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Agenda
Ø

Ø

Ø
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Pathways to Market
▪

Biologics License Application (BLA)

▪

The Biologics Price Competition and Innovation Act (“BPCIA”)

State of the BPCIA After Amgen v. Sandoz
▪

Is the “Patent Dance” Optional?

▪

When can effective notice of commercial marketing be given?

Anti-Patent Climate
▪

AIA and Inter partes review

▪

Constitutional Challenge

▪

Tribal Immunity

▪

Antitrust

▪

FDA Policies

Distinct Approval Pathway for
Biosimilars Created in 2010
STATUTE
STATUTE

U.S. Public Health
Service Act

U.S. Food Drug &
Cosmetic Act

PATHWAY
PATHWAY

New Drug
Application
(NDA) – 505(b)(1)
and 505(b)(2)

Abbreviated NDA
(505(j) or ANDA)

Biologic License
Application (BLA)
or “Standalone”
351(a)

BPCIA: Biologics Price Competition and Innovation Act; part of the Patient Protection and Affordable Care Act of 2009
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BIOSIMILAR
351(K) (Can be
interchangeable)

The Biologics Price Competition
and Innovation Act (“BPCIA”)
Ø

Signed into law on March 23, 2010 by President Obama as part of
the healthcare reform provisions included in the Patient Protection
and Affordable Care Act

Ø

Objective: To provide a pathway for follow-on biologic approval

Ø

Amended Section 351 of the Public Health Service Act (42 U.S.C. §
262) by adding:
▪

▪

§ 351(k) – licensure requirements for follow-on biologics as either:
▪

Biosimilar

▪

Interchangeable

§ 351(l) – patent dispute resolution – “Patent Dance”
▪
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What are the steps of the Dance, and which (if any) are mandatory?

Approval Pathways for Biosimilar
Candidates
CANDIDATE
BIOSIMILAR

Files Application:
351(a) BLA
(“Standalone” Pathway)

Files Application:
351(k) BLA

BIOLOGIC
BIOSIMILAR

INTERCHANGEABLE
(IC) BIOLOGIC
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Requirements for Biosimilarity
Ø Applicant must show that biosimilar product:
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▪

Is biosimilar to the reference product

▪

Utilizes the same mechanism of action for the proposed
condition(s) of use that have previously been approved for the
reference product

▪

Has the same route of administration, strength, and dosage
form as reference product

Defining Biosimilarity
Ø

Ø
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Definition:
▪

the biological product is highly similar to the reference product
notwithstanding minor differences in clinically inactive components;
and

▪

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

Data from:
▪

Analytical studies that show highly similar to the reference product

▪

Animal studies (including assessment of toxicity)

▪

Clinical studies showing “safety, purity, and potency”

Requirements for
Interchangeability
Ø Applicant must show:
▪

Biological product is biosimilar to the reference product

▪

Expected to provide same clinical result in any given patient

▪

Can switch between reference product and drug product without
diminished safety/efficacy

Note: The interchangeable product may be substituted for the reference
product without the authorization of the healthcare provider.
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Exclusivity
Ø First Interchangeable Product
▪
▪
▪
▪

1 year after commercial marketing of first-filers interchangeable
biosimilar
18 months after final court decision or dismissal
42 months after approval of first interchangeable biosimilar if
litigation still ongoing
18 months after approval of first interchangeable biosimilar if no
litigation

Note: Only applies to interchangeable products
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Dispute Resolution – “Patent Dance”
60 days
FDA acceptance
of the biosimilar
application

BA provides RPS
with an
unredacted copy
of the application

RPS provides the
BA with list of
patents

BA provides RPS
with detailed
statement
60 days

20 days

Parties to
negotiate
If NOT in
agreement,
exchange of list
and lawsuit

15 days

If in agreement,
RPS brings
lawsuit on
patents
30 days

5 days
BA notifies RPS
of number of
patents to be
litigated

Both parties
exchange list of
patents to be
litigated

RPS must bring
lawsuit
30 days
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RPS provides the
BS with a
detailed
statement
60 days

What Congress Intended
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What Congress Got
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Interpreting the Patent Dance
Ø Amgen v. Sandoz: Pioneer case for interpreting the Patent
Dance
▪

First biosimilar application accepted for FDA review under § 262(k)
(July 7, 2014)

▪

First biosimilar product approved by FDA (March 6, 2015)

▪

First look at how parties’ rights and obligations are determined under §
262(I)

Ø Key issues:
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▪

(1) Whether a biosimilar applicant can choose not to disclose its
biosimilar application and manufacturing information under 42 U.S.C. §
262(l)(2)(A).

▪

(2) Whether a biosimilar applicant can provide notice of commercial
marketing of its product under 42 U.S.C. § 262(l)(8)(A) prior to FDA
approval, and whether such notice is mandatory.

Issue 1:
Whether the initial disclosures under §
262(l) are optional
§ 262(l)(2)(A): Subsection (k) application information:
Ø Not later than 20 days after the Secretary notifies the
subsection (k) applicant that the application has been
accepted for review, the subsection (k) applicant—(A) shall
provide to the reference product sponsor a copy of the
application submitted to the Secretary under subsection (k),
and such other information that describes the process or
processes used to manufacture the biological product that is
the subject of such application.
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Supreme Court
(June 12, 2017)
Ø

Patent Dance:
▪

No federal injunction available to enforce the patent dance
▪

▪

No state law injunction either (US Court of Appeals for Fed. Cir.
Dec. 2017)

Section 262 “does provide a remedy for an applicant’s failure to turn
over its application and manufacturing information”:
▪

The RPS can bring an immediate declaratory-judgment action

§ 262(l)(9)(C): Subsection (k) application not provided:
If a subsection (k) applicant fails to provide the application and information
required under paragraph (2)(A), the reference product sponsor, but not the
subsection (k) applicant, may bring an action under section 2201 of title 28 for a
declaration of infringement, validity, or enforceability of any patent that claims
the biological product or a use of the biological product.

▪
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Congress’s decision to specify that remedy in the statute “excludes
all other federal remedies, including injunctive relief.”

Issue 2:
When can notice of commercial
marketing be provided?
§ 262(l)(8) Notice of commercial marketing and
preliminary injunction.
Ø (A) Notice of commercial marketing: The subsection (k)
applicant shall provide notice to the reference product
sponsor not later than 180 days before the date of the first
commercial marketing of the biological product licensed
under subsection (k).
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Supreme Court
(June 12, 2017)
Ø Notice of Commercial Marketing: Court held that notice
of commercial marketing can be given prior to FDA
approval of the biosimilar
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▪

Federal Circuit erred in issuing an injunction against Sandoz

▪

Statute’s use of the word “licensed” reflects that on the ‘date of
the first commercial marketing’, the product must be ‘licensed’

No Patent Dance –
Sandoz v. Amgen
Ø

RPS controls litigation

Ø

RPS may bring a declaratory judgment action asserting “any patent that
claims the biological product or a use of the biological product.” 42 U.S.C.
§ 262(I)(9)(C)

Ø

RPS has several options:
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§

Seek an immediate DJ action

§

Wait for BA to provide 180 day notice of commercial marketing and then seek
either a DJ or PI

§

Wait for commercial marketing and then seek DJ or PI

Abbreviated patent dance –
Janssen v. Celltrion
Ø

BA controls litigation

Ø

FDA accepted Celltrion’s infliximab biosimilar application (Oct 2014)

Ø

Celltrion produced its aBLA; Janssen identified six patents in its 3A list;
Celltrion provided its 3B detailed statement, accepted all six patents for
litigation, and attempted to waive subsequent steps in dance

Ø

Celltrion tried to force Janssen to file suit or be limited to reasonable
royalties

§ when an infringement action is brought “after the expiration of the 30-day period
described in subparagraph (A) or (B), as applicable, of [42 USC § 262(l)(6)]…. the
sole and exclusive remedy that may be granted by a court…shall be a reasonable
royalty” § 271(e)(6)

Ø
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Court: Since Celltrion did not finish the patent dance in “good faith:, it was
not entitled to trigger the 30-day deadline for reasonable royalties

Complete patent dance –
Abbvie v. Amgen
Ø

BA controls the scope of the first wave litigation

Ø

FDA accepted Amgen’s adalimumab biosimilar application (January 2016)

Ø

Engaged in the patent dance between February and August 2016

Ø

AbbVie listed 60+ patents in its 3A list during the patent

Ø

AbbVie and Amgen did not agree on a final negotiated list

Ø

AbbVie and Amgen exchanged 6 patents each, with an overlap of 2
patents, leading to 10 patents in the “first wave” of litigation

Ø

By not agreeing to a final list of patents, Amgen managed to limit the first
round of litigation to a maximum of 12 patents (2 overlapped, so 10
patents in actual litigation)
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America Invents Act (“AIA”)
Ø Congress passed the America Invents Act (“AIA”) in
2011 to respond to the rising costs of patent litigation
Ø The AIA encouraged Inter Partes Review (IPR)
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▪

An alternative to district court litigation that allows parties to
challenge the validity of patents for a fraction of the cost of
litigation

▪

Final decision must be reached within 12 month’s of the PTAB’s
decision to institute

▪

No standing is required to challenge patents

▪

Evidentiary Standard: Petitioner has burden of proving
unpatentability by “preponderance of the evidence”

Post-Grant Challenges
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IPRs Filed To Date

Biologic Drugs
1%
Orange Book Drugs

5%
Other Bio/Pharma
Drugs
4%

As of Jan. 31, 2018
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Other Technologies

90%

Bio/Pharma IPR Petitions Filed
Bio/Pharma IPRs

Orange Book Drug IPRs

Biologic Drug IPRs

Number of IPR Petitions
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FY 2017

Biologic Drug IPRs By Reference Product
Herceptin®
Rituxan®
Humira®*
Keytruda®
Opdivo®
Enbrel®
Lumizyme®/Myozyme®
Tysabri®
Avastin®
Botox®
Kadcyla®
Lantus® [505(b)(2)]
Dupixent
Dysport®
Elaprase®
Epogen®/Procrit®
Erbitux®
Neulasta®
Neupogen®
Orencia®
0
As of Jan. 31, 2018
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Biologic Drug IPRs And Number Of
Patents Challenged
# IPRs

# Patents Challenged

Herceptin®

Rituxan®

Humira®*

0
As of Jan. 31, 2018
26

5

10

15

20

25

30

35

Institution Outcomes
Instituted
(N=40) 47%

Pre-Institution Denied
(N=10) 12%

Orange Book Drug IPRs
Instituted
(N=225)

Pre-Institution Denied
(N=46) 12%

60%

Institution Denied
(N=35) 41%

Biologic Drug IPRs
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Institution Denied
(N=104) 28%

Final Decision Outcomes
Orange Book Drug IPRs

No Claim Found
Unpatentable
(N=3) 23%

All Claims Found
Unpatentable
(N=59)
43%

All Claims Found
Unpatentable (N=10) 77%

Biologic Drug IPRs
28

Some Claims Found
Unpatentable (N=6) 4%

No Claim Found
Unpatentable
(N=73) 53%

HUMIRA® Patents
Patents
8,889,135
9,017,680

Description
40mg biweekly
subcutaneous dosing for
treating RA

FWD: claims unpatentable

Formulation of TNF-a
IgG1 antibody at a protein
concentration of 50mg/mL
and pH of 4.0 to 8.0

Denied

Formulation of
adalimumab that does not
comprise a buffering
system

Pending

9,073,987
9,114,166

9,085,619
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IPR Status

Petitioner: Coherus Biosciences, Inc. &
Boehringer Ingelheim Pharmaceuticals,
Inc.

Petitioner: Coherus Biosciences, Inc.

Petitioner: Coherus Biosciences, Inc.

IPRs and Settlements
Ø

September 2017 – Abbvie settled with Amgen over HUMIRA® biosimilar
(AMJETIVA®)
§ Delay US entry of biosimilar until January 31, 2023
§ Delay EU entry of biosimilar until October 16, 2018
§ Abbvie will receive royalties on Amgen’s biosimilar when it launches

Ø
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HUMIRA® is unique:
§

Robust patent portfolio – approx. 110 patents

§

Some patents extend to 2034 in US

§

‘135 patent expires in 2018

IPRs and Constitutionality
Ø

Oil States vs. Greene’s Energy Group, et al. - Supreme Court to address
whether IPR violates the U.S. Constitution
§

Patent holders argue that the IPR process is unconstitutional because it
extinguishes important property rights without the use of a jury.

§

McCormick Harvesting Mach. Co. V. Aultman & Co., 169 U.S. 606 (1898) -Supreme Court held that once a patent is granted it “is not subject to be
revoked or canceled by the president, or any other officer of the Government”
because “[i]t has become the property of the patentee, and as such is entitled
to the same legal protection as other property.”

Ø

Are the rights granted by a patent purely private property rights, in
which case their taking must be adjudicated by a jury, or are they
public rights that may be altered or extinguished by an
administrative agency such as the PTAB?

Ø

Decision expected Summer 2018
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IPRs and Immunity
Ø

On September 8, 2017, Allergan transferred ownership of RESTASIS
(Cyclosporine Ophthalmic Emulsion) 0.05% patents to the Saint Regis
Mohawk Tribe

Ø

Tribe was paid $13.5 million up front and promised $15 million annually

Ø

As new owners, Tribe hopes to dismiss IPRs based on sovereign immunity
found in the Eleventh Amendment to US Constitution
§

Ø
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“Judicial power of the United States shall not be construed to extend to any suit in
law or equity, commenced or prosecuted against one of the United States by
Citizens of another State, or by Citizens or Subjects of any Foreign State.” U.S.
CONST. AMEND. XI.

Rely on recent rulings such as Covidien LP v. University of Florida Research
Foundation Inc., in which the PTAB dismissed IPR proceedings against the
University of Florida Research Foundation (UFRF) based on the university’s
claims of sovereign immunity.

IPRs and Immunity
Ø

On October 16, 2017 -- Federal judge ruled that patents are invalid due to
obviousness
Judge William Bryson explained that the court had “serious concerns about the
legitimacy of the tactic that Allergan and the Tribe have employed" and that
Allergan has paid the Tribe to "rent" its sovereign immunity at the US Patent Office.

§

Ø

February 23, 2018 – PTAB denied the Tribe’s motion to dismiss the pending
IPRs, stating that the doctrine of tribal sovereign immunity does not apply to
IPR proceedings.

Ø

March 2018- Preserving Access to Cost Effective Drugs (PACED) Act
introduced
§ The bill would amend title 35 of the United States Code to prevent a patent owner
from asserting sovereign immunity as a defense in certain actions before the United
States Patent and Trademark Office.
§
§
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could not be asserted in derivation, reexamination, inter partes review, and postgrant review proceedings.
Expands to Indian tribes and claims involving biosimilars

IPRs and Antitrust
Ø

On September 20, 2017, Pfizer sued Johnson & Johnson (“J&J”) alleging that
J&J has been conducting “anti-competitive practices” to prevent biosimilar
competition by effectively preventing health insurers, hospitals, and clinics
from offering Pfizer's lower-priced biosimilar product, Inflectra®.

Ø

First biosimilar antitrust lawsuit

Ø

Pfizer alleges:

Ø
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§

J&J signed “exclusionary contracts” with health insurers to ensure that Remicade® was given
preferential treatment over Pfizer’s biosimilar alternative.

§

J&J threatened to withhold significant rebates from insurers if they offered a biosimilar version
of Remicade®, amounting to an “Exclusionary Scheme.”

§

J&J offered Remicade® at discounted prices to health care providers that agreed not to
purchase biosimilar alternatives.

Scott White, president of J&J's Janssen Biotech unit, said J&J is “effectively
competing on value and price and, to date, Pfizer has failed to demonstrate
sufficient value to patients, providers, payers and employers.”

FDA Policies
Ø

March 7, 2018 – Commissioner Scott Gottlieb America’s Health Insurance
Plans’ National Health Policy Conference in Washington, D.C
§ a "rigged payment scheme” that is hurting biosimilar uptake and development

Ø

Proposals
§ FDA is examining a way to “better integrate policy and review functions that can
provide greater scientific and regulatory clarity for sponsors, and greater efficiencies
in the review of biosimilar and interchangeable applications.”
§ FDA is developing information and tools to “support the conduct of smaller, targeted
trials, and bring more biosimilars to market in a much more cost-effective and timely
manner.”
§ To encourage adoption of biosimilars, FDA is “committed to educating clinicians and
patients about the safety and effectiveness of FDA approved biosimilars.”
§ FDA intends to “strengthen partnerships with regulatory authorities in Europe, Japan,
and Canada” in order to help harmonize requirements for approval and to create a
global market for biosimilars.
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Thank you!

Joanna T. Brougher, Esq., MPH
Owner & Principal, BioPharma Law Group, PLLC
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