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FDA’s Biosimilar Action Plan (BAP)
Introduction and Overview: Balancing Innovation and Competition
Congress has given the U.S. Food and Drug Administration (FDA), as part of the agency’s mission to promote and protect
the public health, responsibility for implementing laws intended to strike a balance between encouraging and rewarding
innovation in drug development and facilitating robust and timely market competition.
Maintaining this balance between innovation and access requires a mix of statutory and regulatory measures, such as creating
LQFHQWLYHVIRULQQRYDWLRQLQWKHIRUPRIH[FOXVLYLW\SHULRGVPRGHUQL]LQJUHJXODWRU\UHTXLUHPHQWVWRPDLQWDLQḢFLHQWSUHGLFWDEOH
and science-based pathways for drug review with the aim of reducing the time, uncertainty, and cost of drug development; and
VXSSRUWLQJDFRPSHWLWLYHPDUNHWSODFHWKURXJKWKHḢFLHQWDSSURYDORIORZHUFRVWJHQHULFDQGELRVLPLODUDOWHUQDWLYHV
$VWKHIURQWLHURILQQRYDWLRQHYROYHVWKHGHYHORSPHQWRIVDIHDQGH̆HFWLYHQHZSURGXFWVFDQH[SDQGWKHUDSHXWLFRSWLRQV
and address unmet medical needs. Similarly, the kinds of innovations that are advancing patient care are also changing.
0RUHDQGPRUHVRPHRIWKHPRVWVLJQL¿FDQWDGYDQFHVDUHEHLQJPDGHXVLQJELRORJLFDOSURGXFWVLQFOXGLQJDQWLERG\
drugs and other therapeutic proteins. After patents or other exclusivities expire on these novel products, prices can fall
dramatically once follow-on products are available, potentially lowering costs for patients and payors and expanding
access to these innovations.
At the FDA, we recognize both our important role in helping to ensure that the U.S. remains a driving force in medical
innovation, as well as the importance of robust and timely competition to enhance patient access and reduce cost burdens
on patients and our health care system.
Furthermore, it is important that we ensure that this balance between innovation and competition exists across the
spectrum of pharmaceutical products – from traditional small molecules to complex products to biologics – given each of
their critical roles in advancing the health of patients.
3DWLHQWVDUHWKHSULPDU\EHQH¿FLDULHVRIWKLVYLUWXRXVF\FOHRILQQRYDWLRQDQGFRPSHWLWLRQ
Generic drugs, for instance, represent 90 percent of all prescriptions in the U.S.1 Generic competition facilitated by the
1984 Hatch Waxman Act provided savings of more than $1 trillion to the U.S. health care system over a decade and
generated $265 billion in savings in 2017 alone.2 However, until relatively recently, the FDA lacked a statutory pathway to
approve follow-on versions of biological products.
Biologic medicines play a critical role in the treatment of many serious illnesses, such as cancer and genetic disorders.
7KH\DUHLQPDQ\FDVHVWKHRQO\WUHDWPHQWVDYDLODEOH:KLOHWKHVHSURGXFWVR̆HUPXFKWKHUDSHXWLFSURPLVHDQGEHQH¿W
they often come at great expense. In fact, biologics represent almost 40 percent of all prescription drug spending. And,
they accounted for 70 percent of growth in drug spending from 2010 to 2015.3
Against the backdrop of these high costs to our nation’s health care system and the need to enhance access to these
important products for patients, Congress passed the Biologics Price Competition and Innovation Act (BPCI Act),
which established an abbreviated pathway for biologics, called biosimilars, in 2010. The BPCI Act was intended to
strike a balance between access and innovation, providing a period of exclusivity for originator biologics and enabling
1 AAM 2018 Generic Drug Access and Savings in the U.S. Report.
2 Id.
3 Source: Biosimilar cost savings in the United States. RAND, ŚƩƉƐ͗ͬͬǁǁǁ͘ƌĂŶĚ͘ŽƌŐͬƉƵďƐͬƉĞƌƐƉĞĐƟǀĞƐͬWϮϲϰ͘Śƚŵů “biologics alone accounted
for 38 percent of U.S. prescription drug spending in 2015 due to their high cost per dose, and for 70 percent of drug spending growth between
2010 and 2015.”
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a pathway for competitive biosimilars once exclusivity periods have lapsed. This is similar to the way the HatchWaxman amendments sought to establish balance between innovation for brand products and availability of generic
FRPSHWLWLRQ7KHUHDUHQRWDEOHGL̆HUHQFHVEHWZHHQWKHIUDPHZRUNIRUIROORZRQELRORJLFVVXEMHFWWRWKH%3&,$FWDQG
VPDOOPROHFXOHGUXJVVXEMHFWWRWKH+DWFK:D[PDQDPHQGPHQWVLQFOXGLQJLVVXHVUHODWHGWRSURGXFWFRPSOH[LW\DQG
SKDUPDF\VXEVWLWXWLRQ7KHVHGL̆HUHQFHVPD\UHVXOWLQGL̆HUHQWPDUNHWG\QDPLFV1RQHWKHOHVVWKHQHZOHJDOIUDPHZRUN
for biosimilars is similar to the framework created under the Hatch-Waxman amendments in that it provides a pathway
under which increased competition has the potential to emerge.
7KHDSSURYDOSDWKZD\IRUELRVLPLODUVDOORZVVSRQVRUVWROHYHUDJH)'$¶V¿QGLQJRIVDIHW\DQGH̆HFWLYHQHVVIRUWKH
reference product to support approval of the biosimilar at a potentially lower cost to sponsors than the development
program for the originator reference product, provided the sponsor can demonstrate that the biosimilar meets the
statutory standards for biosimilar approval. When it comes to the development of a biosimilar, some clinical studies may
UHPDLQQHFHVVDU\EHFDXVHFXUUHQWDQDO\WLFDOWHFKQRORJLHVLQPRVWFDVHVPD\QRWEHVẊFLHQWDORQHWRGHPRQVWUDWHWKDW
a product meets the standards for biosimilar approval. Still, the reduced need for multiple large clinical outcomes studies
DVDSDUWRIELRVLPLODUSURGXFWGHYHORSPHQWFDQVLJQL¿FDQWO\ORZHUGHYHORSPHQWFRVWV7KLVFRXOGUHVXOWLQVLJQL¿FDQWO\
lower prices for patients and payors. While the U.S. market for biosimilars is still maturing, FDA research suggests that
DIWHUPDUNHWHQWU\ELRVLPLODUVKDYHWKHSRWHQWLDOWRR̆HUVLJQL¿FDQWVDYLQJV7KLVLVHVSHFLDOO\WUXHDIWHUWZRRUPRUH
biosimilars for the same reference product are approved.
7RGDWHWKH)'$KDVDSSURYHGSURGXFWVXQGHU%3&,$FWDXWKRULW\LQFOXGLQJ¿YHLQDQGWKH¿UVWELRVLPLODUV
approved for the treatment of cancer. As the U.S. market continues to expand and evolve, economies of scale should allow
biosimilars to pass on more savings to payors and, in turn, patients. Prices should continue to fall as markets become more
competitive.
The FDA will continue to play a critical role in facilitating increased access to biosimilars. The agency is taking steps to
PRUHḢFLHQWO\PDQDJHRXUUHYLHZDQGOLFHQVXUHSDWKZD\VWRIDFLOLWDWHELRVLPLODUFRPSHWLWLRQ:HDUHPRGHUQL]LQJRXU
SROLFLHVWKDWJRYHUQWKHGHYHORSPHQWRIELRVLPLODUVWRPDNHLWPRUHḢFLHQW:HDUHDOVRHGXFDWLQJFOLQLFLDQVSD\RUVDQG
patients about biosimilar products and the rigorous evaluation they must go through. And, we are modernizing regulatory
SROLFLHVWRDFFRPPRGDWHQHZVFLHQWL¿FWRROVWKDWFDQEHWWHUHQDEOHFRPSDULVRQEHWZHHQELRVLPLODUVDQGUHIHUHQFH
products that may reduce the need for clinical studies.
These actions will help create a more competitive market today, while creating greater incentives for sponsors to make the
LQYHVWPHQWVUHTXLUHGWRVXSSRUWIXWXUHSURGXFWVWKDWGHOLYHUJUHDWHUEHQH¿WVWRSDWLHQWVDQGSXEOLFKHDOWKDIWHUVWDWXWRU\
exclusivities have expired.
The FDA is committed to encouraging innovation and competition among biologics and the development of biosimilars.
We are taking the following key actions:
1.

Developing and implementing new FDA review tools, such as standardized review templates that are tailored to
PDUNHWLQJDSSOLFDWLRQVIRUELRVLPLODUDQGLQWHUFKDQJHDEOHSURGXFWVWRLPSURYHWKHḢFLHQF\RI)'$UHYLHZDQG
enhance the public information about FDA’s evaluation of these products.

2.

Creating information resources and development tools for sponsors of biosimilar applications. This includes tools
such as in silico models and simulations to correlate pharmacokinetic and pharmacodynamic responses with
FOLQLFDOSHUIRUPDQFH6XFKWRROVFDQPDNHELRVLPLODUGUXJGHYHORSPHQWPRUHḢFLHQW

3.

Enhancing the Purple Book to include more information about approved biological products, including
information relating to reference product exclusivity determinations.
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4.

Actively exploring the potential for entering into new data sharing agreements with foreign regulators to facilitate
the increased use of non-U.S.-licensed comparator products in certain studies to support a biosimilar application.

5.

(VWDEOLVKLQJDQHZ2̇FHRI7KHUDSHXWLF%LRORJLFVDQG%LRVLPLODUV 27%% WRLPSURYHFRRUGLQDWLRQDQGVXSSRUWRI
activities under the Biosimilar User Fee Act (BsUFA) program, accelerate responses to stakeholders and support
ḢFLHQWRSHUDWLRQVDQGSROLF\GHYHORSPHQW

6.

Building on the FDA’s Biosimilar Education and Outreach Campaign, continue providing critical education to
health care professionals, including releasing a series of videos that explain key concepts about biosimilar and
interchangeable products.

7.

3XEOLVKLQJ¿QDORUUHYLVHGGUDIWJXLGDQFHRQELRVLPLODUSURGXFWODEHOLQJWRDVVLVWVSRQVRUVLQGHWHUPLQLQJZKDW
data and information should be included in the labeling.

8.

Providing additional clarity for product developers on demonstrating interchangeability, including by publishing
¿QDORUUHYLVHGGUDIWJXLGDQFH

9.

3URYLGLQJDGGLWLRQDOFODULW\DQGÀH[LELOLW\IRUSURGXFWGHYHORSHUVRQDQDO\WLFDODSSURDFKHVWRHYDOXDWLQJSURGXFW
structure and function to support a demonstration of biosimilarity, including by publishing revised draft guidance
on the use of data analysis methods, including statistical approaches.

10. Providing additional support for product developers regarding product quality and manufacturing process,
including by identifying physical product quality attributes that are most critical to evaluate, and by exploring ways
to reduce the number of lots of the reference product required for testing.
11.

Engaging in a public dialogue through a Part 15 hearing and opening a docket to request additional information
from the public on what additional policy steps the FDA should consider as we seek to enhance our biosimilar
program.

:HDOVRUHFRJQL]HWKDWWKHUHDUHVRPHVLJQL¿FDQWIDFWRUVD̆HFWLQJELRVLPLODUFRPSHWLWLRQDQGDFFHVVRXWVLGHRIWKH)'$¶V
GLUHFWFRQWURO7KHVHLQFOXGHSD\RUUHLPEXUVHPHQWSUDFWLFHVZKLFKPD\D̆HFWVSRQVRUV¶DELOLW\WRVXFFHVVIXOO\PDUNHWQHZ
products even after FDA approval.
When we see practices that we believe create an imbalance between innovation and competition that is contrary to
statutory intent, we will use our leadership to highlight these issues, encourage market participants to seek solutions that
ensure timely access to biosimilar products and work with our partners across the government to take corrective action
where necessary and appropriate.

Biologics and Biosimilars: Ensuring Access to Safe and
Effective Options
Like non-biologic drugs, biological products are regulated by the FDA and are used to diagnose, prevent, treat, mitigate
DQGFXUHGLVHDVHVDQGPHGLFDOFRQGLWLRQV6LQFHZKHQWKH)'$DSSURYHGWKH¿UVWKXPDQL]HGLQVXOLQGHYHORSHG
WKURXJKUHFRPELQDQW'1$WHFKQRORJ\ELRORJLFDOSURGXFWVKDYHEHFRPHLQFUHDVLQJO\LPSRUWDQWWKHUDSHXWLFRSWLRQV
for patients with many serious ailments. These include, for example, many cancers, rheumatoid arthritis, diabetes and
multiple sclerosis.
Advances in our ability to modulate the mechanistic causes of complex chronic diseases and reduce some of the most
VHULRXVVLGHH̆HFWVIURPWKH¿UVWJHQHUDWLRQRIELRORJLFVKDVHQDEOHGELRORJLFDOSURGXFWVWRGHOLYHULQFUHDVLQJO\VDIHDQG
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H̆HFWLYHWUHDWPHQWVWRSDWLHQWV2QHRIWKHVHDGYDQFHVZDVWKHDELOLW\WRKXPDQL]HPRGHUQDQWLERGLHV$WWKHVDPHWLPH
however, the costs of these products have continued to increase, as has their share of U.S. drug spending.
The BPCI Act was enacted in 2010 with the intent of “balancing innovation and consumer interests”4 by creating an
abbreviated pathway for the approval of biological products demonstrated to be biosimilar5 to, or interchangeable6 with,
an FDA-licensed reference product. However, in contrast to most drugs that are chemically synthesized and their structure
is well-characterized, most biological products are complex proteins or other by-products of living cells. Their safety and
H̆HFWLYHQHVVFDQEHD̆HFWHGE\VPDOOFKDQJHVLQPDQXIDFWXULQJSDFNDJLQJRUVWRUDJH LHWHPSHUDWXUHFKDQJHV 
FDA standards for evaluating a proposed biosimilar continue to incorporate new tools for assessing a biosimilar’s
structural and functional properties relative to the reference product. The agency also continues to look for ways to ensure
that manufacturers of reference products are not using FDA requirements to unfairly delay the entry of biosimilars.
:KLOHPDQ\IDFWRUVD̆HFWWKHDYDLODELOLW\RIELRVLPLODUVDQGLQWHUFKDQJHDEOHSURGXFWVDQGZKLOHWKH)'$GRHVQRWKDYHD
direct role in drug pricing, the FDA plays an important role in minimizing the time and cost to develop these products and
LQSURPRWLQJH̆HFWLYHFRPSHWLWLRQ7KURXJKWKHDJHQF\¶VDSSOLFDWLRQRIWKHODWHVWVFLHQFHDQGḢFLHQWUHYLHZSURFHVVHV
WKH)'$FDQHQKDQFHSDWLHQWDQGFOLQLFLDQFRQ¿GHQFHLQWKLVUHODWLYHO\QHZFDWHJRU\RISURGXFWV%\DGYDQFLQJWKHVH
H̆RUWVZHFDQKHOSVWULNHWKHSURSHUEDODQFHEHWZHHQLQQRYDWLRQDFFHVVDQGFRPSHWLWLRQ
Availability of biosimilar and interchangeable products that meet the FDA’s robust approval standards will improve access
to biological products through lower treatment costs and enable greater economies of scale in biosimilar manufacturing.
By increasing treatment options, biosimilars can enhance competition in the market for biological products without
reducing incentives to innovate.

Demonstrating Biosimilarity Under the BPCI Act
Under the BPCI Act, the FDA implemented an abbreviated pathway for approval of biosimilar and interchangeable
products. This abbreviated pathway allows a manufacturer to rely in part on the FDA’s previous determination of
VDIHW\DQGH̆HFWLYHQHVVIRUDUHIHUHQFHSURGXFWIRUWKHDSSURYDORIDELRVLPLODURULQWHUFKDQJHDEOHSURGXFW,QVWHDGRI
LQGHSHQGHQWO\GHPRQVWUDWLQJVDIHW\DQGH̆HFWLYHQHVVWKHPDQXIDFWXUHUPXVWGHPRQVWUDWHWKDWLWVSURSRVHGSURGXFW
is biosimilar to, or interchangeable with, an FDA-approved reference product. As a result, manufacturers of biosimilar
or interchangeable products typically do not need to conduct as many costly and lengthy clinical trials as is typical with
development of a novel biological product.
To balance this abbreviated pathway for development and approval of biosimilar and interchangeable products with
incentives to develop innovative new products, the BPCI Act also provides exclusivity to manufacturers of certain
biological products. The FDA may not approve an application for a biosimilar or interchangeable product until 12 years
DIWHUWKHGDWHRQZKLFKWKHUHIHUHQFHSURGXFWZDV¿UVWOLFHQVHG,QWKHWLPHVLQFHWKHHQDFWPHQWRIWKH%3&,$FWWKH)'$
KDVPDGHVXEVWDQWLDOSURJUHVVLQGHYHORSLQJWKHVFLHQWL¿FDQGUHJXODWRU\SROLFLHVQHHGHGWRLPSOHPHQWWKLVQHZDSSURYDO
pathway. Among the steps that the agency has already taken, the FDA:
4 Public Law 111-148, sec. 7001(b).
5 A biosimilar is defined as a biological product that is highly similar to the reference product notwithstanding minor differences in clinically
inactive components and that has no clinically meaningful differences in terms of safety purity or potency from an existing FDA-approved
reference product.
6 An interchangeable product is a biosimilar for which the sponsor has demonstrated that the biosimilar can be expected to produce the same
clinical result as the reference product in any given patient. Also, for an interchangeable product administered to a patient more than once, the
sponsor has also demonstrated that the risk in terms of safety and diminished efficacy of switching between use of the interchangeable product
and a reference product will not be greater than the risk of using the reference product without such switching. As defined in the BPCI Act, an
interchangeable may be substituted for the reference product without the involvement of the health care provider who prescribed the reference
product.
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•

(VWDEOLVKHGWKH7KHUDSHXWLF%LRORJLFVDQG%LRVLPLODUV6WD̆ 7%%6 XQGHUWKH2̇FHRI1HZ'UXJV 21' LQWKH
&HQWHUIRU'UXJ(YDOXDWLRQDQG5HVHDUFK &'(5 WRVXSSRUWFRQVLVWHQWUHYLHZDQGSROLF\GHYHORSPHQWH̆RUWV
IRUELRVLPLODUDQGLQWHUFKDQJHDEOHSURGXFWGHYHORSPHQWDQGDSSURYDO7%%6FRRUGLQDWHVZLWKRWKHUṘFHVDQG
divisions in CDER through an integrated matrix to manage the development and approval of biosimilar and
interchangeable products.

•

Created the Biosimilar Product Development (BPD) Program to facilitate the rapid development of biosimilar
DQGLQWHUFKDQJHDEOHSURGXFWV7KURXJKHQUROOPHQWLQWKLVSURJUDPWKH)'$SURYLGHVGHWDLOHGSURGXFWVSHFL¿F
advice to manufacturers. As of July 1, 2018, 68 programs were enrolled in the BPD Program.7 CDER has
PHHWLQJUHTXHVWVWRGLVFXVVWKHGHYHORSPHQWRIELRVLPLODUVIRUGL̆HUHQWUHIHUHQFHSURGXFWV

•

3ULRULWL]HVH̆RUWVWRVKDUHUHJXODWRU\LQIRUPDWLRQEURDGO\WRVWDNHKROGHUV7KH)'$KDVSXEOLVKHGSROLFLHV
and recommendations in a number of guidance documents.8 In addition, the FDA publishes the Purple Book9
to provide information on approved biological products, including information on exclusivity and whether a
product has been demonstrated to be biosimilar to, or interchangeable with, a reference product.

This is a crucial time in the emergence of the marketplace of biosimilar and interchangeable products. The FDA expects
continued expansion in the number of approved biosimilar and interchangeable products in the coming years. Although
there are barriers to marketing a biosimilar or interchangeable product that are outside of the FDA’s purview, we
XQGHUVWDQGWKHLPSRUWDQFHRIDGYDQFLQJSROLFLHVWRIDFLOLWDWHWKHḢFLHQWGHYHORSPHQWDQGDSSURYDORIWKHVHSURGXFWV
:LWKWKLVREMHFWLYHWKH)'$KDVFUHDWHGWKH%$3

Key Elements of the BAP:
7KH%$3LVIRFXVHGRQIRXUNH\DUHDV  LPSURYLQJWKHḢFLHQF\RIWKHELRVLPLODUDQGLQWHUFKDQJHDEOHSURGXFW
GHYHORSPHQWDQGDSSURYDOSURFHVV  PD[LPL]LQJVFLHQWL¿FDQGUHJXODWRU\FODULW\IRUWKHELRVLPLODUSURGXFW
GHYHORSPHQWFRPPXQLW\  GHYHORSLQJH̆HFWLYHFRPPXQLFDWLRQVWRLPSURYHXQGHUVWDQGLQJRIELRVLPLODUVDPRQJ
patients, clinicians, and payors; and (4) supporting market competition by reducing gaming of FDA requirements or other
attempts to unfairly delay competition.
,PSURYLQJWKHḢFLHQF\RIWKHELRVLPLODUDQGLQWHUFKDQJHDEOHSURGXFWGHYHORSPHQWDQG
DSSURYDOSURFHVV
The FDA is currently H[DPLQLQJWKHEHVWZD\WRLPSURYHḢFLHQF\DQGSUHGLFWDELOLW\RIWKHELRVLPLODUGHYHORSPHQWDQG
review process.
3ULRULW\GHOLYHUDEOHV
•

7RLQFUHDVHWKHḢFLHQF\RIWKHUHYLHZRIELRVLPLODUDQGLQWHUFKDQJHDEOHELRORJLFDOSURGXFWVWKH)'$LV
GHYHORSLQJDSSOLFDWLRQUHYLHZWHPSODWHVVSHFL¿FDOO\IRU N %LRORJLFV/LFHQVH$SSOLFDWLRQV %/$V 7KH
WHPSODWHVZLOOEHIRUPDWWHGVSHFL¿FDOO\WRWKHGDWDDQGLQIRUPDWLRQLQKHUHQWWRD N %/$DQGDSSURYDO
VWDQGDUGVVSHFL¿FWRELRVLPLODUDQGLQWHUFKDQJHDEOHSURGXFWV7KHGHYHORSPHQWRIWKHVHWHPSODWHVLVLQWHQGHG
to streamline the FDA review process and enhance the public information about FDA’s evaluation of biosimilar
and interchangeable products.

7 These numbers reflect ongoing development programs and do not include development programs that have resulted in an application
submitted to the FDA.
8 A current listing of FDA guidance documents related to biosimilar and interchangeable products can be found at: https://www.fda.gov/
Drugs/GuidanceComplianceRegulatoryInformation/Guidances/ucm290967.htm
9 Available at: https://www.fda.gov/drugs/developmentapprovalprocess/howdrugsaredevelopedandapproved/approvalapplications/
therapeuticbiologicapplications/biosimilars/ucm411418.htm
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•

To further improve coordination and support of all activities related to biosimilar and interchangeable product
GHYHORSPHQWDQGDSSURYDOWKH)'$LVLQWKHSURFHVVRIWUDQVLWLRQLQJWKH7%%6WRWKH2̇FHRI7KHUDSHXWLF
Biologics and Biosimilars (OTBB).
The transition to OTBB will:
¸

Improve coordination and support of all activities under the BsUFA program, as well as address any
additional biosimilar or overlapping biological product issues;

¸

Accelerate response time to internal and external stakeholders;

¸

,PSURYHWKHDJHQF\¶VḢFLHQF\LQSURYLGLQJGHYHORSPHQWSKDVHDGYLFHWRSURGXFWGHYHORSHUVDQG
reviewing application materials, including enhanced pre- and post-submission communication with
individual applicants; and

¸

6XSSRUWḢFLHQWSROLF\GHYHORSPHQWDQGLPSOHPHQWDWLRQWKURXJKWKHFUHDWLRQRIDGGLWLRQDOJXLGDQFH
documents for product developers.

•

To continue to improve coordination within CDER and in support of a matrix review process, CDER developed
DQGLPSOHPHQWHG$VVRFLDWH'LUHFWRUIRU%LRVLPLODUSRVLWLRQVLQNH\VFLHQWL¿FUHYLHZGLVFLSOLQHRUJDQL]DWLRQV
These positions provide targeted points of contact within the respective review disciplines to improve the
ḢFLHQF\DQGFRQVLVWHQF\RIELRVLPLODUDQGLQWHUFKDQJHDEOHSURGXFWGHYHORSPHQWDQGDSSURYDO

•

The FDA will also develop information resources and development tools that can assist biosimilar sponsors in
developing high quality biosimilar and interchangeable products using state of the art techniques. For example,
the FDA plans to develop an index of critical quality attributes for use in comparing proposed biosimilars to
certain reference products. The elucidation of these features can allow sponsors to better understand how the
FDA evaluates data from comparative analytical studies performed to support a demonstration of biosimilarity.
The FDA’s goals in this area also include the development and validation of pharmacodynamic biomarkers
tailored to biosimilar development and in silico modeling and simulation to evaluate pharmacokinetic and
pharmacodynamic response versus clinical response relationships using existing clinical data. The development
DQGYDOLGDWLRQRIWKHVHWRROVDORQJVLGHRWKHUVFDQDOORZGHYHORSPHQWSURJUDPVWREHPRUHḢFLHQWDQGFDQ
reduce the size of clinical studies. These smaller clinical studies, in turn, can enable more biosimilars to reach
WKHPDUNHWLQDPXFKPRUHFRVWH̆HFWLYHDQGWLPHO\PDQQHU

0D[LPL]LQJVFLHQWL¿FDQGUHJXODWRU\FODULW\IRUWKHELRVLPLODUSURGXFWGHYHORSPHQWFRPPXQLW\
The FDA is increasing stakeholder communications related to biosimilars, including timely guidance for sponsors in
RUGHUWRSURYLGHVFLHQWL¿FDQGUHJXODWRU\SUHGLFWDELOLW\DVZHOODVPRUHḢFLHQWVWUXFWXUHVWRVXSSRUWWKHGHYHORSPHQW
DQGUHYLHZRIELRVLPLODUDQGLQWHUFKDQJHDEOHSURGXFWV7KLVLQFOXGHVH̆RUWVWRKDUPRQL]HLQWHUQDWLRQDOUHJXODWLRQRI
biosimilars and the acceptance of non-U.S. comparator products, as well as greater use of real-world data supporting
regulatory decision making related to biosimilars.
3ULRULW\'HOLYHUDEOHV
3ULRUWRWKHSXEOLFDWLRQRIWKLVSODQWKH)'$LVVXHGVL[¿QDODQGIRXUGUDIWJXLGDQFHGRFXPHQWVUHODWHGWRWKH
development and approval of biosimilar and interchangeable products.
•

7RLQFUHDVHUHJXODWRU\FHUWDLQW\IRUVWDNHKROGHUVWKH)'$ZLOOIRFXVH̆RUWVRQWKHUDSLGGHYHORSPHQWRI
DGGLWLRQDOJXLGDQFHWRSURYLGHIXUWKHUFODUL¿FDWLRQRIWKHUHJXODWRU\SDWKZD\IRUELRVLPLODUDQGLQWHUFKDQJHDEOH
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products. The agency will also hold public meetings and hearings to seek additional input on possible alternative
approaches. As outlined in the BsUFA II goals letter, the FDA is prioritizing the development of guidance on the
following topics, which will add to the existing body of published FDA guidance on biosimilars, interchangeables
and other aspects of the BPCI Act:

10

¸

Final or Revised Draft Guidance: Reference Product Exclusivity for Biological Products Filed Under
Section 351(a) of the PHS Act

¸

Final or Revised Draft Guidance: Implementation of the “Deemed to be a License” Provision of the
Biologics Price Competition and Innovation Act of 2009

¸

Final or Revised Draft Guidance: Considerations in Demonstrating Interchangeability with a Reference
Product

¸

Final or Revised Draft Guidance: Statistical Approaches to Evaluate Analytical Similarity

¸

Draft Guidance: Processes and further considerations related to post-approval manufacturing changes
for biosimilar biological products

•

The FDA is developing updated guidance to provide additional clarity to biosimilar applicants who seek
approval for fewer than all conditions of use for which the reference product is licensed because, for example,
one of the licensed conditions of use of the reference product is protected by a patent.

•

7KH)'$LVGHYHORSLQJDSURSRVHGUXOHRQWKHLQWHUSUHWDWLRQRIWKHGH¿QLWLRQRI³ELRORJLFDOSURGXFW´LQWKH%3&,
Act which would provide additional clarity and predictability for sponsors regarding the appropriate review
pathway for such products.10

•

To improve regulatory clarity, the FDA is evaluating its regulations regarding the submission and review of
BLAs to ensure that they account for current practices and authorities.

•

$VSDUWRIWKHDJHQF\¶VH̆RUWVWRSURYLGHWLPHO\HDV\WRXVHLQIRUPDWLRQDERXWDSSURYHGELRORJLFDOSURGXFWV
including biosimilar and interchangeable products, the FDA is developing an enhanced Purple Book. The
enhanced Purple Book will include more information about approved biological products and will provide a
modernized, interactive user experience. As part of the Purple Book enhancements, the FDA will also continue
its commitment under the BsUFA II goals letter to publish information about newly approved or withdrawn
BLAs and about reference product exclusivity determinations.

•

6XSSRUWLQJDQḢFLHQWJOREDOPDUNHWIRUELRVLPLODUVDOVRHQWDLOVKDUPRQL]LQJUHTXLUHPHQWVIRUWKHLU
GHYHORSPHQWDVZHOODVVKDULQJUHJXODWRU\H[SHULHQFHDFURVVQDWLRQDOERXQGDULHV$VSDUWRIWKLVH̆RUW
the FDA is strengthening its partnerships with regulatory authorities in Europe, Japan and Canada. These
SDUWQHUVKLSVFDQIDFLOLWDWHJUHDWHUḢFLHQF\LQGHYHORSLQJVDIHDQGH̆HFWLYHELRVLPLODUV:HDUHDOVRH[SORULQJ
GDWDVKDULQJDJUHHPHQWVWKDWFDQJLYHXVEHWWHULQVLJKWVLQWRELRVLPLODUV¶UHDOZRUOGVDIHW\DQGḢFDF\DQGLQ
some circumstances, facilitate the increased use of non-U.S.-licensed comparator products in certain studies to
support an application under section 351(k).

•

Real-world evidence can be used to support safety assessments and appropriate prescribing of biosimilars.
:HZLOODGYDQFHWKHVHH̆RUWVE\JDWKHULQJGDWDDFURVVDQXPEHURIWKH)'$¶VFXUUHQWGDWDVRXUFHVLQFOXGLQJ
information gathered from FAERS, Sentinel and though partnerships with private insurers and the Centers for
Medicare and Medicaid Services.

https://www.reginfo.gov/public/do/eAgendaViewRule?pubId=201710&RIN=0910-AH57
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'HYHORSLQJH̆HFWLYHFRPPXQLFDWLRQVWRLPSURYHXQGHUVWDQGLQJRIELRVLPLODUVDPRQJSDWLHQWV
FOLQLFLDQVDQGSD\RUV
Given the relative newness of biosimilars, the FDA is taking a proactive role towards educating clinicians, patients and
payors about biosimilar and interchangeable products by developing audience-appropriate, innovative educational
PDWHULDOVLQFOXGLQJYLGHRVWKDWFDQH[SODLQLPSRUWDQWVFLHQWL¿FFRQFHSWVWKH)'$XVHVWRHYDOXDWHELRVLPLODUV
3ULRULW\'HOLYHUDEOHV
•

In October 2017, the FDA released the Biosimilar Education and Outreach Campaign and updated the FDA
Biosimilars website11. The goal of the educational materials is to increase understanding about biosimilar and
interchangeable medications among health care professionals and other stakeholders. The FDA also developed
tools to help professional societies and stakeholder organizations share information about biosimilars with their
colleagues and members. To continue to provide critical information to health care professionals and to build
on the momentum gained from the initial launch of the Biosimilar Education and Outreach Campaign materials,
ZHSODQWRGHYHORSDGGLWLRQDOUHVRXUFHV)RULQVWDQFHWKH)'$UHFHQWO\UHOHDVHGDVHULHVRI¿YHYLGHRVWKDW
explain key concepts about biosimilar and interchangeable products in spring 2018.

•

FDA held a webinar, “Overview of the Regulatory Framework and the Development and Approval of Biosimilar
Products in the U.S.,” for health care professionals on December 5, 2017. This webinar provided an overview
of the regulatory framework for biosimilar products, including information on the general requirements of the
DSSURYDOSDWKZD\IRUELRVLPLODUVDQGWKHVFLHQWL¿FFRQFHSWVXVHGLQWKHGHYHORSPHQWRIELRVLPLODUSURGXFWV
The goal was to emphasize the rigor of the development and approval process. To further build on the success of
the December 2017 webinar, the FDA is planning to host a second webinar for Continuing Education credit that
covers information related to the labeling for and prescribing of biosimilar and interchangeable products. The
)'$SODQVWRKRVWDGGLWLRQDOZHELQDUVRQWRSLFVRILQWHUHVWLGHQWL¿HGE\VWDNHKROGHUVDQGWKH)'$

•

To further engage stakeholders, address knowledge gaps and encourage stakeholder use of the FDA Biosimilars
webpage and resources, the FDA also conducted a Reddit AMA (Ask Me Anything) forum in April 2018. The
IRFXVRIWKLV$0$ZDVWRVSHFL¿FDOO\HQJDJHSKDUPDFLVWVWKURXJKWKH5HGGLWU3KDUPDF\IRUXPWRDGGUHVVWKHLU
questions on biosimilar and interchangeable products. To engage with patient stakeholders directly, the FDA
is planning to develop a one-pager for patient audiences and pursue video-format communications that can be
used on social media for patient and other key audiences. This is targeted to begin in fall 2018.

6XSSRUWLQJPDUNHWFRPSHWLWLRQE\UHGXFLQJJDPLQJRI)'$UHTXLUHPHQWVRURWKHUDWWHPSWVWR
XQIDLUO\GHOD\FRPSHWLWLRQ
7KH)'$ZLOOFRQWLQXHWRHYDOXDWHZKHWKHU¿UPVDUHXVLQJ)'$VWDWXWRU\RUUHJXODWRU\UHTXLUHPHQWVWRLQDSSURSULDWHO\
delay approval of biosimilar or interchangeable competitors.
3ULRULW\'HOLYHUDEOHV
•

7KH)'$ZLOOFODULI\RXUSRVLWLRQRQLVVXHVD̆HFWLQJUHIHUHQFHSURGXFWH[FOXVLYLW\WREHWWHUH̆HFWXDWHEDODQFH
between innovation and competition. We will also take action, whenever necessary, to reduce gaming of
current FDA requirements, and coordinate with the Federal Trade Commission to address anti-competitive
EHKDYLRU$GGLWLRQDOO\ZHZLOOZRUNZLWKOHJLVODWRUVDVQHHGHGWRFORVHDQ\ORRSKROHVWKDWPD\H̆HFWLYHO\GHOD\
biosimilar competition beyond the exclusivity periods envisioned by Congress.

11 Available at: ǁǁǁ͘ĨĚĂ͘ŐŽǀͬďŝŽƐŝŵŝůĂƌƐ
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•

As part of our Drug Competition Action Plan (DCAP), which focuses on generic drugs, we made it a priority
to address practices that delay or block competition from entering the market, including the refusal to sell the
samples necessary for developing generic drugs [a practice we’ve seen with products under limited distribution,
whether the drug maker limits distribution voluntarily or does so in connection with a Risk Evaluation and
Mitigation Strategy (REMS) program]. We will apply the same principles used in DCAP to our BAP to address
circumstances in which drug makers refuse to sell samples, or use any other anticompetitive strategies, to delay
the entry of biosimilar or interchangeable development and competition.

Conclusion
The FDA anticipates that the marketplace for biosimilar and interchangeable products will continue to evolve. Our
biosimilars program will continue to put in place the foundational regulations and guidance, including as part of BsUFA II
implementation, to provide regulatory certainty with respect to the approval pathway for biosimilar and interchangeable
products.
Therefore, the FDA considers this BAP to be dynamic. The agency will continue to identify activities that can be added
to this program to advance regulatory science and better inform regulatory decision making to successfully address new
issues and challenges.
(̆RUWVZLOOEHLQIRUPHGE\RQJRLQJHQJDJHPHQWZLWKVWDNHKROGHUV)RUH[DPSOHHDUO\LQWHUDFWLRQZLWKVSRQVRUVGXULQJ
SURGXFWGHYHORSPHQWWKURXJKWKH%3'3URJUDPLVDNH\HOHPHQWWRWKH)'$¶VLGHQWL¿FDWLRQRISROLF\LVVXHVWRDGGUHVV
through the guidance process.
In addition, the FDA continues to consider comments related to biosimilars and interchangeable products that were
submitted in the public docket established as part of the July 2017 public meeting, Administering the Hatch-Waxman
Amendments: Ensuring a Balance Between Innovation and Access. The FDA will continue to further engage health care
professional and patient stakeholders through participation in conferences and meetings, providing technical support for
communications materials, when appropriate, and engaging in direct dialogue to seek input on identifying knowledge gaps
and communication tools.
The FDA is committed to transparent, science-based regulation of biosimilar and interchangeable products that maintains
the dynamic balance between innovation and timely access, as Congress intended. Appropriate market exclusivities
allow innovators to recoup their investments, and compensate them for the time, risk and uncertainty that make the cost
of capital to undertake these endeavors high. These rewards provide incentives for research and development of new
treatment options, as well as help advance medical innovation and improve outcomes.
After exclusivities expire, the BPCI Act envisions the market entry of biosimilar and interchangeable products that
FDQH[SDQGDFFHVVWRD̆RUGDEOHWUHDWPHQWRSWLRQVDQGHQFRXUDJHGHYHORSHUVWRIRFXVRQQRYHOSURGXFWGHYHORSPHQW
including for unmet medical needs. The FDA will balance these critical goals and ensure that the fruits of timely access to
LQQRYDWLRQDQGORZHUFRVWDOWHUQDWLYHSURGXFWVFRQWLQXHWREHQH¿WSDWLHQWVIRUJHQHUDWLRQVWRFRPH
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