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10 Questions
and 10 Answers
6

Q. Why was the Biologics
Price Competition and
Innovation Act needed?

7

Answer
• The BPCIA passed as Title VII, Subtitle A
of the Patient Protection and Affordable
Care Act, Pub. L. No. 111-148, 124 Stat.
119, §§ 7001-03.
• Signed into law on March 23, 2010.
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Answer
• The Hatch-Waxman exclusivity and patent
resolution procedures did not apply to
biological drugs marketed under BLAs under
the PHS Act
• Until March 23, 2010, there were:
– No abbreviated applications for BLA products
– No patent dispute provisions specifically for BLA
products
– No specific data protection provisions for biologics
(because the data could not be relied upon by third
parties to support an abbreviated application)
9

• European Union created regulatory approval
pathway for biosimilar biologics in 2003

Q. What are the key
provisions of the BPCIA?
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Answer
• Key Provisions
–
–
–
–
–
–

Approval pathway
Biosimilar Data requirements
Interchangeability
Data/Marketing exclusivity
Patent issues
Biologic definition expansion

• Amends the PHS Act by adding:
– § 351(k) – licensure requirements for
biologicals as either:
• Biosimilar
• Interchangeable
11

– § 351(l) – patent infringement disputes

Q. What does It mean to
be “biosimilar” . . .
“interchangeable”?
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Answer
• Under the BPCIA, the term “biosimilar” or
“biosimilarity” means:
– (A) that the biological product is highly similar to the
reference product notwithstanding minor differences in
clinically inactive components; and
– (B) there are no clinically meaningful differences
between the biological product and the reference
product in terms of the safety, purity, and potency of the
product.

13

Answer
• The term “interchangeable” means:
– (1) that the biological product may be substituted for the
reference product without the intervention of the health
care provider who prescribed the reference product,”
– (2) can be expected to produce the same clinical result
as the reference product in any given patient, and
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– (3) for a biological product that is administered more
than once … the risk in terms of safety or diminished
efficacy of … switching between use of the [biosimilar]
and the reference product is not greater than the risk of
using the reference product without such … switch.”

Q. How many biosimilars
has FDA licensed?

15

Answer
•
•
•
•
•
•
•
•
•
•
•
•
•
•
•
•
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Avsola (infliximab-axxq) – Dec. 2019
•
Abrilada (adalimumab-afzb) – Nov. 2019
•
Ziextenzo (pegfilgrastim-bmez) – Nov. 2019 •
Hadlima (adalimumab-bwwd) – July 2019 •
Ruxience (rituximab-pvvr) – July 2019
•
Zirabev (bevacizumab-bvzr) – June 2019
•
Kanjinti (trastuzumab-anns) – June 2019
•
Eticovo (etanercept-ykro) – Apr. 2019
•
Trazimera (trastuzumab-qyyp) – Mar. 2019 •
Ontruzant (trastuzumab-dttb) – Jan. 2019 •
Herzuma (trastuzumab-pkrb) – Dec. 2018
Truxima (rituximab-abbs) – Nov. 2018
Udenyca (pegfilgrastim-cbqv) – Nov. 2018
Hyrimoz (adalimumab-adaz) – Oct. 2018
Nivestym (filgrastim-aafi) - July 2018
Fulphila (pegfilgrastim-jmdb) - June 2018

Retacrit (epoetin alfa-epbx) - May 2018
Ixifi (infliximab-qbtx) – Dec. 2017
Ogivri (trastuzumab-dkst) – Dec. 2017
Mvasi (Bevacizumab-awwb) – Sept. 2017
Cyltezo (Adalimumab-adbm) – Aug. 2017
Renflexis (Infliximab-abda) – May 2017
Amjevita (Adalimumab-atto) – Sept. 2016
Erelzi (Etanercept-szzs) – Aug. 2016
Inflectra (Infliximab-dyyb) - April 2016
Zarxio (Filgrastim-sndz) - March 2015

Total: 26 – NONE ARE
INTERCHANGEABLE

Q. Is there an “Orange
Book” equivalent for
biologicals/biosimilars in
the US ?
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Answer
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Answer
• The “Purple Book” lists biological products, including any
biosimilar and interchangeable biological products, licensed
by FDA under the PHS Act.
• Two Lists
– CBER List of Licensed Biological Products
– CDER List of Licensed Biological Products

• The Purple Book, in addition to the date licensed, also
includes whether a biological product licensed under PHS
Act 351(k) has been determined by FDA to be biosimilar to or
interchangeable with a reference biological product
• The Purple Book historically has not been as well-maintained
and utilized as the Orange Book

19

Q. What is Reference
Product Exclusivity?

20

Answer
• Exclusivity for Reference Product
– No 351(k) application can be filed until 4
years after the date the reference
product was first licensed.
– No 351(k) application can be approved
until 12 years after the date the
reference product was first licensed.
– Pediatric Exclusivity – 4- and 12-year
periods can be extended by 6 months
each.
21

Answer
• Reference Product Exclusivity does
not apply to:
– (i) a supplement for the biological
product that is the reference product; or

22

– (ii) a subsequent application filed by the
same sponsor or manufacturer of the
biological product that is the reference
product (or a licensor, predecessor in
interest, or other related entity) for—

Answer
• (I) a change (not including a modification to
the structure of the biological product) that
results in a new indication, route of
administration, dosing schedule, dosage
form, delivery system, delivery device, or
strength; or
• (II) a modification to the structure of the
biological product that does not result in a
change in safety, purity, or potency.
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Answer
• Reference Product
Exclusivity: The draft
guidance lays out the factors
and considerations for how
FDA determines the date of
“first licensure” for a
reference product for
purposes of granting a period
of 12-year exclusivity.
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Answer
• FDA permits labeling carve-outs for
regulatory and patent exclusivities.
– Unlike generic drugs regulated under the FDC Act, there
is no requirement that a biosimilar product have the
same labeling as the reference product.
– Biosimilar product labeling must contain only “[t]he
relevant data and information from the reference
product labeling, with appropriate modifications . . .
[which] will depend on whether the applicant is seeking
licensure for all conditions of use (e.g., indication(s),
dosing regimen(s)) or fewer than all conditions of use of
the reference product for the biosimilar product.”
25

Answer
– FDA has ruled that a biosimilar can be
licensed for fewer than all of the
conditions of use for which the
reference product is licensed if such
conditions are patent-protected:

26

• FDA, Approval Package, BLA 761042/S-001,
ERELZI (etanercept-szzs) (Jan. 2018)
(permitting deletion of certain conditions of
use because of patent-related issues),
available at
https://www.accessdata.fda.gov/drugsatfda
_docs/nda/2018/761042Orig1s01.pdf).

Q. Is there exclusivity for
interchangeable
biosimilar products?

27

Answer
• Exclusivity for First Interchangeable
Product

28

– First 351(k) applicant to obtain FDA approval
as interchangeable is eligible for marketing
exclusivity.
– Subsequent applications for interchangeable
product cannot be approved for one year.
– Does not prevent approval of biosimilar
products based on the same reference
product.
– Interchangeable exclusivity can be shortened
or forfeited.

Answer
• Demonstrating
Interchangeability: FDA
expects that sponsors will
submit data and information
to support a showing that the
proposed interchangeable
product can be expected to
produce the same clinical
result as the reference
product in all of the reference
product’s licensed conditions
of use. The data and
information to support a
showing of interchangeability
may vary depending on the
nature of the proposed
interchangeable product.
29

Q. What is the BPCIA’s
“deemed to be a license”
provision?

30

Answer
• BPCIA 7002(e) states:
– (4) DEEMED APPROVED UNDER SECTION
351.—An approved application for a biological
product under [FDC Act 505] 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.

31

Answer
• Although most products that fit the statutory
definition of “biologic” have been licensed and
regulated by FDA under the PHS Act, some
protein products historically have been approved
and regulated as drugs under FDC Act 505 (e.g.,
insulins, hyaluronidases, thyrotropin alfas and
human growth hormones).
• Although such products seem to fit the preenactment definition of biologic, the BPCIA
removed any doubt, amending the definition of
“biologic” in the PHS Act to include “protein[s].”
32

– Definition recently revised by CREATES Act to remove
exclusion for chemically synthesized polypeptides.

Answer
• BPCIA transition provision:
The draft guidance deals with
four major topics: (1) what
happens to approved
applications for transitional
products on March 23, 2020;
(2) what happens to pending
applications on that date; (3)
how sponsors of pending
applications should prepare
for the effects of the
transition; and (4) how
exclusivity will be affected by
the transition.
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Answer
• Regarding existing exclusivity for transitional products,
FDA states that “any unexpired period of exclusivity”
for a transitional product, “e.g., 5-year exclusivity, 3year exclusivity, or pediatric exclusivity … would cease
to have any effect, and any patents listed in the Orange
Book would no longer be relevant . . . .”
– Orphan drug exclusivity exception.

• On the question of whether transitional products will be
eligible for RPE, FDA explains that the BPCIA grants
such exclusivity to products “first licensed under” PHS
Act 351(a). Because transitional products are only
“deemed” to be licensed under Section 351(a), FDA
does not regard them as eligible for exclusivity.
34

Q. Must each biosimilar
licensed under PHS Act §
351(k) have a unique
name?
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Answer
• The BPCIA, as enacted, does not specifically
address biosimilar product naming.
• Previous biosimilar legislation did address the
issue, such as Representative Henry Waxman’s
(D-CA) Access to Life-Saving Medicine Act (H.R.
1038) and Senator Judd Gregg’s (R-NH)
Affordable Biologics for Consumers Act (S. 1505)
(both from 2007)
– It was ultimately decided, however, that naming
provisions should not be included in the final
biosimilars bill.

• Given that “hole,” and an intensifying interest in a
U.S. biosimilars market, the “naming issue” took
on a life of its own.
36

Answer
• Biological product naming:
The guidance describes FDA’s
current thinking on the need for
licensed biological products to
bear a nonproprietary name
that includes an FDAdesignated suffix.

37

Answer
• “FDA’s current thinking is that a proper name that
includes a distinguishing suffix is warranted for both
newly licensed and previously licensed originator
biological products, related biological products, and
biosimilar products. As with prospective application
of the naming convention, retrospective application
will help (1) prevent a patient from receiving a product
different from what was intended to be prescribed; (2)
facilitate manufacturer-specific pharmacovigilance by
providing a means of determining which biological
product is dispensed to patients; (3) encourage
routine use of FDA-designated suffixes in ordering,
prescribing, dispensing, and recordkeeping practices
for these products; and (4) advance accurate
perceptions of these biological products.”
38

Answer
• “FDA intends to apply a naming convention to
interchangeable products that will feature a core
name and a suffix included in the proper name;
however, FDA is continuing to consider the
appropriate format of the suffix for these products.”
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Q. What is FDA’s
Biosimilar Action Plan
(“BAP”)?
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Answer
• The BAP was introduced by Commissioner
Gottlieb on July 18, 2018 as an “important piece
of the Administration’s bold Blueprint to Lower
Drug Prices . . . .”
• The plan is intended to promote competition and
affordability for biologics and biosimilar
products. To this end, FDA issued the BAP in an
effort to seek modernize regulatory requirements
to maintain efficient, predictable, and reliable
review by applying lessons learned from FDA
experience with generic small molecule drugs.

41

Answer
• FDA has set forth four key strategies that
underlie the BAP based primarily on providing
clarity and market access to biosimilar sponsors.
– First, FDA seeks to improve the efficiency of the
biosimilar and interchangeable product development
and approval process.
– Second, the BAP is intended to maximize scientific and
regulatory clarity for the biosimilar product development
community.
– Third, FDA seeks to develop effective communications
to improve understanding of biosimilars among
patients, providers, and payors.
– Fourth, the BAP is intended to support market
competition by reducing alleged gaming of FDA
requirements or other alleged attempts to unfairly delay
market competition to follow-on products.
42

Answer
• To implement these key strategies, the BAP
enumerates specific commitments to which FDA
has agreed. These include the development of
new tools – e.g., FDA is planning to develop
standardized review templates tailored to
marketing applications for biosimilar and
interchangeable products.

43

• Additionally, FDA will create information
resources and development tools for biosimilar
sponsors, such as in silico models and
simulations to correlate pharmacokinetic and
pharmacodynamics responses with clinical
performances in an effort to make biosimilar drug
development more efficient.

Answer
• Support will also be available for product quality
and manufacturing process in which FDA will
identify the physical product quality attributes
that are most critical to evaluate. FDA intends to
develop an index of critical quality attributes for
use in comparing proposed biosimilars to
reference products so that sponsors can better
understand how FDA evaluates comparative
analytical study data to demonstrate biosimilarity.
• FDA also promised to enhance the Purple Book
so that it includes more useful information about
approved biological products, including reference
product exclusivity determinations.
44

Answer
• In addition to developing tools, the BAP is
intended to bring more flexibility into the
biosimilar and interchangeable development
process. Under the BAP, FDA is exploring the
potential for entering into new data sharing
agreements with foreign regulators so that nonU.S.-licensed comparator products may be used
in certain studies to support biosimilar
applications.
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THANK YOU!!
FDA Law Blog
(www.FDAlawblog.net)
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BIOLOGICS AND BIOSIMILARS: FDA INITIATIVES
AND GUIDANCE, APPROVALS AND EXCLUSIVITY,
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II. PATENT UPDATES
A. PROSECUTION OF BIOLOGIC PATENTS
B. PTAB AND FEDERAL CIRCUIT IPR/PGR
DECISIONS

48

A. PROSECUTION OF BIOLOGIC PATENTS

49

Section 101 – The Basics
“Whoever invents or discovers any new and useful process,
machine, manufacture, or composition of matter, or
any new and useful improvement thereof, may obtain a
patent therefor, subject to the conditions and requirements of
this title.” 35 U.S.C. §101
Exceptions: “laws of nature, physical
[natural] phenomena, and abstract ideas”
Bilski; citing Diamond v. Chakrabarty

50

Section 101
Mayo/Alice Two Step
I.

Step 1: Claims directed to patent ineligible subject matter?
(i.e., law of nature, natural phenomena, or abstract idea)
A. No  End of analysis
B. Yes  Move to Step 2

II. Step 2: Search for an inventive concept
A. Identify non-patent-ineligible elements of the claim.
B. Consider these elements both individually and as an ordered
combination.
C. Do the additional elements “transform the nature of the claim”
into a patent eligible-application?
51
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53

Subject Matter Eligibility Examples:
Life Sciences
•

https://www.uspto.gov/patent/laws-and-regulations/examinationpolicy/subject-matter-eligibility

•
•
•
•
•
•

Example
Example
Example
Example
Example
Example

28
29
30
31
32
33

Vaccines
Diagnosing and Treating Julitis
Dietary Sweeteners
Screening for Gene Alterations
Paper-Making Machine
Hydrolysis of Fat

Note: Appendix 1 to the October 2019 Update: Subject Matter
Eligibility Life Sciences & Data Processing Examples
•
•
•

Example 43 Treating Kidney Disease
Example 44 Denveric Acid
Example 45 Controller for Injection Mold
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Patent Ineligible
Genetic Technologies v. Merial, LLC,
818 F.3d 1369 (Fed. Cir. 2016)
•

Claim 1. A method for detection of at least one coding region allele of a
multi-allelic genetic locus comprising:
a) amplifying genomic DNA with a primer pair that spans a non-coding
region sequence, said primer pair defining a DNA sequence which is
in genetic linkage with said genetic locus and contains a sufficient
number of non-coding region sequence nucleotides to produce an
amplified DNA sequence characteristic of said allele; and
b) analyzing the amplified DNA sequence to detect the allele.

•

FC: Affirmed ineligible - claim directed to a law of nature.
• Describes a natural phenomenon.
• No sufficient “inventive concept” in additional claim elements to
provide subject matter eligibility.
• “Amplifying” and “analyzing” were well known, routine, and
conventional.

55

Patent Ineligible
Cleveland Clinic v. True Health Diagnostics, LLC,
859 F.3d 1352 (Fed. Cir. 2017)
•

Four patents in suit:
•

3 patents directed to methods of diagnosing cardiovascular disease
based on testing for myeloperoxidase.

•

District court held that testing patents were patent ineligible.

•

FC: Affirmed ineligible - claim directed to a law of nature.
•

“The claims of the testing patents are directed to multistep methods for
observing the law of nature that MPO correlates to cardiovascular disease.”

•

“[W]ell-known technique to execute claimed method.”

•

Claim steps merely tell those interested in the correlation.

•

“the testing patents here do not extend their discovery that MPO correlates to
cardiovascular risk to a patentable method.”

56

Patent Ineligible
Roche Molecular Sys., Inc. v. Cepheid,
905 F.3d 1363 (Fed. Cir. 2018)
•

Claim 1. A method for detecting Mycobacterium tuberculosis in a biological
sample suspected of containing M. tuberculosis comprising:
a)

subjecting DNA from the biological sample to polymerase chain reaction [PCR]… to
produce an amplification product…and

b)

detecting the presence or absence of an amplification product[.]

•

Claim 17. A primer having 14–50 nucleotides that hybridizes under hybridizing
conditions to an M. tuberculosis rpoB [gene] …

•

FC: Affirmed ineligible.
• “Roche’s primers are indistinguishable from their corresponding
nucleotide sequences on the naturally occurring MTB rpoB gene.”
• PCR is well-known and routine process that did not convert the method
claim to eligible subject matter.

57

Patent Ineligible
Athena v. Mayo, 915 F.3d 743 (Fed. Cir. 2019), reh’g
denied, 927 F.3d 1333 (Fed. Cir. 2019), cert. denied
•

Claim: a method of detecting myasthenia gravis by detecting labeled
MuSK protein-autoantibodies in a biological sample.

•

FC: Patent-ineligible under §101.
• En banc rehearing denied, 7-5.
• All criticized §101 jurisprudence.

•

Question presented for cert: Whether a new and specific method of
diagnosing a medical condition is patent-eligible subject matter, where
the method detects a molecule never previously linked to the condition
using novel man-made molecules and a series of specific chemical steps
never previously performed.

•

Cert denied.
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Patent Eligible
Rapid Litigation v. CellzDirect,
827 F.3d 1042 (Fed. Cir. 2016)
•

Claim 1. A method of producing a desired preparation of multi-cryopreserved
hepatocytes, said hepatocytes being capable of being frozen and thawed at
least two times, …, said method comprising:
A.
B.
C.

•

subjecting hepatocytes …to density gradient fractionation to separate viable
hepatocytes from nonviable hepatocytes,
recovering the separated viable hepatocytes, and
cryopreserving….

FC: Vacated and remand. Patent-eligible subject matter under §101.
•
•
•

Inventors “create[d] a new and improved way of preserving hepatocyte cells for
later use.”
Claims focused on a process with steps for achieving this desired outcome,
not simply an observation or detection of the ability of hepatocytes to survive
multiple freeze-thaw cycles.
Distinguishable from type of claims held patent-ineligible in
Myriad (well-known process) and Ariosa (patent ineligible natural product).
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Patent Eligible
Vanda Pharms. v. West-Ward Pharms.,
887 F.3d 1117 (Fed. Cir. 2018)
•

Claim 1. A method for treating a patient with iloperidone, wherein the patient
is suffering from schizophrenia, the method comprising the steps of:
• determining whether the patient is a CYP2D6 poor metabolizer by:
•
•

obtaining or having obtained a biological sample from the patient;
and performing or having performed a genotyping assay on the biological
sample to determine if the patient has a CYP2D6 poor metabolizer genotype;
and

•

if the patient has a CYP2D6 poor metabolizer genotype, then internally
administering iloperidone to the patient in an amount of 12 mg/day or
less, and if the patient does not have a CYP2D6 poor metabolizer
genotype, then internally administering iloperidone to the patient in an
amount that is greater than 12 mg/day, up to 24 mg/day,

•

wherein a risk of QTc prolongation for a patient having a CYP2D6 poor
metabolizer genotype is lower following the internal administration of 12
mg/day or less than it would be if the iloperidone were administered in
an amount of greater than 12 mg/day, up to 24 mg/day.
60

Patent Eligible
Vanda Pharms. v. West-Ward Pharms.,
887 F.3d 1117 (Fed. Cir. 2018)
•

FC: Vacated and remand. Patent-eligible subject matter under §101.
•

“Claim 1 requires specific steps: (1) determining the patient's CYP2D6
metabolizer genotype by (a) obtaining a biological sample and (b) performing a
genotyping assay; and (2) administering specific dose ranges of iloperidone
depending on the patient's CYP2D6 genotype.”

•

“claims are directed to a method of using iloperidone to treat schizophrenia.
The inventors recognized the relationships between iloperidone, CYP2D6
metabolism, and QTc prolongation, but that is not what they claimed.
They claimed an application of that relationship.”

•

“the claims here are directed to a specific method of treatment for specific
patients using a specific compound at specific doses to achieve a specific
outcome. They are different from Mayo. They recite more than the natural
relationship between CYP2D6 metabolizer genotype and the risk of QTc
prolongation. Instead, they recite a method of treating patients based on this
relationship that makes iloperidone safer by lowering the risk of QTc
prolongation.”
61

II. PATENT UPDATES
B. PGRs AND IPRs OF BIOLOGIC PATENTS

1.

PTAB Status and Trends

2.

PTAB and Federal Circuit IPR/PGR Decisions
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PTAB STATUS AND TRENDS
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Claims from TC1600 Generally Have Better
Survival Rate

Source https://www.finnegan.com/en/insights/blogs/america-invents-act/ipr-and-cbm-statistics-for-final-written-decisions-issued-in-november-2019.html
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Biologic IPRs
Adverse
judgment Dismissed
4
requested
2

Institution
Pending
49

Settled prior
to institution
33

FWD

Motion to
amend
proposing
substitute
claims
granted
1

Granted
189

Settled
24

FWD all
claims
unpatentable
67

Adv. judg.
11

FWD all claims
survived
30
Denied
152

Mixed
15

Grant rate 55% (189/341)
Source: Finnegan research as of Aug. 23, 2019; 429 biologic IPR petitions filed. “granted” includes
petition granted on at least one claim pre-SAS; grant rate = granted/granted + denied. Compare
to overall institution rate: 66% (5306/8041) (Sept. 16, 2012-June 30, 2019) (USPTO stats).

All unpatentable 59% (67/113) Mixed 13% (15/113)
All survived 27% (30/113) MtA granted 1% (1/113)
Source: Finnegan research as of Aug. 23, 2019; 189 biologic IPR petitions granted.
“mixed” means at least one claim held unpatentable and at least one claims
survived. 41 pending IPRs excluded from chart. % rates calculated based only on
FWD all unpat + FWD all survived + Mixed + MtA
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Biologic IPRs:
Basis For Institution Denial
325(d), 8%

Time bar, 1%

314(a), 2%

Claim limitation not
present, 25%

Reference not prior art,
17%

No reasonable
motivation to
combine/modify, 39%

No reasonable
expectation of success,
8%

Source: Finnegan research; Dec. 20, 2018. 118 denied biologic IPR petitions. May be more than one basis for denial per petition. In addition to data shown on chart,
two petitions were denied because the claims were canceled and one petition was denied for failure to comply with 37 C.F.R. § 42.104(b)(4).
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Biologic IPRs:
Basis For Claim Survival In FWD
Prior invention, 3%
Reference not prior art,
21%

Claim limitation not
present, 26%

No reasonable
motivation to
combine/modify, 29%
No reasonable
expectation of success,
21%

Source: Finnegan research; Dec. 20, 2018. 25 instituted biologic IPR petitions where all claims survived. May be more than one basis per IPR.
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Biologic Commercial Products with the
Most IPR 32
Petitions Filed Against
27
20

Herceptin

Rituxan

Humira

Source: Finnegan research as of Aug. 23, 2019.
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Exemplary Biologics
Biologic

Approval

Exemplary
Indication

Description

AVASTIN (bevacizumab)

2/26/04

Metastatic
colorectal cancer

Recombinant humanized monoclonal IgG1 antibody
that inhibits VEGF

ENBREL (etanercept)

11/2/98

Rheumatoid
arthritis

Dimeric fusion protein with a portion of the human
75 kDa TNFR linked to the Fc portion of human IgG1

HERCEPTIN (trastuzumab)

9/25/98

HER2overexpressing
breast cancer

Humanized IgG1 kappa monoclonal antibody that
binds to the extracellular domain of the HER2 protein

HUMIRA (adalimumab)

12/31/02

Rheumatoid
arthritis

Recombinant human IgG1 monoclonal antibody
specific for human TNF

NEULASTA (pegfilgrastim)

1/31/02

Infection

Covalent conjugate of filgrastim and
monomethoxypolyethylene glycol

11/26/97

Non-Hodgkin’s
Lymphoma

Genetically engineered chimeric murine/human
monoclonal IgG1κ antibody directed against the CD20
antigen

RITUXAN (rituximab)
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Outcomes in Exemplary Biologic IPRs
Terminated
prior to
institution
7

Pending
1

Institution

Granted
37
Denied
38

Grant rate 49% (37/75)
Source: Finnegan research as of Aug. 23, 2019; “granted” includes petition
granted on at least one claim pre-SAS; grant rate = granted/granted + denied.

Terminated
by adverse
judgment
after instn
4

FWD

Instituted,
pending
1

FWD all
claims
unpatentable
16

Settled after
institution
7
FWD all
claims
survived
6

Mixed
3

All unpatentable 64% (16/25) Mixed 12% (3/25)
All survived 24% (6/25)
Source: Finnegan research as of Aug. 23, 2019; “mixed” means at least one claim
held unpatentable and at least one claims survived. % rates calculated based only
on FWD all unpat + FWD all survived + Mixed
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PGRs Still Only A Fraction of Petitions Filed
PGR
192
2%

CBM
587
5%

IPR
10187
93%

Source:https://www.uspto.gov/patents-application-process/patent-trial-and-appeal-board/statistics as of Dec. 2019.
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PTAB AND FEDERAL CIRCUIT
IPR/PGR DECISIONS

72

PTAB Obviousness Determinations:
Routine Optimization
Hospira v. Genentech, IPR2016-01837, aff’d, 2020 U.S. App. LEXIS
728 (Fed. Cir. Jan. 10, 2020)
•

U.S Pat. No. 7,807,799
•

PTAB FWD, Paper 40 (P.T.A.B. Mar. 6, 2018) Method of protein
purification unpatentable as anticipated and obvious.

•

FC: Affirmed.

•

Overlapping ranges:
•

prior art “about 18° C” vs. claimed “about 10° C. to about 18° C.”

•

Protein A leaching known to be temperature dependent.

•

“exploring the temperature dependence of protein A
leaching is not more than routine experimentation”
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PTAB Obviousness Determinations:
Knowledge of POSA
Hospira v. Genentech, IPR2016-01771, Paper 34 (P.T.A.B. Mar. 9,
2018), aff’d (Rule 36) 774 Fed. Appx. 677 (Fed. Cir. July 31,
2019)
•

U.S. Pat. No. 7,622,115

•

PTAB FWD: Method for assessing patient for gastrointestinal
perforation while treating colorectal cancer with bevacizumab
unpatentable as obvious.
•

Each limitation disclosed in the prior art.

•

A POSA “would have had adequate reason to assess patients with
colorectal cancer receiving bevacizumab in combination with
chemotherapeutic agents, such as the patients disclosed in [the
asserted references], for GI perforation.”
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PTAB Nonobviousness Determinations:
Claim Limitation Missing
Celltrion & Pfizer v. Biogen, IPR2016-01614, IPR2017-01115
•

Method of treating RA with rituximab and methotrexate not
unpatentable.
• IPR2016-01614, Paper 65 FWD (P.T.A.B. Feb. 21, 2018),
appeal dismissed Mar. 20, 2019.
• IPR2017-01115 joined to IPR2016-01614 July 18, 2017.
•

Petitioners did not show that Rituxan® label for a “printed
publication.”

•

Prior art did not disclose claimed dosing limitation.
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IPRs As Second Bite for Challenger
Novartis AG v. Noven Pharm. Inc., 853 F.3d 1289 (Fed. Cir.
2017)
• PTAB found challenged claims unpatentable as obvious.
• PTAB not bound by Federal Circuit affirmed district court
determination of validity.
― Additional evidence in IPR.

• Federal Circuit affirmed.
• PTAB not bound by prior judicial decision.
― Applying lower “preponderance of the evidence” standard, PTAB
may reach a different conclusion on the same evidence.

• Obviousness affirmed.
― “substantial evidence supports the PTAB's finding that a PHOSITA
would have predicted that rivastigmine has the potential to
oxidatively degrade based on its chemical structure”
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Biosimilar Applicants Standing to Appeal
Momenta v. Bristol-Myers Squibb, 915 F.3d 764 915 F.3d 764 (Fed.
Cir. 2019)
• Momenta is developing a biosimilar to BMS’s Orencia®, but has
not yet filed an aBLA with FDA.
•
•
•
•

•

― Phase I clinical trial did not meet primary endpoints.
Momenta filed an IPR for review of all claims of the ’239 patent,
alleging obviousness.
PTAB FWD finding the challenged claims not unpatentable.
Momenta filed an appeal to the Federal Circuit.
While Momenta’s appeal was pending, Momenta filed a letter with the
Federal Circuit explaining that it would be ceasing its efforts to
develop an Orencia® biosimilar.
FC: dismissed for lack of standing Momenta’s appeal from a final
written decision of the PTAB.
― In light of Momenta’s abandoning development of any Orencia® biosimilar,
Momenta no longer had a legally protected interest in the validity of the
patent.
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Constitutionality of IPRs
•

AbbVie v. Coherus & Boehringer Ingelheim, No. 2017-02304 (Fed.
Cir. Jan. 7, 2020)
―
―
―

•

PTAB FWDs holding challenged claims unpatentable.
AbbVie (Patent Owner) filed appeal, including a challenge to the
constitutionality of IPRs under Art. III and the Seventh
Amendment on pre-AIA patents.
FC: Aff’d (Rule 36).

Note: Arthrex v. Smith & Nephew, 941 F.3d 1320 (Fed. Cir. 2019)
― FC: PTAB administrative judges (APJs) are principal officers
requiring Senate approval, rather than inferior officers who do
not require Senate approval.
― The Federal Circuit held the removal provisions relating to APJs
unconstitutional and severed it from the statute.
― Case remanded with instructions for rehearing with a new panel.
The parties and government petitioned for en banc review.
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Federal Circuit Appeals from PTAB IPRs:
Affirmance Rate Remains Very High

Source: https://www.finnegan.com/en/insights/blogs/america-invents-act/federal-circuit-ptab-appeal-statistics-through-may-15-2019.html
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Rule 36 Still Heavily Used

Source: https://www.finnegan.com/en/insights/blogs/america-invents-act/federal-circuit-ptab-appeal-statistics-september-15-2018.html

Note, the Supreme Court denied a petition for certiorari challenging the Federal Circuit’s authority to
issue Rule 36 affirmances, Capella Photonics, Inc. v. Cisco Sys., Inc., et al., No. 18-314, 2018 WL 4385693
(U.S. Nov. 5, 2018).
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PATENT UPDATES:
BPCIA LITIGATION
M. David Weingarten, Ph.D., J.D., Partner
Finnegan, Henderson, Farabow, Garrett & Dunner, LLP
david.weingarten@finnegan.com | (404) 653-6457

Infringement – Biologic Application
“It shall be an act of infringement to submit…(i) with respect to a patent that is
identified in the list of patents described in section 351(l)(3) of the Public Health
Service Act (including as provided under section 351(l)(7) of such Act), an application
seeking approval of a biological product, or
(ii) if the applicant for the application fails to provide the application and information
required under section 351(l)(2)(A) of such Act, an application seeking approval of a
biological product for a patent that could be identified pursuant to section
351(l)(3)(A)(i) of such Act,
if the purpose of such submission is to obtain approval under such Act to engage in the
commercial manufacture, use, or sale of a…biological product claimed in a patent or
the use of which is claimed in a patent before the expiration of such patent.”

35 U.S.C. § 271(e)(2)(C).
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Infringement – Drug Application
“It shall be an act of infringement to submit…an application under section 505(j) of
the Federal Food, Drug, and Cosmetic Act or described in section 505(b)(2) of such Act
for a drug claimed in a patent or the use of which is claimed in a patent,…
if the purpose of such submission is to obtain approval under such Act to engage in the
commercial manufacture, use, or sale of a drug…claimed in a patent or the use of which
is claimed in a patent before the expiration of such patent.”

35 U.S.C. § 271(e)(2)(A).
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Hatch-Waxman Litigation
NDA holder lists patents in
FDA’s Orange Book

Applicant files ANDA or
505(b)(2) with paragraph IV
(PIV) certification

(20 days)

(45 days)

Applicant provides PIV notice
to NDA holder and patent
owners with Offer of
Confidential Access to
application

NDA holder and patent
owners file suit; 30-month
stay of approval

21 U.S.C. § 355.
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Hatch-Waxman Versus BPCIA Litigation
Hatch-Waxman Litigation

BPCIA Litigation

How does applicant
provide notice of its
application?

Paragraph IV notice with
Offer of Confidential Access

Patent dance – provides
confidential information

When does applicant
provide position?

Paragraph IV notice

Patent dance – statement

Orange Book

Patent dance – patent lists

30-Month stay

May seek preliminary
injunction

Which patents are
litigated?
Does suit automatically
stay approval?

85

Remedies for (e)(2) Infringement
“(A) [T]he court shall order the effective date of any approval of the drug or veterinary biological
product involved in the infringement to be a date which is not earlier than the date of the expiration
of the patent which has been infringed,
(B) injunctive relief may be granted against an infringer to prevent the commercial manufacture,
use, offer to sell, or sale within the United States or importation into the United States of an
approved drug, veterinary biological product, or biological product,
(C) damages or other monetary relief may be awarded against an infringer only if there has been
commercial manufacture, use, offer to sell, or sale within the United States or importation into the
United States of an approved drug, veterinary biological product, or biological product, and
(D) the court shall order a permanent injunction prohibiting any infringement of the patent by the
biological product involved in the infringement until a date which is not earlier than the date of the
expiration of the patent that has been infringed under paragraph (2)(C), provided the patent is the
subject of a final court decision…in an action for infringement of the patent under section 351(l)(6)
of such Act, and the biological product has not yet been approved because of section 351(k)(7) of
such Act.
The remedies prescribed by subparagraphs (A), (B), (C), and (D) are the only remedies which may be
granted by a court for an act of infringement described in paragraph (2), except that a court may
award attorney fees under section 285.”

35 U.S.C. § 271(e)(4).
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Settlement
•

Reference product sponsor and biosimilar applicant must
submit information about BPCIA litigation settlement to
FTC and DOJ

•

Same provisions that apply to Hatch-Waxman litigations

Patient Right to Know Drug Prices Act, Public Law No. 115-263 (Oct. 10, 2018);
Support for Patients and Communities Act, Public Law No. 115-271 (Oct. 24, 2018).
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BPCIA Litigation
aBLA filed

FDA accepts aBLA for review

1, 2

3A

(20 days)

(60 days)

Applicant provides
confidential info to reference
product sponsor (RPS)

RPS provides patent list

3B

3C

4

5

(60 days)

(60 days)

Applicant provides patent list
and detailed statement

RPS provides detailed
statement

RPS and applicant negotiate
final list of patents

[[OR - no agreement after 15
days, applicant identifies
number of patents;
simultaneous exchange]]

6

8A

8B, 9A

(30 days)

(180 days before first
commercial marketing)

RPS can seek injunction as to
patent on 3A or 3B list but
not on 4 or 5 list; applicant
or RPS can file DJ action on
same

RPS files suit

Applicant provides notice

42 U.S.C. § 262(l).
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Confidential Information
•

Applicant “shall provide…a copy of the application…and such other information
that describes the process or processes used to manufacture the biological
product that is the subject of such application”

•

Applicant “may provide…additional information requested by or on behalf of the
reference product sponsor”

•

Applicant “shall provide…any other information that the…applicant determines, in
its sole discretion, to be appropriate”

42 U.S.C. § 262(l)(1)(B)(i), (l)(2).
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Applicant Does Not Provide Confidential Information
•

If the applicant fails to provide the application and
required information, the reference product sponsor, but
not the applicant, may bring a declaratory judgment
action for any patent that claims the biological product
or a use of the biological product

42 U.S.C. § 262(l)(9)(C).
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Cannot Enforce with Injunction
•

“We agree with the Federal Circuit that an injunction under federal law is not
available…, though for slightly different reasons than those provided by the court
below.”

•

Failure to provide the confidential information is not an act of artificial
infringement, so § 271(e)(4) remedies are unavailable

•

Instead, the reference product sponsor can bring an immediate declaratory
judgment action for artificial infringement under § 262(l)(9)(C)

•

This remedy “excludes all other federal remedies, including injunctive relief”

Sandoz Inc. v. Amgen Inc., 137 S. Ct. 1664, 1674-75 (2017); see also Amgen Inc. v. Sandoz
Inc., 877 F.3d 1315, 1320 (Fed. Cir. 2017) (cannot enforce under state law).
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Immediate Declaratory Judgment Action
aBLA filed

FDA accepts aBLA for review

1, 2

3A

(20 days)

(60 days)

Applicant provides
confidential info to reference
product sponsor (RPS)

RPS provides patent list

3B

3C

4

5

(60 days)

(60 days)

Applicant provides patent list
and detailed statement

RPS provides detailed
statement

RPS and applicant negotiate
final list of patents

[[OR - no agreement after 15
days, applicant identifies
number of patents;
simultaneous exchange]]

6

8A

8B, 9A

(30 days)
RPS
files
RPS files suit
DJ action

(180 days before first
commercial marketing)

RPS can seek injunction as to
patent on 3A or 3B list but
not on 4 or 5 list; applicant
or RPS can file DJ action on
same

Applicant provides notice

42 U.S.C. § 262(l).
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BPCIA Litigation
aBLA filed

FDA accepts aBLA for review

1, 2

3A

(20 days)

(60 days)

Applicant provides
confidential info to reference
product sponsor (RPS)

RPS provides patent list

3B

3C

4

5

(60 days)

(60 days)

Applicant provides patent list
and detailed statement

RPS provides detailed
statement

RPS and applicant negotiate
final list of patents

[[OR - no agreement after 15
days, applicant identifies
number of patents;
simultaneous exchange]]

6

8A

8B, 9A

(30 days)

(180 days before first
commercial marketing)

RPS can seek injunction as to
patent on 3A or 3B list but
not on 4 or 5 list; applicant
or RPS can file DJ action on
same

RPS files suit

Applicant provides notice

42 U.S.C. § 262(l).
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Applicant Does Not Proceed with Dance
•

If the applicant fails to complete an action required
under paragraph (3)(B)(ii) or (5), the reference product
sponsor, but not the applicant, may bring a declaratory
judgment action for any patent that is included on
either the reference product sponsor’s or applicant’s
initial list

42 U.S.C. § 262(l)(9)(B); see also Celltrion, Inc. v. Genentech, Inc., Nos. 18-274, -276,
2018 WL 2448254 (N.D. Cal. May 9, 2018) (dismissing Celltrion’s DJ action for failure to state a
claim because it did not comply with dance).
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Avoiding Dance with DJ Action Before aBLA?
•

Not likely sufficient immediacy and reality to warrant the issuance of a
declaratory judgment

•

“We are aware of no decision in which we have found a case or controversy when
the only activity that would create exposure to potential liability was a future
activity requiring an FDA approval that had not yet been sought.”

Sandoz Inc. v. Amgen Inc., 773 F.3d 1274, 1279 (Fed. Cir. 2014); see also Celltrion Healthcare
Co. v. Kennedy Trust for Rheumatology Research, No. 14-2256, 2014 WL 6765996, at *4
(S.D.N.Y. Dec. 1, 2014) (“There is no reason to believe…that the dispute resolution procedure
established by the BPCIA would be insufficient to resolve any patent disputes here.”).
95

RPS Does Not Timely Identify Patent
•

The owner of a patent that should have been included in
the list, but was not timely included in the list, may
not bring a BPCIA litigation

•

If a patent that the reference product sponsor
reasonably believes can be asserted either issues or is
licensed after the reference product sponsor provides its
list, then the reference product sponsor shall
supplement the list within 30 days of issuance or license
35 U.S.C. § 271(e)(6)(C); 42 U.S.C. § 262(l)(7).
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RPS Unsure Whether to List Patent
•

If RPS does not list a patent, may not be able to obtain
information relevant to that patent during discovery

•

Instead, a sponsor can list a patent and then include it in
the suit if the applicant fails to respond with a basis for
noninfringement

Amgen Inc. v. Hospira, Inc., 866 F.3d 1355 (Fed. Cir. 2017).
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RPS Does Not Timely Bring Action or Pursue
If patents are identified under 351(l)(4) or (5) and either (I) the reference product
sponsor brings an action after 30-day period, or (II) the action is dismissed without
prejudice or not prosecuted to judgment in good faith, “the sole and exclusive
remedy that may be granted by a court, upon a finding that the making, using, offering
to sell, selling, or importation into the United States of the biological product that is
the subject of the action infringed the patent, shall be a reasonable royalty”

35 U.S.C. § 271(e)(6)(A)-(B).
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Noninfringement – NEULASTA/NEUPOGEN | Amgen v. Sandoz
•

Amgen’s BLA for NEUPOGEN approved in 1991
―

•

Amgen’s BLA for NEULASTA approved in 2002
―

•

175-amino acid protein used to decrease infection
and increase survival, for example, in cancer
patients

Covalent conjugate of the protein and
monomethoxypolyethylene glycol

Sandoz filed aBLA but did not provide copy to Amgen

Amgen Inc. v. Sandoz Inc., 923 F.3d 1023 (Fed. Cir. 2019), appeal from 295 F. Supp. 1062 (N.D. Cal. 2017).
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Noninfringement – NEULASTA/NEUPOGEN | Amgen v. Sandoz
•

Amgen brought suit in N.D. Cal. in October 2014

•

N.D. Cal. construed claims in August 2016
―

•

Parties stipulated to noninfringement and validity of ’427 patent and to
preserve right to appeal claim construction order

N.D. Cal. granted summary judgment of noninfringement of the ’878 patent in
December 2017
―

No literal infringement because Sandoz’s method did not include washing
followed by eluting, and did not include distinct washing and eluting solutions

―

No DOE infringement because Sandoz’s method substantially differed from the
claimed method in function, performance, and result

Amgen Inc. v. Sandoz Inc., 923 F.3d 1023 (Fed. Cir. 2019), appeal from 295 F. Supp. 1062 (N.D. Cal. 2017).
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NEULASTA/NEUPOGEN | Amgen v. Sandoz –
Claim Construction for ’427 Patent

• District court construed as “an amount sufficient to treat a disease for which at least
one chemotherapeutic agent is prescribed”; Amgen stipulated to noninfringement
• “Amgen assert[ed] that the phrase only limits the amount of the chemotherapeutic
agent administered and that the method…encompasses ‘situations where the
chemotherapeutic agent is prescribed only for stem cell mobilization rather than
treatment of an underlying disease’”
• Federal Circuit affirmed, relying on the claim language and the specification

Amgen Inc. v. Sandoz Inc., 923 F.3d 1023 (Fed. Cir. 2019), appeal from 295 F. Supp. 1062 (N.D. Cal. 2017).
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NEULASTA/NEUPOGEN | Amgen v. Sandoz –
Noninfringement of ’878 Patent

• District court construed as separate steps and that the eluting step “must occur
after the step of ‘washing the matrix’”; granted SJ of noninfringement because
Sandoz’s process undisputedly involved one step
• Amgen argued that “the claims cover any number of solutions or steps as long as the
functions of washing and eluting happen in sequence” and that “in Sandoz’s process,
washing precedes elution at any given point in the separation matrix”
• Federal Circuit affirmed
Amgen Inc. v. Sandoz Inc., 923 F.3d 1023 (Fed. Cir. 2019), appeal from 295 F. Supp. 1062 (N.D. Cal. 2017).
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Noninfringement – NEULASTA/NEUPOGEN | Amgen v. Apotex
•

Amgen’s BLA for NEUPOGEN approved in 1991
―

•

Amgen’s BLA for NEULASTA approved in 2002
―

•

175-amino acid protein used to decrease infection
and increase survival, for example, in cancer
patients

Covalent conjugate of the protein and
monomethoxypolyethylene glycol

Apotex filed aBLAs and provided copies to Amgen; engaged
in patent dance
―

Identified U.S. Patent No. 8,952,138, for methods of
refolding recombinant proteins

Amgen Inc. v. Apotex Inc., 712 Fed. App’x 985 (Fed. Cir. 2017).
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Noninfringement – NEULASTA/NEUPOGEN | Amgen v. Apotex
• Amgen brought suit in S.D. Fla. in August 2015
• S.D. Fla. bench trial in July 2016
― Claim as construed requires protein
concentration “at or above about 1 g/L”
― Apotex’s aBLAs and patent dance letters
indicated concentration of 0.9-1.4 g/L, but
Apotex’s fact witness presented evidence that
max concentration was actually 0.708 g/L
― Amgen alleged literal infringement of this
element, not DOE
― Ruled that Amgen failed to prove by a
preponderance of the evidence that Apotex’s
process would meet this element
― Judgment of noninfringement in September 2016

Amgen Inc. v. Apotex Inc., 712 Fed. App’x 985 (Fed. Cir. 2017).
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Noninfringement – NEULASTA/NEUPOGEN | Amgen v. Apotex
•

Amgen appealed

•

Federal Circuit affirmed judgment of noninfringement in November 2017
―

District court did not err by crediting fact witness testimony and finding that
factually inaccurate letters were not probative

―

“Protein concentration” is not interchangeable with “washed-inclusion-body
concentration”

―

Because Amgen did not demonstrate that discovery was restricted or that
evidence was excluded, “we see no basis in the mere existence of other
[batch] records for disturbing the district court’s finding that Amgen failed to
provide adequate evidence to prove infringement”

Amgen Inc. v. Apotex Inc., 712 Fed. App’x 985 (Fed. Cir. 2017).
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Noninfringement – REMICADE | Janssen v. Celltrion
•

Janssen’s BLA for REMICADE approved in 1998
―

•

Monoclonal antibody specific for human tumor
necrosis factor-alpha (TNFα), used in Crohn’s
disease and arthritis

Celltrion filed aBLA and provided copy to Janssen
―

Did not provide cell culture composition or where
it was made

Janssen Biotech, Inc. v. Celltrion Healthcare Co., No. 1:17-cv-11008-MLW
(D. Mass. filed May 31, 2017).
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Noninfringement – REMICADE | Janssen v. Celltrion
•

Janssen brought suit in D. Mass. in 2015, learned the media’s composition and that
it is made in the U.S., and filed another complaint in 2016
―

D. Mass. ruled that because patents were not identified under (l)(4) or (l)(5)
of the patent dance, remedies would not be limited to a reasonable royalty
per 271(e)(6)

•

Celltrion’s aBLA was approved in April 2016

•

In 2017, Celltrion purported to commence good-faith negotiations
―

Janssen responded that cannot do so after litigation commenced

―

Celltrion responded by providing number of patents to exchange

Janssen Biotech, Inc. v. Celltrion Healthcare Co., No. 1:17-cv-11008-MLW
(D. Mass. filed May 31, 2017).
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Noninfringement – REMICADE | Janssen v. Celltrion
•

Janssen filed another complaint in 2017 to avoid having to respond to future
argument that remedies were limited under 271(e)(6)(B)

•

D. Mass. granted summary judgment of noninfringement in July 2018
―

Janssen limited its arguments to DOE infringement
―

―

Celltrion’s media contains all claimed ingredients but not all in the claimed
amounts

Janssen’s asserted scope of equivalents would ensnare the prior art
―

“Undisputed and strong evidence compels the conclusion that a [POSA] would
have had the ability and motivation to combine familiar ingredients from
prior art cell culture media compositions in predictable concentrations to
create what Janssen claims as its hypothetical invention.”

Janssen Biotech, Inc. v. Celltrion Healthcare Co., No. 1:17-cv-11008-MLW
(D. Mass. filed May 31, 2017).
108

REMICADE | Janssen v. Celltrion
•

Both parties appealed (Nos. 2018-2321 and 2018-2350, docketed Aug. 30, 2018)

•

Janssen filed its briefs on Dec. 10, 2018 and June 18, 2019, arguing:

•

•

―

District court improperly used hindsight and ignored motivation in its
obviousness analysis

―

District court erred by viewing the evidence in the light most favorable to
Celltrion

Celltrion filed its brief on February 11, 2019, arguing:
―

District court properly identified relevant prior art and properly rejected
Janssen’s sole purported factual dispute

―

District court erroneously ruled that Janssen was the sole patent owner

Oral argument scheduled for March 4, 2020
Janssen Biotech, Inc. v. Celltrion Healthcare Co., No. 1:17-cv-11008-MLW
(D. Mass. filed May 31, 2017).
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Infringement and Noninfringement –
EPOGEN | Amgen v. Hospira
•

Amgen’s BLA for EPOGEN approved in 1989
― 165-amino acid protein used in chronic
kidney disease, cancer, and perisurgery

•

Hospira filed aBLA and provided copy to
Amgen; engaged in the patent dance
― Identified U.S. Patent Nos. 5,756,349 and
5,856,298, for erythropoietin and
aspects of its production
Amgen Inc. v. Hospira, Inc., 336 F. Supp. 3d 333 (D. Del. 2018).
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Infringement and Noninfringement –
EPOGEN | Amgen v. Hospira
•

Amgen brought suit in D. Del. in September 2015

•

D. Del. jury trial in September 2017

•

―

All asserted claims not invalid

―

Asserted ’349 patent claims not infringed;
asserted ’298 patent claims infringed

―

Seven of Hospira’s 21 batches entitled to safe harbor defense

―

Awarded $70 million in damages to Amgen

―

Denied JMOL motions because substantial evidence supported jury verdict

―

Final judgment in September 2018

Hospira’s aBLA approved in May 2018

Amgen Inc. v. Hospira, Inc., 336 F. Supp. 3d 333 (D. Del. 2018).
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EPOGEN | Amgen v. Hospira –
Noninfringement of ’349 Patent
• Federal Circuit affirmed noninfringement of claims 1-7 of USP 5,756,349
― 1. Vertebrate cells which can be propagated in vitro and which are capable upon
growth in culture of producing [EPO] in the medium of their growth in excess of 100 U
of [EPO] per 106 cells in 48 hours as determined by radioimmunoassay, said cells
comprising nonhuman DNA sequences which control transcription of DNA encoding
human [EPO].
• Amgen argued infringement because “Hospira reported to ‘the FDA that its cells were
capable of producing EPO in the range of 100 µg per ml…or higher in a 24-hour period,’ as
measured by the ‘dot-blot’ immunoassay,” meaning that “Hospira’s cells were capable of
producing 3534 U of EPO per 106 cells in 48 hours”
• Federal Circuit:
― Found that “[s]ubstantial evidence…supports the jury’s finding that Amgen did not
meet its burden of proving infringement,” relying on testimony by Hospira’s expert
and Amgen’s former employee
Amgen Inc. v. Hospira, Inc., Nos. 2019-1067, -1102, 2019 U.S. App. LEXIS 37035 (Fed. Cir. Dec. 16, 2019),
appeal from 336 F. Supp. 3d 333 (D. Del. 2018).
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EPOGEN | Amgen v. Hospira –
Infringement of ’298 Patent
• Federal Circuit affirmed infringement of claim 27 of USP 5,856,298
― 27. A method for obtaining an [EPO] composition having a predetermined in vivo
specific activity comprising preparing a mixture of two or more erythropoietin
isoforms of claim 1.
― 1. An isolated biologically active [EPO] isoform….
• Hospira argued noninfringement because under its construction, claim 27 required mixing
isolated isoforms and because Amgen did not establish that Hospira’s EPO has a
“predetermined in vivo specific activity”
• Federal Circuit:
― Agreed with Amgen and the district court that “the claim is not limited to methods of
preparing individual isoforms separately and mixing them together”
― Held that “substantial evidence supports the jury’s verdict of infringement,” relying
on testimony by inventor and Amgen’s expert and Hospira’s aBLA
Amgen Inc. v. Hospira, Inc., Nos. 2019-1067, -1102, 2019 U.S. App. LEXIS 37035 (Fed. Cir. Dec. 16, 2019),
appeal from 336 F. Supp. 3d 333 (D. Del. 2018).
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Amgen v. Hospira | EPOGEN Litigation –
Damages
• Federal Circuit affirmed jury’s award of $70M in damages to Amgen
• Hospira argued that the district court erred in allowing Amgen’s damages
expert to testify and that the damages award does not reflect a
“reasonable royalty”
• Federal Circuit:
― “We see no reversible error [in allowing Amgen’s expert to testify].
The district court permitted Hospira to cross-examine [Amgen’s
expert] and to present the testimony of its own damages expert….”
― “In view of [Amgen’s expert’s] testimony, we also find that substantial
evidence supports the jury’s damages award and see no reason to
vacate it.”

Amgen Inc. v. Hospira, Inc., Nos. 2019-1067, -1102, 2019 U.S. App. LEXIS 37035 (Fed. Cir. Dec. 16, 2019),
appeal from 336 F. Supp. 3d 333 (D. Del. 2018).
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Amgen v. Hospira | EPOGEN Litigation –
Safe Harbor
• Federal Circuit affirmed denial of JMOL regarding § 271(e)(1) safe harbor
― “It shall not be an act of infringement to make, use, offer to sell, or sell…a patented
invention…solely for uses reasonably related to the development and submission of
information under a Federal law which regulates the manufacture, use, or sale of
drugs…”
• Hospira argued that the jury instructions “improperly focused…on…why each batch of EPO
was manufactured, not how each batch was used” and that no reasonable jury could find
only 7 of Hospira’s 21 EPO batches protected under the safe harbor
• Federal Circuit:
― Agreed with Amgen and the district court that “[t]he accused activity is Hospira’s use
of Amgen’s claimed methods of manufacture,” so “[t]he relevant inquiry…is
not how Hospira used each batch it manufactured, but whether each act of
manufacture was for uses reasonably related to submitting information to the FDA”
― Held that “substantial evidence supports the jury’s finding,” relying on testimony by
Amgen expert and Hospira witnesses

Amgen Inc. v. Hospira, Inc., Nos. 2019-1067, -1102, 2019 U.S. App. LEXIS 37035 (Fed. Cir. Dec. 16, 2019),
appeal from 336 F. Supp. 3d 333 (D. Del. 2018).
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Amgen v. Hospira | EPOGEN Litigation –
Safe Harbor
• On 1/15/20, Hospira petitioned for rehearing en banc:

•

Statute: “It shall not be an act of infringement to make, use, offer to sell, or
sell…a patented invention…solely for uses reasonably related to the development
and submission of information under a Federal law which regulates the
manufacture, use, or sale of drugs…”
Amgen Inc. v. Hospira, Inc., Nos. 2019-1067, -1102, 2019 U.S. App. LEXIS 37035 (Fed. Cir. Dec. 16, 2019),
appeal from 336 F. Supp. 3d 333 (D. Del. 2018).
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Commercial Marketing Notice
aBLA filed

FDA accepts aBLA for review

1, 2

3A

(20 days)

(60 days)

Applicant provides
confidential info to reference
product sponsor (RPS)

RPS provides patent list

3B

3C

4

5

(60 days)

(60 days)

Applicant provides patent list
and detailed statement

RPS provides detailed
statement

RPS and applicant negotiate
final list of patents

[[OR - no agreement after 15
days, applicant identifies
number of patents;
simultaneous exchange]]

6

8A

8B, 9A

(30 days)

(180 days before first
commercial marketing)

RPS can seek injunction as to
patent on 3A or 3B list but
not on 4 or 5 list; applicant
or RPS can file DJ action on
same

RPS files suit

Applicant provides notice

42 U.S.C. § 262(l).
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Required Regardless of Patent Dance
•

An applicant must provide notice, regardless of whether the applicant provided the
confidential information to engage in the patent dance

Amgen Inc. v. Apotex Inc., 827 F.3d 1052 (Fed. Cir. 2016).
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Timing
•

Notice of commercial marketing can be given before FDA licenses the biosimilar

Sandoz Inc. v. Amgen Inc., 137 S. Ct. 1664 (2017).
119

Applicant Does Not Provide Notice
•

If the applicant fails to complete an action required
under paragraph (8)(A), the reference product sponsor,
but not the applicant, may bring a declaratory
judgment action for any patent that is included on
either the reference product sponsor’s or applicant’s
initial list

42 U.S.C. § 262(l)(9)(B).
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Immediate DJ Action by Applicant After Notice?
•

“The BPCIA is…structured so that after the applicant provides
notice of commercial marketing, either party can bring suit
with respect to any of the leftover patents that were not
selected for litigation through the parties' exchanges and
negotiations.”

•

“Allowing an applicant to side-step the BPCIA’s exchange and
negotiation requirements and bring suit on any patent simply
by filing its notice of commercial marketing would effectively
vitiate the BPCIA’s provisions.”
Amgen, Inc. v. Genentech, Inc., No. 17-7349, 2018 WL 910198 (C.D. Cal. Jan. 11, 2018).
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BPCIA Litigation Tips
•

•

Applicants should:
―

Consider possible outcomes when deciding whether to initiate a patent dance
and deciding when to provide commercial marketing notice

―

Monitor and make strategic decisions based on developments in the law

Reference product sponsors should:
―

Consider possible outcomes when deciding which patents to identify during
the patent dance and how to respond to commercial marketing notice

―

Prepare for infringement suits and declaratory judgment actions, in case the
applicant does not comply with the patent dance

―

Monitor and make strategic decisions based on developments in the law
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BPCIA Litigations
Product

HUMIRA
(adalimumab)

AVASTIN
(bevacizumab)

District Court Case

Status

AbbVie v. Amgen, No. 16-0666
(D. Del. filed Aug. 4, 2016)

Stipulated dismissal (Sept. 28, 2017)

AbbVie v. Boehringer Ingelheim, No. 17-1065
(D. Del. filed Aug. 2, 2017)

Stipulated dismissal (May 15, 2019)

AbbVie v. Sandoz, No. 18-12668
(D.N.J. filed Aug. 10, 2018)

Stipulated dismissal without prejudice (Oct.
16, 2018)

Coherus BioSciences v. Amgen, 1:19-cv-00139
(D. Del. Jan. 24, 2019)
(biosim v. biosim)

Settled Nov. 2019

Genentech v. Amgen, Nos. 17-1407, 17-1471
(D. Del. filed Oct. 10, 2017)

Pending (depositions Jan. 2020; jury trial to
start Nov. 30, 2020)

Genentech v. Immunex, 19-cv-00602
(D. Del. filed Mar. 29, 2019)

Motion for preliminary injunction denied
July 26, 2019, appeal pending
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BPCIA Litigations (con’t)
Product

EPOGEN
(epoetin alfa)

ENBREL
(etanercept)

District Court Case

Status

Amgen v. Hospira, No. 15-0839
(D. Del. filed Sept. 18, 2015)

Judgment of infringement and
$70M in damages (Sept. 11, 2018)
after 5-day jury trial; Federal
Circuit aff’d (Dec. 16, 2019),
petition for en banc rehearing Jan.
16, 2020

Immunex v. Sandoz, No. 16-1118
(D.N.J. filed Feb. 29, 2016)

Final judgment for Amgen (Oct. 8,
2019), appeal pending

Immunex v. Samsung Bioepis, 19-cv11755
(D.N.J. filed April 30, 2019)
(Eticovo approved)

Consent injunction order and
administrative stay granted Jan.
2020
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BPCIA Litigations (con’t)
Product

NEUPOGEN
(filgrastim),
NEULASTA
(pegfilgrastim)

District Court Case

Status

Amgen v. Apotex, Nos. 15-61631, 15-62081
(S.D. Fla. filed Aug. 6, 2015)

Judgment of noninfringement (Sept. 6, 2016)
following 5-day bench trial; Federal Circuit
affirmed (No. 17-1010)

Amgen v. Sandoz, Nos. 14-4741, 16-2581
(N.D. Cal. filed Oct. 24, 2014)

SJ of noninfringement (Jan. 8, 2018); Federal
Circuit aff’d (May 8, 2019), rehearing granted in
part and case remanded (Sept 10, 2019)

Amgen v. Coherus, No. 17-0546
(D. Del. filed May 10, 2017)

Dismissed with prejudice for failure to state a
claim; Federal Circuit aff’d (Juy 29, 2019)

Amgen v. Mylan, No. 17-1235
(W.D. Pa. filed Sept. 25, 2017)

Judgment non-infringement (Sept. 17, 2019)

Amgen v. Adello, No. 18-3347
(D.N.J. filed March 8, 2018)

Dismissed without prejudice (Nov. 25, 2019)

Amgen v. Hospira, No. 18-1064
(D. Del. filed July 19, 2018)

Pending (jury trial to start June 15, 2020)

Amgen v. Apotex, No. 18-61828
(S.D. Fla. Filed Aug. 7, 2018)

Dismissed (Nov. 15, 2019)

Amgen v. Tanvex, 3:19-cv-1374
(S.D. Cal. filed July 23, 2019)

Dismissed without prejudice (Dec. 20, 2019)
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BPCIA Litigations (con’t)
Product

REMICADE
(infliximab)

RITUXAN
(rituximab)

HERCEPTIN
(trastuzumab)

District Court Case

Status

Janssen v. Celltrion, Nos. 15-10698, 16-1117
(D. Mass. filed March 6, 2015)

Stipulated dismissal (June 30, 2017)

Janssen v. Samsung Bioepis, No. 17-3524
(D.N.J. filed May 17, 2017)

Stipulated dismissal (Nov. 30, 2017)

Janssen v. Celltrion, No. 17-11008
(D. Mass. filed May 31, 2017)

SJ of noninfringement (Aug. 23, 2018); Federal
Circuit appeal pending (Nos. 18-2321, 18-2350;
oral argument scheduled March 4, 2020)

Genentech v. Sandoz, No. 17-13507
(D.N.J. filed Dec. 21, 2017)

Stipulated dismissal (Dec. 6, 2018)

Genentech v. Celltrion, Nos. 18-0574, 18-11553
(D.N.J. filed Jan. 12, 2018)

Stipulated dismissal (Nov. 1, 2018)

Genentech v. Pfizer, No. 17-1672
(D. Del. filed Nov. 17, 2017)

Stipulated dismissal (Dec. 4, 2018)

Genentech v. Celltrion, Nos. 18-0095, 18-1025
(D. Del. filed Jan. 12, 2018)

Stipulated dismissal (Dec. 27, 2018)

Genentech v. Amgen, No. 18-0924
(D. Del. filed June 22, 2018)

Pending (Jury trial to start April 20, 2020)

Genentech v. Samsung Bioepis, No. 18-1363
(D. Del. filed Sept. 5, 2018)

Stipulated dismissal (July 1, 2019)
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