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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 
LQFHQWLYHV�IRU�LQQRYDWLRQ�LQ�WKH�IRUP�RI�H[FOXVLYLW\�SHULRGV��PRGHUQL]LQJ�UHJXODWRU\�UHTXLUHPHQWV�WR�PDLQWDLQ�ḢFLHQW��SUHGLFWDEOH� 
and science-based pathways for drug review with the aim of reducing the time, uncertainty, and cost of drug development; and 
VXSSRUWLQJ�D�FRPSHWLWLYH�PDUNHWSODFH�WKURXJK�WKH�ḢFLHQW�DSSURYDO�RI�ORZHU�FRVW�JHQHULF�DQG�ELRVLPLODU�DOWHUQDWLYHV��� 

$V�WKH�IURQWLHU�RI�LQQRYDWLRQ�HYROYHV��WKH�GHYHORSPHQW�RI�VDIH�DQG�H̆HFWLYH�QHZ�SURGXFWV�FDQ�H[SDQG�WKHUDSHXWLF�RSWLRQV� 
and address unmet medical needs. Similarly, the kinds of innovations that are advancing patient care are also changing. 
0RUH�DQG�PRUH�VRPH�RI�WKH�PRVW�VLJQL¿FDQW�DGYDQFHV�DUH�EHLQJ�PDGH�XVLQJ�ELRORJLFDO�SURGXFWV��LQFOXGLQJ�DQWLERG\� 
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. 

3DWLHQWV�DUH�WKH�SULPDU\�EHQH¿FLDULHV�RI�WKLV�YLUWXRXV�F\FOH�RI�LQQRYDWLRQ�DQG�FRPSHWLWLRQ�� 

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\�DUH��LQ�PDQ\�FDVHV��WKH�RQO\�WUHDWPHQWV�DYDLODEOH��:KLOH�WKHVH�SURGXFWV�R̆HU�PXFK�WKHUDSHXWLF�SURPLVH�DQG�EHQH¿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, ŚƩƉƐ͗ͬͬǁǁǁ͘ƌĂŶĚ͘ŽƌŐͬƉƵďƐͬƉĞƌƐƉĞĐƟǀĞƐͬW�Ϯϲϰ͘Śƚŵů “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 Hatch-
Waxman amendments sought to establish balance between innovation for brand products and availability of generic 
FRPSHWLWLRQ��7KHUH�DUH�QRWDEOH�GL̆HUHQFHV�EHWZHHQ�WKH�IUDPHZRUN�IRU�IROORZ�RQ�ELRORJLFV�VXEMHFW�WR�WKH�%3&,�$FW�DQG� 
VPDOO�PROHFXOH�GUXJV�VXEMHFW�WR�WKH�+DWFK�:D[PDQ�DPHQGPHQWV��LQFOXGLQJ�LVVXHV�UHODWHG�WR�SURGXFW�FRPSOH[LW\�DQG� 
SKDUPDF\�VXEVWLWXWLRQ��7KHVH�GL̆HUHQFHV�PD\�UHVXOW�LQ�GL̆HUHQW�PDUNHW�G\QDPLFV��1RQHWKHOHVV��WKH�QHZ�OHJDO�IUDPHZRUN� 
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. 

7KH�DSSURYDO�SDWKZD\�IRU�ELRVLPLODUV�DOORZV�VSRQVRUV�WR�OHYHUDJH�)'$¶V�¿QGLQJ�RI�VDIHW\�DQG�H̆HFWLYHQHVV�IRU�WKH� 
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 
UHPDLQ�QHFHVVDU\�EHFDXVH�FXUUHQW�DQDO\WLFDO�WHFKQRORJLHV��LQ�PRVW�FDVHV��PD\�QRW�EH�VẊFLHQW�DORQH�WR�GHPRQVWUDWH�WKDW� 
a product meets the standards for biosimilar approval. Still, the reduced need for multiple large clinical outcomes studies 
DV�D�SDUW�RI�ELRVLPLODU�SURGXFW�GHYHORSPHQW�FDQ�VLJQL¿FDQWO\�ORZHU�GHYHORSPHQW�FRVWV��7KLV�FRXOG�UHVXOW�LQ�VLJQL¿FDQWO\� 
lower prices for patients and payors. While the U.S. market for biosimilars is still maturing, FDA research suggests that 
DIWHU�PDUNHW�HQWU\��ELRVLPLODUV�KDYH�WKH�SRWHQWLDO�WR�R̆HU�VLJQL¿FDQW�VDYLQJV��7KLV�LV�HVSHFLDOO\�WUXH�DIWHU�WZR�RU�PRUH� 
biosimilars for the same reference product are approved. 

7R�GDWH��WKH�)'$�KDV�DSSURYHG����SURGXFWV�XQGHU�%3&,�$FW�DXWKRULW\��LQFOXGLQJ�¿YH�LQ������DQG�WKH�¿UVW�ELRVLPLODUV� 
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 
PRUH�ḢFLHQWO\�PDQDJH�RXU�UHYLHZ�DQG�OLFHQVXUH�SDWKZD\V�WR�IDFLOLWDWH�ELRVLPLODU�FRPSHWLWLRQ��:H�DUH�PRGHUQL]LQJ�RXU� 
SROLFLHV�WKDW�JRYHUQ�WKH�GHYHORSPHQW�RI�ELRVLPLODUV�WR�PDNH�LW�PRUH�ḢFLHQW��:H�DUH�DOVR�HGXFDWLQJ�FOLQLFLDQV��SD\RUV�DQG� 
patients about biosimilar products and the rigorous evaluation they must go through. And, we are modernizing regulatory 
SROLFLHV�WR�DFFRPPRGDWH�QHZ�VFLHQWL¿F�WRROV�WKDW�FDQ�EHWWHU�HQDEOH�FRPSDULVRQ�EHWZHHQ�ELRVLPLODUV�DQG�UHIHUHQFH� 
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 
LQYHVWPHQWV�UHTXLUHG�WR�VXSSRUW�IXWXUH�SURGXFWV�WKDW�GHOLYHU�JUHDWHU�EHQH¿WV�WR�SDWLHQWV�DQG�SXEOLF�KHDOWK�DIWHU�VWDWXWRU\� 
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 
PDUNHWLQJ�DSSOLFDWLRQV�IRU�ELRVLPLODU�DQG�LQWHUFKDQJHDEOH�SURGXFWV��WR�LPSURYH�WKH�ḢFLHQF\�RI�)'$�UHYLHZ�DQG� 
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 
FOLQLFDO�SHUIRUPDQFH��6XFK�WRROV�FDQ�PDNH�ELRVLPLODU�GUXJ�GHYHORSPHQW�PRUH�ḢFLHQW� 

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. 	 (VWDEOLVKLQJ�D�QHZ�2̇FH�RI�7KHUDSHXWLF�%LRORJLFV�DQG�%LRVLPLODUV��27%%��WR�LPSURYH�FRRUGLQDWLRQ�DQG�VXSSRUW�RI� 
activities under the Biosimilar User Fee Act (BsUFA) program, accelerate responses to stakeholders and support 
ḢFLHQW�RSHUDWLRQV�DQG�SROLF\�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�¿QDO�RU�UHYLVHG�GUDIW�JXLGDQFH�RQ�ELRVLPLODU�SURGXFW�ODEHOLQJ�WR�DVVLVW�VSRQVRUV�LQ�GHWHUPLQLQJ�ZKDW� 
data and information should be included in the labeling. 

8. 	 Providing additional clarity for product developers on demonstrating interchangeability, including by publishing 
¿QDO�RU�UHYLVHG�GUDIW�JXLGDQFH� 

9. 	 3URYLGLQJ�DGGLWLRQDO�FODULW\�DQG�ÀH[LELOLW\�IRU�SURGXFW�GHYHORSHUV�RQ�DQDO\WLFDO�DSSURDFKHV�WR�HYDOXDWLQJ�SURGXFW� 
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. 

:H�DOVR�UHFRJQL]H�WKDW�WKHUH�DUH�VRPH�VLJQL¿FDQW�IDFWRUV�D̆HFWLQJ�ELRVLPLODU�FRPSHWLWLRQ�DQG�DFFHVV�RXWVLGH�RI�WKH�)'$¶V� 
GLUHFW�FRQWURO��7KHVH�LQFOXGH�SD\RU�UHLPEXUVHPHQW�SUDFWLFHV��ZKLFK�PD\�D̆HFW�VSRQVRUV¶�DELOLW\�WR�VXFFHVVIXOO\�PDUNHW�QHZ� 
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 
DQG�FXUH�GLVHDVHV�DQG�PHGLFDO�FRQGLWLRQV��6LQFH�������ZKHQ�WKH�)'$�DSSURYHG�WKH�¿UVW�KXPDQL]HG�LQVXOLQ�GHYHORSHG� 
WKURXJK�UHFRPELQDQW�'1$�WHFKQRORJ\��ELRORJLFDO�SURGXFWV�KDYH�EHFRPH�LQFUHDVLQJO\�LPSRUWDQW�WKHUDSHXWLF�RSWLRQV� 
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 
VHULRXV�VLGH�H̆HFWV�IURP�WKH�¿UVW�JHQHUDWLRQ�RI�ELRORJLFV�KDV�HQDEOHG�ELRORJLFDO�SURGXFWV�WR�GHOLYHU�LQFUHDVLQJO\�VDIH�DQG� 
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H̆HFWLYH�WUHDWPHQWV�WR�SDWLHQWV��2QH�RI�WKHVH�DGYDQFHV�ZDV�WKH�DELOLW\�WR�KXPDQL]H�PRGHUQ�DQWLERGLHV��$W�WKH�VDPH�WLPH�� 
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 
H̆HFWLYHQHVV�FDQ�EH�D̆HFWHG�E\�VPDOO�FKDQJHV�LQ�PDQXIDFWXULQJ��SDFNDJLQJ�RU�VWRUDJH��L�H���WHPSHUDWXUH�FKDQJHV��� 

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. 

:KLOH�PDQ\�IDFWRUV�D̆HFW�WKH�DYDLODELOLW\�RI�ELRVLPLODUV�DQG�LQWHUFKDQJHDEOH�SURGXFWV��DQG�ZKLOH�WKH�)'$�GRHV�QRW�KDYH�D� 
direct role in drug pricing, the FDA plays an important role in minimizing the time and cost to develop these products and 
LQ�SURPRWLQJ�H̆HFWLYH�FRPSHWLWLRQ��7KURXJK�WKH�DJHQF\¶V�DSSOLFDWLRQ�RI�WKH�ODWHVW�VFLHQFH�DQG�ḢFLHQW�UHYLHZ�SURFHVVHV�� 
WKH�)'$�FDQ�HQKDQFH�SDWLHQW�DQG�FOLQLFLDQ�FRQ¿GHQFH�LQ�WKLV�UHODWLYHO\�QHZ�FDWHJRU\�RI�SURGXFWV��%\�DGYDQFLQJ�WKHVH� 
H̆RUWV��ZH�FDQ�KHOS�VWULNH�WKH�SURSHU�EDODQFH�EHWZHHQ�LQQRYDWLRQ��DFFHVV�DQG�FRPSHWLWLRQ� 

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\�DQG�H̆HFWLYHQHVV�IRU�D�UHIHUHQFH�SURGXFW�IRU�WKH�DSSURYDO�RI�D�ELRVLPLODU�RU�LQWHUFKDQJHDEOH�SURGXFW��,QVWHDG�RI� 
LQGHSHQGHQWO\�GHPRQVWUDWLQJ�VDIHW\�DQG�H̆HFWLYHQHVV��WKH�PDQXIDFWXUHU�PXVW�GHPRQVWUDWH�WKDW�LWV�SURSRVHG�SURGXFW� 
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 
DIWHU�WKH�GDWH�RQ�ZKLFK�WKH�UHIHUHQFH�SURGXFW�ZDV�¿UVW�OLFHQVHG��,Q�WKH�WLPH�VLQFH�WKH�HQDFWPHQW�RI�WKH�%3&,�$FW��WKH�)'$� 
KDV�PDGH�VXEVWDQWLDO�SURJUHVV�LQ�GHYHORSLQJ�WKH�VFLHQWL¿F�DQG�UHJXODWRU\�SROLFLHV�QHHGHG�WR�LPSOHPHQW�WKLV�QHZ�DSSURYDO� 
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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• 	 (VWDEOLVKHG�WKH�7KHUDSHXWLF�%LRORJLFV�DQG�%LRVLPLODUV�6WD̆��7%%6��XQGHU�WKH�2̇FH�RI�1HZ�'UXJV��21'��LQ�WKH� 
&HQWHU�IRU�'UXJ�(YDOXDWLRQ�DQG�5HVHDUFK��&'(5��WR�VXSSRUW�FRQVLVWHQW�UHYLHZ�DQG�SROLF\�GHYHORSPHQW�H̆RUWV� 
IRU�ELRVLPLODU�DQG�LQWHUFKDQJHDEOH�SURGXFW�GHYHORSPHQW�DQG�DSSURYDO��7%%6�FRRUGLQDWHV�ZLWK�RWKHU�ṘFHV�DQG� 
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 
DQG�LQWHUFKDQJHDEOH�SURGXFWV��7KURXJK�HQUROOPHQW�LQ�WKLV�SURJUDP��WKH�)'$�SURYLGHV�GHWDLOHG��SURGXFW�VSHFL¿F� 
advice to manufacturers. As of July 1, 2018, 68 programs were enrolled in the BPD Program.7 CDER has 
PHHWLQJ�UHTXHVWV�WR�GLVFXVV�WKH�GHYHORSPHQW�RI�ELRVLPLODUV�IRU����GL̆HUHQW�UHIHUHQFH�SURGXFWV�� 

• 	 3ULRULWL]HV�H̆RUWV�WR�VKDUH�UHJXODWRU\�LQIRUPDWLRQ�EURDGO\�WR�VWDNHKROGHUV��7KH�)'$�KDV�SXEOLVKHG�SROLFLHV� 
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 
XQGHUVWDQG�WKH�LPSRUWDQFH�RI�DGYDQFLQJ�SROLFLHV�WR�IDFLOLWDWH�WKH�ḢFLHQW�GHYHORSPHQW�DQG�DSSURYDO�RI�WKHVH�SURGXFWV�� 
:LWK�WKLV�REMHFWLYH��WKH�)'$�KDV�FUHDWHG�WKH�%$3� 

Key Elements of the BAP: 

7KH�%$3�LV�IRFXVHG�RQ�IRXU�NH\�DUHDV������LPSURYLQJ�WKH�ḢFLHQF\�RI�WKH�ELRVLPLODU�DQG�LQWHUFKDQJHDEOH�SURGXFW� 
GHYHORSPHQW�DQG�DSSURYDO�SURFHVV������PD[LPL]LQJ�VFLHQWL¿F�DQG�UHJXODWRU\�FODULW\�IRU�WKH�ELRVLPLODU�SURGXFW� 
GHYHORSPHQW�FRPPXQLW\������GHYHORSLQJ�H̆HFWLYH�FRPPXQLFDWLRQV�WR�LPSURYH�XQGHUVWDQGLQJ�RI�ELRVLPLODUV�DPRQJ� 
patients, clinicians, and payors; and (4) supporting market competition by reducing gaming of FDA requirements or other 
attempts to unfairly delay competition. 

���,PSURYLQJ�WKH�ḢFLHQF\�RI�WKH�ELRVLPLODU�DQG�LQWHUFKDQJHDEOH�SURGXFW�GHYHORSPHQW�DQG�
 
DSSURYDO�SURFHVV��
 

The FDA is currently H[DPLQLQJ�WKH�EHVW�ZD\�WR�LPSURYH�ḢFLHQF\�DQG�SUHGLFWDELOLW\�RI�WKH�ELRVLPLODU�GHYHORSPHQW�DQG� 
review process. 

3ULRULW\�GHOLYHUDEOHV�� 

• 	 7R�LQFUHDVH�WKH�ḢFLHQF\�RI�WKH�UHYLHZ�RI�ELRVLPLODU�DQG�LQWHUFKDQJHDEOH�ELRORJLFDO�SURGXFWV��WKH�)'$�LV� 
GHYHORSLQJ�DSSOLFDWLRQ�UHYLHZ�WHPSODWHV�VSHFL¿FDOO\�IRU�����N��%LRORJLFV�/LFHQVH�$SSOLFDWLRQV��%/$V���7KH� 
WHPSODWHV�ZLOO�EH�IRUPDWWHG�VSHFL¿FDOO\�WR�WKH�GDWD�DQG�LQIRUPDWLRQ�LQKHUHQW�WR�D�����N��%/$�DQG�DSSURYDO� 
VWDQGDUGV�VSHFL¿F�WR�ELRVLPLODU�DQG�LQWHUFKDQJHDEOH�SURGXFWV��7KH�GHYHORSPHQW�RI�WKHVH�WHPSODWHV�LV�LQWHQGHG� 
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 
GHYHORSPHQW�DQG�DSSURYDO��WKH�)'$�LV�LQ�WKH�SURFHVV�RI�WUDQVLWLRQLQJ�WKH�7%%6�WR�WKH�2̇FH�RI�7KHUDSHXWLF� 
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; 

¸�	 ,PSURYH�WKH�DJHQF\¶V�ḢFLHQF\�LQ�SURYLGLQJ�GHYHORSPHQW�SKDVH�DGYLFH�WR�SURGXFW�GHYHORSHUV�DQG� 
reviewing application materials, including enhanced pre- and post-submission communication with 
individual applicants; and 

¸� 6XSSRUW�ḢFLHQW�SROLF\�GHYHORSPHQW�DQG�LPSOHPHQWDWLRQ�WKURXJK�WKH�FUHDWLRQ�RI�DGGLWLRQDO�JXLGDQFH� 
documents for product developers. 

• To continue to improve coordination within CDER and in support of a matrix review process, CDER developed 
DQG�LPSOHPHQWHG�$VVRFLDWH�'LUHFWRU�IRU�%LRVLPLODU�SRVLWLRQV�LQ�NH\�VFLHQWL¿F�UHYLHZ�GLVFLSOLQH�RUJDQL]DWLRQV�� 
These positions provide targeted points of contact within the respective review disciplines to improve the 
ḢFLHQF\�DQG�FRQVLVWHQF\�RI�ELRVLPLODU�DQG�LQWHUFKDQJHDEOH�SURGXFW�GHYHORSPHQW�DQG�DSSURYDO�� 

• 	 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 
DQG�YDOLGDWLRQ�RI�WKHVH�WRROV��DORQJVLGH�RWKHUV��FDQ�DOORZ�GHYHORSPHQW�SURJUDPV�WR�EH�PRUH�ḢFLHQW�DQG�FDQ� 
reduce the size of clinical studies. These smaller clinical studies, in turn, can enable more biosimilars to reach 
WKH�PDUNHW�LQ�D�PXFK�PRUH�FRVW�H̆HFWLYH�DQG�WLPHO\�PDQQHU� 

���0D[LPL]LQJ�VFLHQWL¿F�DQG�UHJXODWRU\�FODULW\�IRU�WKH�ELRVLPLODU�SURGXFW�GHYHORSPHQW�FRPPXQLW\� 

The FDA is increasing stakeholder communications related to biosimilars, including timely guidance for sponsors in 
RUGHU�WR�SURYLGH�VFLHQWL¿F�DQG�UHJXODWRU\�SUHGLFWDELOLW\��DV�ZHOO�DV�PRUH�ḢFLHQW�VWUXFWXUHV�WR�VXSSRUW�WKH�GHYHORSPHQW� 
DQG�UHYLHZ�RI�ELRVLPLODU�DQG�LQWHUFKDQJHDEOH�SURGXFWV��7KLV�LQFOXGHV�H̆RUWV�WR�KDUPRQL]H�LQWHUQDWLRQDO�UHJXODWLRQ�RI� 
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� 

3ULRU�WR�WKH�SXEOLFDWLRQ�RI�WKLV�SODQ��WKH�)'$�LVVXHG�VL[�¿QDO�DQG�IRXU�GUDIW�JXLGDQFH�GRFXPHQWV�UHODWHG�WR�WKH� 
development and approval of biosimilar and interchangeable products. 

• 	 7R�LQFUHDVH�UHJXODWRU\�FHUWDLQW\�IRU�VWDNHKROGHUV��WKH�)'$�ZLOO�IRFXV�H̆RUWV�RQ�WKH�UDSLG�GHYHORSPHQW�RI� 
DGGLWLRQDO�JXLGDQFH�WR�SURYLGH�IXUWKHU�FODUL¿FDWLRQ�RI�WKH�UHJXODWRU\�SDWKZD\�IRU�ELRVLPLODU�DQG�LQWHUFKDQJHDEOH� 
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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: 

¸�	 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�)'$�LV�GHYHORSLQJ�D�SURSRVHG�UXOH�RQ�WKH�LQWHUSUHWDWLRQ�RI�WKH�GH¿QLWLRQ�RI�³ELRORJLFDO�SURGXFW´�LQ�WKH�%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. 

• 	 $V�SDUW�RI�WKH�DJHQF\¶V�H̆RUWV�WR�SURYLGH�WLPHO\��HDV\�WR�XVH�LQIRUPDWLRQ�DERXW�DSSURYHG�ELRORJLFDO�SURGXFWV�� 
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. 

• 	 6XSSRUWLQJ�DQ�ḢFLHQW�JOREDO�PDUNHW�IRU�ELRVLPLODUV�DOVR�HQWDLOV�KDUPRQL]LQJ�UHTXLUHPHQWV�IRU�WKHLU� 
GHYHORSPHQW�DV�ZHOO�DV�VKDULQJ�UHJXODWRU\�H[SHULHQFH�DFURVV�QDWLRQDO�ERXQGDULHV��$V�SDUW�RI�WKLV�H̆RUW�� 
the FDA is strengthening its partnerships with regulatory authorities in Europe, Japan and Canada. These 
SDUWQHUVKLSV�FDQ�IDFLOLWDWH�JUHDWHU�ḢFLHQF\�LQ�GHYHORSLQJ�VDIH�DQG�H̆HFWLYH�ELRVLPLODUV��:H�DUH�DOVR�H[SORULQJ� 
GDWD�VKDULQJ�DJUHHPHQWV�WKDW�FDQ�JLYH�XV�EHWWHU�LQVLJKWV�LQWR�ELRVLPLODUV¶�UHDO�ZRUOG�VDIHW\�DQG�ḢFDF\�DQG��LQ� 
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. 
:H�ZLOO�DGYDQFH�WKHVH�H̆RUWV�E\�JDWKHULQJ�GDWD�DFURVV�D�QXPEHU�RI�WKH�)'$¶V�FXUUHQW�GDWD�VRXUFHV��LQFOXGLQJ� 
information gathered from FAERS, Sentinel and though partnerships with private insurers and the Centers for 
Medicare and Medicaid Services. 

10 	 https://www.reginfo.gov/public/do/eAgendaViewRule?pubId=201710&RIN=0910-AH57 
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���'HYHORSLQJ�H̆HFWLYH�FRPPXQLFDWLRQV�WR�LPSURYH�XQGHUVWDQGLQJ�RI�ELRVLPLODUV�DPRQJ�SDWLHQWV�� 
FOLQLFLDQV��DQG�SD\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 
PDWHULDOV��LQFOXGLQJ�YLGHRV��WKDW�FDQ�H[SODLQ�LPSRUWDQW�VFLHQWL¿F�FRQFHSWV�WKH�)'$�XVHV�WR�HYDOXDWH�ELRVLPLODUV�� 

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, 
ZH�SODQ�WR�GHYHORS�DGGLWLRQDO�UHVRXUFHV���)RU�LQVWDQFH��WKH�)'$�UHFHQWO\�UHOHDVHG�D�VHULHV�RI�¿YH�YLGHRV�WKDW� 
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 
DSSURYDO�SDWKZD\�IRU�ELRVLPLODUV��DQG�WKH�VFLHQWL¿F�FRQFHSWV�XVHG�LQ�WKH�GHYHORSPHQW�RI�ELRVLPLODU�SURGXFWV�� 
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 
)'$�SODQV�WR�KRVW�DGGLWLRQDO�ZHELQDUV�RQ�WRSLFV�RI�LQWHUHVW�LGHQWL¿HG�E\�VWDNHKROGHUV�DQG�WKH�)'$�� 

• 	 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 
IRFXV�RI�WKLV�$0$�ZDV�WR�VSHFL¿FDOO\�HQJDJH�SKDUPDFLVWV�WKURXJK�WKH�5HGGLW�U�3KDUPDF\�IRUXP�WR�DGGUHVV�WKHLU� 
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. 

���6XSSRUWLQJ�PDUNHW�FRPSHWLWLRQ�E\�UHGXFLQJ�JDPLQJ�RI�)'$�UHTXLUHPHQWV�RU�RWKHU�DWWHPSWV�WR� 
XQIDLUO\�GHOD\�FRPSHWLWLRQ�� 

7KH�)'$�ZLOO�FRQWLQXH�WR�HYDOXDWH�ZKHWKHU�¿UPV�DUH�XVLQJ�)'$�VWDWXWRU\�RU�UHJXODWRU\�UHTXLUHPHQWV�WR�LQDSSURSULDWHO\� 
delay approval of biosimilar or interchangeable competitors. 

3ULRULW\�'HOLYHUDEOHV� 

• 	 7KH�)'$�ZLOO�FODULI\�RXU�SRVLWLRQ�RQ�LVVXHV�D̆HFWLQJ�UHIHUHQFH�SURGXFW�H[FOXVLYLW\�WR�EHWWHU�H̆HFWXDWH�EDODQFH� 
between innovation and competition. We will also take action, whenever necessary, to reduce gaming of 
current FDA requirements, and coordinate with the Federal Trade Commission to address anti-competitive 
EHKDYLRU��$GGLWLRQDOO\��ZH�ZLOO�ZRUN�ZLWK�OHJLVODWRUV��DV�QHHGHG��WR�FORVH�DQ\�ORRSKROHV�WKDW�PD\�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. 

(̆RUWV�ZLOO�EH�LQIRUPHG�E\�RQJRLQJ�HQJDJHPHQW�ZLWK�VWDNHKROGHUV��)RU�H[DPSOH��HDUO\�LQWHUDFWLRQ�ZLWK�VSRQVRUV�GXULQJ� 
SURGXFW�GHYHORSPHQW��WKURXJK�WKH�%3'�3URJUDP��LV�D�NH\�HOHPHQW�WR�WKH�)'$¶V�LGHQWL¿FDWLRQ�RI�SROLF\�LVVXHV�WR�DGGUHVV� 
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 
FDQ�H[SDQG�DFFHVV�WR�D̆RUGDEOH�WUHDWPHQW�RSWLRQV�DQG�HQFRXUDJH�GHYHORSHUV�WR�IRFXV�RQ�QRYHO�SURGXFW�GHYHORSPHQW�� 
including for unmet medical needs. The FDA will balance these critical goals and ensure that the fruits of timely access to 
LQQRYDWLRQ�DQG�ORZHU�FRVW�DOWHUQDWLYH�SURGXFWV�FRQWLQXH�WR�EHQH¿W�SDWLHQWV�IRU�JHQHUDWLRQV�WR�FRPH� 
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