and its reference 
product impacts the safety or effi cacy of the drug. Exposing 
patients in the experimental arm to each drug twice (A, B, A, B), 
a protocol that requires three switches, is a reasonable attempt 
to simulate what our patients are likely to experience’.

AADA is concerned that an interchangeable biological pro duct 
may be substituted for the reference product without the inter-
vention of the healthcare provider who prescribed the reference 
product. They state that ‘patients must be informed and educated 
about the substitution at the point of sale’. They add that physi-
cian notifi cation is important to prevent confusion and ‘is crucial 
for pharmacovigilance’. The association ‘stresses the importance 
of robustly designed switching studies given the potential for 
negative consequences for patients’. They add that ‘forced non-
medical switching of stable patients can result in worsening 
disease, severe fl ares, some requiring hospitalization, therapeu-
tic failure, antibody development, and risk for greater adverse 
effects than those associated with current therapy’.

AARDA commented that ‘particularly as related to potential 
substitution and non-medical switching practices, we question 
whether any biosimilar could be “interchangeable” with the ref-
erence product, particularly if autoimmune disease patients are 
considered’. They add that ‘patients with autoimmune diseases 
who rely on biological products know all too well that different 
treatments – even if “similar” – can, and very often do, cause 
varied reactions for different patients, particularly those with 
complex diseases and/or with multiple diseases’.

ASCO asked for ‘clarity among the various terminologies 
(switching, alternating and substituting) within this area’. They 
said that ‘the explanations and expectations of switching and 
alternating are described in parallel, and because the result of 
either type of study could be a designation of interchangeable, 
the breadth of difference between switching and alternating 
should be clarifi ed’. ASCO added that ‘the term “substitution” 
should be defi ned for the public to understand that this action 
is the practice of an interchangeable biosimilar product being 
dispensed at pharmacy-level in place of the reference product’.
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3. Labelling and naming
ACR commented that it has previously asked for:
 • ‘Statements in each biosimilar FDA label indicating whether 
the drug is interchangeable (in addition to whether a drug is 
biosimilar)

 • Inclusion of clinical data for biosimilars in FDA labels, via text 
or hyperlink

 • Specifi c guidance for pharmacists to prevent inadvertent substi-
tution of a non-interchangeable biosimilar as a stand-alone doc-
ument and as a prominent message inside the Purple Book list’

The association also said that it ‘supports the FDA’s stated plans 
to use distinguishing suffi xes to help minimize “inadvertent sub-
stitution,” particularly for biosimilars that have not been deter-
mined to be interchangeable’.

AADA recommends ‘that the biologic product label include 
whether the biosimilar is interchangeable with any other bio-
logic products (including the reference product and/or other 
biosimilars on the market) and also for which specifi c indica-
tions interchangeability was demonstrated’.

AADA also commented that the ‘FDA should ensure that inter-
changeable products are distinctly named and labeled, and 
should emphasize that automatic substitutions and non-medical 
switching policies are not appropriate for products that have 
not been designated by FDA as interchangeable’.

4. Post-marketing studies
AGA commented that ‘“real world” data on biosimilar and inter-
changeable products must be collected through formal post-
marketing observational studies to ensure the longitudinal safety 
and effi cacy for all patient populations being treated with these 
products’. This should be done since ‘rare but potentially seri-
ous safety risks may not be detected during preapproval clini-
cal testing’. The association also recommended using a ‘central 
observational registry’ to monitor the safety, effi cacy and utiliza-
tion for all biologicals.

ACR said that ‘the FDA should also consider requiring manufac-
turers to submit updated and standardized pharmacovigilance 
data as a prerequisite to certain post-market labeling changes’.

ASCO applauded FDA for including post-marketing safety 
monitoring considerations in its guidance. The association 
added that ‘meaningful post-marketing surveillance is essential 
as more biosimilars enter the market’.

5. Disease experts
AGA advocated that ‘gastroenterologists with appropriate disease 
expertise should be engaged by FDA when interchangeable products 
are reviewed for approval’. This has so far been the case for biosim-
ilars, where gastroenterologists have been engaged as temporary 
members of the Arthritis Advisory Committee. AGA therefore urges 
FDA ‘to continue engaging gastroenterologists with appropriate dis-
ease specifi c expertise as part of its advisory committees when a 
proposed product is seeking a gastrointestinal indication’.

Editor’s Comment
Healthcare professionals can fi nd more information on biosimilars 
and the FDA’s policies regarding biosimilarity and interchangeabil-
ity at https://www.fda.gov/drugs/developmentapprovalprocess/
howdrugsaredevelopedandapproved/approvalapplications/
therapeuticbiologicapplications/biosimilars/ucm241719.htm
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Biosimilarity and Interchangeability
As more biological products are going off patent protection, the development of follow-on biologics (biosimilars) has received much attention 
from both the biotechnology industry and the regulatory agencies since the United States (US) Congress passed the Biologics Price Competition 
and Innovation (BPCI) Act (as part of the Affordable Care Act) on 23 March 2010. In order to obtain input on specifi c issues and challenges asso-
ciated with the implementation of the BPCI Act, the US Food and Drug Administration (FDA) conducted a two-day public hearing on Approval 
Pathway for Biosimilar and Interchangeability Biological Products held on 2–3 November 2010, and a follow-up one-day public hearing on Draft 
Guidelines relating to the Development of Biosimilar Products held on 11 May 2012. Several scientifi c factors regarding test for biosimilarity, 
interchangeability, and comparability in manufacturing process were identifi ed. These scientifi c factors, however, remain unsolved pending on 
regulatory guidance which is expected to be circulated for comments/input by the end of 2012.

Unlike traditional small-molecule (chemical) drug products, the development of biological products is very different and variable with respect to 
the manufacturing process and environmental factors. The complexity and heterogeneity of the molecular structure, complicated manufactur-
ing process, different analytical methods, and possibility of severe immunogenicity reactions make quantitative evaluation of biosimilar products 
a great challenge to both the scientifi c community and regulatory agencies. The purpose of this Special Issue is not only to create a discussion 
forum by inviting relevant research work on the design and analysis of biosimilar studies, but also to refl ect recent discussion/development from the 
pharmaceutical/biotechnology industry, academia, and regulatory agencies such as EU European Medicines Agency and US FDA. As a highly 
regarded journal, GaBI Journal will help achieve these professional objectives.
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