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@ Learning Objectives

Discuss background of the Biologics Price
Competition and Innovation Act of 2009 (BPCI Act)

Describe FDA's interpretation of protein in the
amended definition of biological product

Describe the BPCI Act’s “transition” provision
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BPCI Act: Background

Section 505 of the Section 351 of the
Federal Food, Drug, and Cosmetic Act Public Health Service Act
(FD&C Act) (PHS Act)

Section 505(b): new drug
application (NDA)

« Section 351(a): biologics

license application (BLA)
Section 505(j): abbreviated new
drug application (ANDA)

Some
therapeutic
protein
products

www.fda.gov
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Roadmap

Discuss background of the Biologics Price
Competition and Innovation Act of 2009 (BPCI Act)

@ Describe FDA's interpretation of protein in the

amended definition of biological product

Describe the BPCI Act’s “transition” provision
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Definition of biological product

Section 7002(b) of the BPCI Act amended the definition of
biological product to include “a protein (except any chemically
synthesized polypeptide)”

The term "biological product” means a virus, therapeutic serum,
toxin, antitoxin, vaccine, blood, blood component or derivative,
allergenic product, protein (except any chemically synthesized
polypeptide), or analogous product, or arsphenamine or derivative
of arsphenamine (or any other trivalent organic arsenic
compound), applicable to the prevention, treatment, or cure of a
disease or condition of human beings.

www.fda.gov


https://www.fda.gov/media/78946/download

Definition of biological product

The Agency issued a proposed rule to amend 21 CFR 600.3(h),
providing its interpretation of the statutory terms protein and
chemically synthesized polypeptide

any alpha amino acid polymer any alpha amino acid polymer
with a specific, defined sequence that is made entirely by chemical synthesis
that is greater than 40 amino acids in size and is greater than 40 amino acids

but less than 100 amino acids in size

83 FR 63817 (Dec. 12, 2018)
www.fda.gov 10



https://www.accessdata.fda.gov/scripts/cdrh/cfdocs/cfcfr/CFRSearch.cfm?fr=600.3
https://www.federalregister.gov/documents/2018/12/12/2018-26840/definition-of-the-term-biological-product

FOA

Definition of biological product

Section 605 of the Further Consolidated Appropriations Act, 2020,
further amended biological product by striking the parenthetical

exception

( \ The term "biological product" means a virus, therapeutic serum, (Redlined 3\
Blue text edlined text
added by toxin, antitoxin, vaccine, blood, blood component or derivative, |struck by
section allergenic product, protein fexeept—any—chemicaty—synthesized iifet'ggAé‘A’i of
;ioég?// sefypeptigey, or analogous product, or arsphenamine or derivative

Act of arsphenamine (or any other trivalent organic arsenic

./ compound), applicable to the prevention, treatment, or cure of a ~_____/
disease or condition of human beings.

www.fda.gov 11


https://www.congress.gov/116/plaws/publ94/PLAW-116publ94.pdf

Definition of biological product

The Agency issued a final rule, codifying its interpretation of the
statutory term protein in the definition of biological product

any alpha amino acid polymer
with a specific, defined sequence
that is greater than 40 amino acids in size

85 FR 10057 (Feb. 21, 2020)
www.fda.gov 12



https://www.federalregister.gov/documents/2020/02/21/2020-03505/definition-of-the-term-biological-product
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Transition Provision

Section 7002(e)(4) of the BPCI Act:

An approved NDA for
™ a biological product
shall be deemed to be

DEEMED APPROVED UNDER SECTION 351.—JAn approved —
§peglication for a biological product under section 505 of the .
eral Food, Drug, and Cosmetic Act (21 U.S.C. 355) shall .

be deemed to be [a license for the biological product under = _,a'llcersed BLA for the
such section 351I£on the date that is 10 years after the date . biological product
of enactment of t sAct.] j__, on March 23, 2020.

www.fda.gov 14
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Transition Provision: Transitioned Products

List of Approved NDAs for Biological Products

List of Approved NDAs for Biological
Products That Were Deemed to Be
BLAs on March 23, 2020

FDA published on its website a
list of the approved applications
for a biological product under the
FD&C Act that were deemed to
be licenses on March 23, 2020

https://www.fda.gov/imedia/11922

9/download

www.fda.gov
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https://www.fda.gov/media/119229/download

Transition Provision: Transitioned Products
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Transition Provision: Withdrawn Products  LE4!
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Transition Provision: Orange Book

All applications for a
biological product under
the FD&C Act were
removed from the Orange
Book on March 23, 2020*

March 20, 2020 Orange
Book Edition:
https://www.fda.gov/media
/136324/download

*for exception, see section 607 of FCA Act

www.fda.gov

APPROVED
DRUG
PRODUCTS

WITH

THERAPEUTIC
EQUIVALENCE
EVALUATIONS
MARCH 20, 2020 EDITION

THE PRODUCTS IN THIS LIST HAVE BEEN APPROVED UNDER
SECTION 505 OF THE FEDERAL FOOD, DRUG, AND COSMETIC ACT.

US. DEPARTMENT OF HEALTH AND HUMAN SERVICES
FOCO AND CRUG ADMNKISTRATION
QFFICE OF MEDICAL PRODUCTS AND TCBACCO
CENTER FOR DRUG EVALUATION AND REBEARCH
OFFICE OF GENERIC DRUGS
QFAICE OF GENERIC DRUG POLICY

020
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https://www.fda.gov/media/136324/download
https://www.congress.gov/116/plaws/publ94/PLAW-116publ94.pdf

Transition Provision: Bottom Line

An approved application for a biological product under the FD&C Act
that was removed from the Orange Book on March 23, 2020
because it transitioned to an approved BLA or its approval was withdrawn

IS NO LONGER A LISTED DRUG

www.fda.gov 20



Transition Provision: Peptides

Section 7002(e)(4) of the BPCI Act:

DEEMED APPROVED UNDER SECTION 351.—An approved =
application |for a biological product]under section 505 of the
ederal Food, Drug, and /[€osmetic ‘Act (21 U.S.C. 355) shall |
be deemed to be a license for the biological product under *
such section 351 on the/date that is 10 years after the date
of enactment of this Act.

The term "biological product” means a virus, therapeuti}\
serum, toxin, antitoxin, vaccine, blood, blood component
or derivative, allergenic product, protein, or analogous
product, or arsphenamine or derivative of arsphenamine
(or any other trivalent organic arsenic compound),

applicable to the prevention, treatment, or cure of a
@sease or condition of human beings. /

www.fda.gov

Approved applications
for peptides that do not
otherwise meet the
definition of biological
product did not
transition

21



https://www.fda.gov/media/78946/download

Peptides

Peptides are reviewed and approved under the FD&C Act

* e.g., glucagon, liraglutide, nesiritide, teriparatide, and teduglutide

polymer composed of
40 or fewer amino acids

E.g., Draft guidance for industry, ANDAs for Certain Highly Purified Synthetic
Peptide Drug Products That Refer to Listed Drugs of rDNA Origin (October 2017)

www.fda.gov
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“Peptides Guidance”

ANDAs for Certain Highly Purified » Drait gwdance pUbIIShed October 2017

Synthetic Peptide Drug Products That « Assists in determining when an application
Refer to Listed Drugs of rDNA Origin for a synthetic peptide that refers to a
Guidance for Industry previously approved peptide drug product of
pa rDNA origin should be submitted as an ANDA
Al T G ANCE
This guidunce doeument & beting dioributnd fur casmmnt patpowes waly. ° |_|ke a” FDA guidances:

» does not establish legally enforceable
responsibilities;

» describes the Agency’s current thinking

on a topic;
T ket M i > should be viewed only as
' recommendations, unless specific
ot regulatory or statutory requirements are
cited

www.fda.gov 23


https://www.fda.gov/media/107622/download

Peptides: Possible Pathways

ANDAS for Certain Highly Purified
Synthetic Peptide Drug Products That
Refer to Listed Drugs of rDNA Origin

Guidance for Industry

DRAFT GUIDANCE

This guidsonce document is heing distribuved G comssent purpoves nuly.

(8 and Fing thax dradt shoold by ity 4 within 60 days of
pmhuun 1 lh: Falv vl Ry ;v sher ut lhc olice nouneirg the oveldadiny of te draft

Submii ¢} Lo Bipe o ssgulations @on . Sl whilizn
wmm:-h 1o the Pavisson of Thodkets Mnnqmnn CHEA-303), Yood sl Tnig Admimstranca,
3630 Fhers Lane, Room 1061 Rovkville, MD X832 All commesss shoubd be sdouni frod wieh
the dovket manbes bl the aonee of availabilay thar publediss in the Fadernl Rugiver

5 or qeestsons reparibing this dout docusca, contact (CDER) Xootin Jiang m 280402. 7904,

U5, Deparvment of Heakeh and Maman Servioes
Food and Dyez Admiolstration
Conter for Dveg Evaluation sl Rowanck (CDER)

Octeder 2117
Gemerics

www.fda.gov

FDA's Current Thinking

Can my proposed peptide
drug product that
references a previously
approved peptide be
submitted as an ANDA?

My proposed peptide drug
product is of rDNA origin.

Submission as an Must be
ANDA may be submitted under

appropriate 505(b)(2))

24



Challenge Question #1
The “transition provision” of the BPCI Act:

A. Deemed approved applications for biological products
under the FD&C Act to be licenses under the PHS Act.

B. Became effective in 2010.

C. Applied to approved applications for peptides under the
FD&C Act.

D. Did not change an approved application for a biological
product under the FD&C Act’s eligibility to be a listed
drug.

www.fda.gov 25



Challenge Question #2

Which of the following statements is NOT true?

A.

A proposed synthetic peptide drug product that references a previously
approved synthetic peptide drug product may be appropriate for
submission as an ANDA.

A proposed synthetic peptide drug product that references a previously
approved peptide drug product of rDNA origin may be appropriate for
submission as an ANDA.

A proposed peptide drug product of rDNA origin that references a

previously approved synthetic peptide drug product may be appropriate for
submission as an ANDA.

A proposed peptide drug product of rDNA origin that references a

previously approved peptide drug product of rDNA origin is not appropriate
for submission as an ANDA.

www.fda.gov 26



Summary

 The BPCl Act amended the definition of biological product to include a
protein (any alpha amino acid polymer with a specific, defined
sequence that is greater than 40 amino acids in size)

* Approved NDAs for biological products that transitioned to BLAs or
whose approval was withdrawn are no longer listed drugs

* Peptides are reviewed and approved under the FD&C Act

e Certain synthetic peptides that reference previously approved
peptides of rDNA origin can be submitted as ANDAs

www.fda.gov 27
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