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Sound Quality
If you are listening via your computer speakers, please note that the quality
of your sound will vary depending on the speed and quality of your internet
connection.
If the sound quality is not satisfactory, you may listen via the phone: dial
1-877-447-0294 and enter your Conference ID and PIN when prompted.
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so we can address the problem.
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Viewing Quality
To maximize your screen, press the ‘Full Screen’ symbol located on the bottom
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Affirmation/Evaluation after the webinar.
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If you have not printed the conference materials for this program, please
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Click on the link to the PDF of the slides for today’s program, which is located
to the right of the slides, just above the Q&A box.

•

The PDF will open a separate tab/window. Print the slides by clicking on the
printer icon.

Disclaimer
These materials have been prepared solely for educational and
entertainment purposes to contribute to the understanding of U.S. and
European intellectual property law. These materials reflect only the
personal views of the authors and are not individualized legal advice. It is
understood that each case is fact specific, and that the appropriate
solution in any case will vary. Therefore, these materials may or may not
be relevant to any particular situation. Thus, the authors and Finnegan,
Henderson, Farabow, Garrett & Dunner, LLP (including Finnegan Europe
LLP, and Fei Han Foreign Legal Affairs Law Firm) cannot be bound either
philosophically or as representatives of their various present and future
clients to the comments expressed in these materials. The presentation
of these materials does not establish any form of attorney-client
relationship with these authors. While every attempt was made to ensure
that these materials are accurate, errors or omissions may be contained
therein, for which any liability is disclaimed. The authors thank Stacy
Lewis for preparing these slides.
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Orange Book
Approved Drug Products
Patent Information
Exclusivity Information
FDA Website, https://www.fda.gov/Drugs/InformationOnDrugs/ucm129662.htm;
21 U.S.C. § 355(j)(7)(A), (j)(12).
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Orange Book
• Includes small molecule drug
products
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•

Does not include biologic
products which are subject to
the BPCIA

Recent Orange Book Developments:
Orange Book Questions and Answers
Guidance for Industry (Draft, May 2020)

https://www.fda.gov/regulatory-information/search-fda-guidance-documents/orange-book-questions-and-answers-guidanceindustry
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Recent Orange Book Developments:
Orange Book Questions and Answers
Guidance for Industry (Draft, May 2020)
A. General Inquiries About the Content and Format of the Orange Book
B. Petitioned ANDAs
C. The Movement of Drug Products Between the Active and Discontinued 173
Sections of the Orange Book
D. Patent Listings
A. Form 3542; submitted within 30 days after the date of approval of the
NDA/supplement or within 30 days of issuance 263 of a patent for each patent
that claims the drug substance (active ingredient), drug product (formulation
or composition), and/or approved method of using the approved drug product.
https://www.fda.gov/regulatory-information/search-fda-guidance-documents/orange-book-questions-and-answers-guidanceindustry

9

Timely Submission
21 C.F.R. § 314.53(c)(2)(ii)

•

Within 30 days after the date of approval of its NDA or supplement,
the applicant must submit Form FDA 3542 for each patent that claims
the drug substance (active ingredient), drug product (formulation and
composition), or approved method of use.”

21 C.F.R. § 314.53(d)(3)

•
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“If the required patent information is not submitted within 30 days of
the issuance of the patent, FDA will list the patent, but patent
certifications . . . will be governed by the provisions regarding
untimely filed patent information.”

Timely Submission
Certification requirement turns on the timing of the ANDA or 505(b)(2)
application
If patent information is not timely filed:
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•

but patent information is listed before the generic drug application is filed
 generic drug applicant must nonetheless certify as to the patent;

•

and patent information is listed after the generic drug application is filed
 generic drug applicant is not required to certify as to the patent.

Possible Consequences of Not Timely Filing
Patent Information
Possible forfeiture of the benefits of Hatch-Waxman litigation, including
30-month stay of generic drug approval.
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Guidance: Use Codes
A14. An NDA holder’s amendment to the description of an approved method(s) of
use (MOU) claimed by the patent will be considered timely filed if it is submitted
within 30 days of
(1) patent issuance,
(2) approval of a corresponding change to the drug product labeling, or
(3) a decision by the U.S. Patent and Trademark Office or a Federal court that is
specific to the patent and alters the construction of a method-of-use claim(s)
of the patent. Outside of these circumstances, and except as provided in the
patent listing dispute regulations, an amendment to the description of the
approved MOU claimed by the patent will not be considered timely filed.
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Guidance: Reissues
A15. An NDA holder is required to request that the original patent be
removed from the Orange Book once a patent is reissued because, upon
patent reissuance, the original patent is surrendered and ceases to have
legal effect. Consistent with our regulations for any request to withdraw
a patent from the Orange Book, the original patent will remain listed in
the Orange Book until FDA determines that no first applicant is eligible
for 180-day exclusivity based on a paragraph IV certification to that
patent or after the 180-day exclusivity period of a first applicant based
on that patent has expired or has been extinguished or relinquished.
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Guidance: De-listing
• a patent or patent claim no longer meets the statutory requirements
for listing, the NDA holder must promptly notify FDA to amend or
withdraw the patent information and request that the patent
information be removed from the Orange Book.
• If amendment or withdrawal of patent information is required by court
order, the NDA holder must submit within 14 days of the date of order
entry.
• An NDA holder may submit a withdrawal of a patent and request for
removal by letter to the NDA file.
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To List or Not to List
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Benefits of Listing Patent Information
Provides notice of patent rights to possible generic companies
Triggers certification requirement:
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•

ANDA or 505(b)(2) applicant must certify as to each patent listed for the drug
or use of the drug for which the applicant seeks approval;

•

Certification must be made by ANDA/505(b)(2) even if accuracy or relevance
of the listed patent information is disputed; and

•

Notice of generic application and certification must be provided to the patent
owner(s) and NDA holder within 20 days from ANDA “receipt”
acknowledgement letter.

What Not to List
Methods of Making
Metabolites
Intermediates
Packaging?
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Devices? Packaging?
•

Key factor is whether the patent being submitted claims the finished dosage form of the approved
drug product.

•

Can patents be submitted for bottles or containers and other packaging?

•

See FDA 68 Fed. Reg. 36,676, 36,680 (June 18, 2003): “The key factor is whether the patent being
submitted claims the finished dosage form of the approved drug product. Patents must not be
submitted for bottles or containers and other packaging, as these are not ‘dosage forms.’’’ 68 Fed.
Reg. 36,676, 36,680 (June 18, 2003).”

•

But see IPO Submission, https://www.finnegan.com/en/insights/blogs/ip-fda-blog/modernization-ofthe-orange-book.html: “depending on how claims of the patent are drafted, … device-related
patents, such as pre-filled cartridges and disposable pens, bottles, containers, or other similar
packaging should be listable as long as a patent claim is reasonably related to an approved drug
substance, drug product, or method of use.”
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FLOVENT® – Packaging or Product?
U.S. 9,861,771
• Currently listed in the
Orange Book for
Flovent HFA ®
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Current List Of Approved Drug Product Dosage
Forms: Appendix C
http://www.fda.gov/downloads/drugs/developmentapprovalprocess/ucm071122.pdf

Aerosol, metered; Aerosol Foam
Cloth
Insert
Patch
Sponge
Spray metered
Swab
Tape
Implant
System
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Alleged Improper Listing
•

Antitrust action based in part on allegations
of improper listing of six patents in the
Orange Book

•

The FDA has expressly interpreted "drug
products" which must be listed in the Orange
Book to include "pre-filled drug delivery
systems." Lantus SoloSTAR was, in fact, sold
as a pre-filled drug delivery system.

•

“[W]hile it may be debatable whether
the Lantus SoloSTAR fits neatly into the
category of patents that must be disclosed, it
does not fit into the category of patents that
must not be disclosed.”

Lantus SoloStar:
Insulin glargine
solution sold in an
injector pen
formulation

In re Lantus Direct Purchaser Antitrust Litig., 284 F. Supp. 3d 91, 105 (D. Mass. 2018)
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Improperly Listed Patent Information

https://www.fda.gov/regulatory-information/search-fda-guidance-documents/orange-book-questions-and-answers-guidanceindustry
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Possible Consequences
of Improperly Listing Patent Information
•

Counterclaims in district court litigation;
― 21 U.S.C. § 355(c)(3)(D) (for 505(b)(2)); § 355(j)(5)(C) (for ANDAs)

•

Listing dispute filed with the FDA;
― 21 C.F.R. § 314.53(f)(1):
― If any person disputes the accuracy or relevance of patent information submitted
to the Agency … that person must first notify the Agency in a written or electronic
communication titled “314.53(f) Patent Listing Dispute.” (See 21 C.F.R. §
314.50(i)(5) (for 505(b)(2) applicants); id. § 314.94(a)(12)(vii) (for ANDAs)
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•

Allegations of antitrust;

•

Penalties for perjury.

Counterclaim Based on Improper Listing
If an NDA holder or patent owner bring an infringement action, “the [generic]
applicant may assert a counterclaim seeking an order requiring the [NDA]
holder to correct or delete the patent information . . .”
Counterclaims may allege that the patent does not claim either:
•
•

the drug for which the application was approved; or
an approved method of using the drug.

Remedy for successful counterclaim:
•

•
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Injunction for correction of patent
― See Novo Nordisk A/S v. Caraco Pharm. Labs., Ltd., 688 F.3d 766, 768-69
(Fed. Cir. 2012) (“[T]he District Court was correct in issuing an injunction
requiring correction of Novo’s use code”).
Damages are not available (21 U.S.C. § 355(c)(3)(D)(iii)).

Administrative Proceedings Challenging
Listing
Patent listing dispute general overview:
•

Request is made

•

FDA will send the dispute to the NDA holder

•

NDA holder must respond within 30 days by confirming the correctness of the
information or amending or withdrawing

•

FDA will send the response to the party that made the request

See 21 C.F.R. § 314.53(f)
26

Orange Book Disputes at FDA | Drug Claims

Any person

FDA

NDA holder

FDA

• Submits “314.53(f)
Patent Listing Dispute”
communication
• Describes specific
grounds for
disagreement

• Sends communication
to NDA holder without
review or redaction

• Within 30 days,
withdraw or amend
the information OR
confirm correctness

• Changes listing only if
NDA holder withdraws
or amends the
information

21 C.F.R. § 314.53(f)
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Orange Book Disputes | Method of Use Claims: Use Codes

Any person

FDA

NDA holder

FDA

• Submits “314.53(f)
Patent Listing Dispute”
communication
• ≤250 words on claim
scope

• Sends communication
to NDA holder without
review or redaction

• Within 30 days,
withdraw or amend
the information OR
confirm correctness
• ≤250 words on claim
scope

• Changes listing only if
NDA holder withdraws
or amends the
information

Description of the patented method of use as required for publication: Must contain
adequate information to assist ANDA/505(b)(2) applicants in determining whether a listed
patent claims a use for which it is not seeking approval
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21 C.F.R. § 314.53(f)

Listing Dispute: Example
• Drug Product Name: Paliperidone palmitate
― Antipsychotic, indicated for schizophrenia in adults and for schizoaffective
disorder in adults as monotherapy and as an adjunct to mood stabilizers or
antidepressants.

• Listed Patent: 9,439,906
― Claim 1 covers a dosing regimen for administering paliperidone palmitate to a
psychiatric patient in need of treatment for schizophrenia/schizoaffective
disorder comprising administering intramuscularly in the deltoid of a patient a
first loading dose of a sustained release formulation on the first day of
treatment, and a second loading dose of a sustained release formulation on the
6th to 10th day of treatment, then administering a maintenance dose after the
second loading dose.
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Listing Dispute: Example
Old Use Code

New Use Code

U-543: Treatment of Schizophrenia

U-2757: Dosing regimen for the treatment
of schizophrenia in adults by administering
two loading doses of paliperidone
palmitate followed by maintenance dose(s)

U-1901: Treatment of Schizoaffective
Disorder as a Monotherapy and as an
adjunct to mood stabilizers or
antidepressants

U-2758: Dosing regimen for the treatment
of schizoaffective disorder in adults as a
monotherapy and as an adjunct to mood
stabilizers or antidepressants by
administering two loading doses of
paliperidone palmitate followed by
maintenance dose(s)
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List of Disputes on FDA Website

https://www.fda.gov/drugs/drug-approvals-and-databases/orange-book-patent-listing-dispute-list
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40 Disputes Involving 88 Listed Patents
Pending
1
2%

No Orange Book Changes
19
48%

Patent Listing Updated
20
50%

https://www.fda.gov/drugs/drug-approvals-and-databases/orange-book-patent-listing-dispute-list, current through Oct. 9, 2020
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Litigated Listing Issues
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Apotex, Inc. v. Daiichi,
2016 U.S. Dist. LEXIS 2126 (ND Ill Jan. 8, 2016)
Daiichi patents 6,878,703 and 5,616,599 listed for Benicar®.
Mylan first ANDA filer.
Daiichi statutorily disclaimed ‘703 patent.
Daiichi sued on ‘599 patent and Mylan found to infringe -> para. IV cert for ‘599 changed to para.
III, but para. IV cert to ‘703 remained because its still listed.
Mylan still entitled to 180-day exclusivity.
Apotex sought judgment of non-infringement by Apotex’s ANDA of the ‘703.
Mylan intervened because judgment could eliminate exclusivity period.
DC: Granted judgment of non-infringement.

•
•
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‘703 patent remained barrier to entry because still listed in Orange Book.
Non-infringement follows as matter of law because patent disclaimed.

Glenmark Generics Ltd. v. Ferring B.V., 014 U.S.
Dist. LEXIS 146528 (E.D.Va. Oct. 14, 2014)
U.S. Pat. No. 7,002,340 listed for DDAVP Tablets.
Glenmark filed ANDA.
Patent disclaimed and requested de-listed, but FDA had not done yet and therefore no ANDA
approval.
Ferring motion to dismiss for lack of justiciable controversy (no dispute possible over
disclaimed patent).
DC: Denied.

•
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“a declaratory judgment from this Court could redress Glenmark's alleged injury, as
it could remove the ′340 patent's effect of excluding the generic drug from the
market.”

Avanir Pharms. v. Actavis South, 36
F.Supp.3d 475 (D.Del. April 30, 2014)
Nuedexta®
DC: Judgment of infringement of two patents, noninfringement of two
patents, and validity of 3 patents.
•

“The parties shall submit briefs, …addressing whether, in light of the
Court's finding that Nuedexta® does not meet the “therapeutically
effective” limitation of the '115 patent, the Court should grant
Defendants' request to “delist” the '115 patent from the “Orange
Book” entry for Nuedexta®, pursuant to 21 U.S.C. § 355(b)(1)(G)….

FC: Affirmed (Rule 36, 612 Fed.Appx. 613 (Fed. Cir. 2015)).
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Standing to Appeal Based on Orange Book Listing
IPR petitioners must have constitutional standing to appeal to the Federal Circuit.
Consumer Watchdog v. Wis. Alumni Research Found., 753 F.3d 1258 (Fed. Cir. 2014)

Generic IPR petitioner
•
Standing because:
― Tentative FDA approval
― Blocked by UCB patent
― Invalidating claims would advance launch of
its product

Patent Owner
•
No standing because:
― Patent not invalid in district court
― FDA will not approve generic version until
2022
― No case or controversy because P-III
generic cannot infringe

Federal Circuit
• The mere listing of the patent in the Orange Book inflicts a concrete commercial injury
redressable by this court
• Generic petitioner has standing to appeal from the Board’s decision even though it may
be incapable (as a P-III filer) of maintaining a parallel Hatch-Waxman suit
Amerigen Pharm. Ltd. v. UCB Pharma GmBH, 913 F.3d 1076 (Fed. Cir. 2019)
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FDA: Listing of Patent Information in the
Orange Book; Establishment of a Public
Docket; Request for Comments

https://www.federalregister.gov/documents/2020/06/01/2020-11684/listing-of-patent-information-in-the-orange-bookestablishment-of-a-public-docket-request-for
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Listing of Patent Information in the Orange Book;
Establishment of a Public Docket; Request for Comments
•
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A. General Questions
1.

Do 505(b)(2) and ANDA applicants currently encounter any challenges because certain types or
categories of patents are not listed in FDA's Orange Book?

2.

Given the general increasing complexity of products approved in an NDA (e.g., drug-device
combination products, complex delivery systems, associated digital applications), are there any
aspects of FDA's interpretation of the statutory requirement for NDA holders to submit information
on a patent that claims the drug or a method of using such drug that are not sufficiently clear? If
there is a lack of clarity, how could this be resolved?

3.

How would NDA holders and prospective 505(b)(2) and ANDA applicants weigh any advantages that
may result from listing of additional types or categories of patent in the Orange Book against the
potential need to submit additional patent certifications that could result in a delay of approval of
a 505(b)(2) application or ANDA?

4.

If you think FDA should clarify the type of patents that must be listed in the Orange Book, what
factors should FDA consider in implementing this clarification? For example, should FDA consider
specific factors in evaluating the timeliness of patent information submitted after such
clarification?

5.

Are there other issues related to the listing of patent information that we should consider?

Listing of Patent Information in the Orange Book;
Establishment of a Public Docket; Request for Comments
•

B. Drug Product Patents
1. Are there elements of FDA's regulatory definition of drug product or dosage form
in § 314.3(b) that may be helpful to clarify to assist NDA holders in determining
whether a patent claims the finished dosage form of an approved drug product?
2. What factors should FDA consider in providing any clarifications related to
whether device-related patents need to be submitted for listing as a patent that
claims the drug? For example, what are the advantages and disadvantages of
requiring patents that claim a device constituent part of a combination product
approved under section 505 of the FD&C Act to also claim and/or disclose the
active ingredient or formulation of the approved drug product (or the drug
product class) to fall within the type of patent information that is required to be
submitted to FDA for listing in the Orange Book? Also, how, if at all, should this
analysis be affected by considerations about whether the device or specific
component of device claimed in the patent is “integral” (see 68 FR 36676 at
36680) to the administration of the drug?
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Listing of Patent Information in the Orange Book;
Establishment of a Public Docket; Request for Comments
•
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C. Method-of-Use Patents
1.

What information should FDA consider regarding when a patent that claims a method of using
a device constituent part, or only a component of a device constituent part, might or might
not meet the statutory standard for submission by the NDA holder for listing in the Orange
Book as a method-of-use patent? Should FDA consider whether: (1) The patent claims and/or
discloses the active ingredient or formulation of the approved drug product (or the drug
product class)?; (2) the device constituent part is described in certain sections of the listed
drug labeling?; or (3) use of the device is described in labeling for the listed drug, but the
device is not a constituent part of the drug product? Should FDA consider whether the drug
product labeling states that the drug is only for use with the specific device? Should FDA also
consider device labeling, for example whether the device labeling indicates the device is for
use with the specific drug?

2.

What information should FDA consider regarding whether there are circumstances in which a
patent claiming the way an approved drug product is administered would meet the statutory
standard for submission by the NDA holder for listing in the Orange Book as a drug product
patent rather than a method-of-use patent?

3.

What information should FDA consider regarding whether there are circumstances in which a
method-of-use patent claiming the way an approved drug product is administered that is not
described in FDA-approved product labeling would meet the statutory standard for listing in
the Orange Book?

Listing of Patent Information in the Orange Book;
Establishment of a Public Docket; Request for Comments
•

D. REMS-Related Patents
1.

2.

•

E. Patents for Digital Applications
1.

2.
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What information should FDA consider regarding whether patents that claim how the
sponsor has implemented a particular REMS requirement meet the statutory requirement
for the type of patent information that is required to be submitted to FDA for listing in the
Orange Book? What factors should be considered in making this determination?
Are there other issues related to patents that claim how the sponsor has implemented a
particular REMS requirement that FDA should consider with regard to listing patent
information in the Orange Book, including any potential impact listing such patents in the
Orange Book could have on development of REMS for generic versions of products? For
example, does listing patent information in the Orange Book for such patents pose
difficulties for ANDA applicants in developing a single, shared system REMS for that product?

If an approved drug product has an associated digital application (e.g., a mobile application
that accepts and records information from an ingestible sensor in a drug product), what
factors should be considered in determining whether a patent that claims an aspect of that
digital application meets the standards for listing in the Orange Book?
Are there other issues related to patents for digital applications associated with approved
drugs that should be considered with regard to listing patent information in the Orange
Book?

IPO Response
• See, IPO Submission,
https://www.finnegan.com/en/insights/blogs/ip-fdablog/modernization-of-the-orange-book.html
• “Modernizing the Orange Book to improve transparency and ease of
use will help the industry as a whole.”
• IPO believes that any patent should be listed in the Orange Book as
long as it reasonably relates to any CDER-approved non-biologic drug
substance, drug product, or method of treatment. This would
generally include: (1) patents that claim a device constituent part of
a combination product; (2) patents that claim a device whose use is
referenced in approved drug labeling; (3) patents associated with an
existing REMS; and (4) patents associated with digital applications in
appropriate circumstances. This would also include patents that claim
a device constituent part of a combination product and patents that
claim a device whose use is referenced in approved drug labeling.
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IPO Response (con’t)
• In addition, IPO provides specific suggestions for improvements to
Form 3542 to facilitate proper patent listing in the Orange Book.
While our preference would be to eliminate the “box-checking”
within Form 3542 and substitute it with a simple listing of patents,
representative claims and use descriptions, we appreciate the FDA’s
role in the patent review process, including practical ease of
processing. We ask that the FDA consider our proposed modifications
to Form 3542 as described in an Appendix to these comments.
• With respect to Form 3542, preference would be to eliminate the
“box-checking” and substitute it with a simple listing of patents,
representative claims and use descriptions. But if Form 3542 is to
continue in its current form, the Appendix to the IPO submission,
principally coauthored by Jill, Stacy, and Tom, shows suggestions for
revisions to Form 3542 with a particular focus on making the Form
easier to use and eliminate uncertainty. No FDA response yet on
these comments.
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Other Life Science Industry Responses
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•

Trade associations, including phrma, BIO, and IPO

•

Brand name pharmaceutical companies, including Sanofi and Novo Nordisk

•

Generic manufacturers, including Apotex and Mylan, and

•

Academics.

PhRMA Response, BIO, Sanofi and Novo
Nordisk

Civica, Mylan, Apotex

-device-related patents, REMS-related
patents, and patents associated with
digital applications should not be
categorically restricted or excluded from
the Orange Book listing.
-same for patents claiming a method of
using such a constituent device or
component thereof.

-opposed listing device-related patents
broadly. Only listed if expressly discloses
the NDA product by name, its API by
name, or its precise formulation.
-REMS-related patents should not be listed
in the Orange Book because they do not
“claim” the approved drug or a method of
using such drug. See

Best Practices for Orange Book Listing
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How to List
•

Form 3542a
― With original unapproved
NDA, amendment, or
supplement.

•

Form 3542
― Within 30 days after
approval or patent
issuance, if patent issues
after approval.

•

Both updated to conform to
2016 final rule.

•

See, Appendix to IPO
Submission to FDA request
for comments,
https://www.finnegan.com/
en/insights/blogs/ip-fdablog/modernization-of-theorange-book.html

47

Patent Information that “MUST” Be Submitted
21 U.S.C. § 355(b)(1):
•

NDA applicants “shall file with the [NDA] application the patent number and the
expiration date of any patent which claims the drug for which the applicant submitted
the application or which claims a method of using such drug with respect to which a
claim of patent infringement could reasonably be asserted if a person not licensed by
the owner engaged in the manufacture, use, or sale of the drug.”

“Drug” is ”drug product” (see 21 C.F.R. § 314.53(b)(1))
21 C.F.R. § 314.53(b)(1):
•

Patent information that “must” be submitted consists of:
― Drug substance patents,
― Drug product patents, and
― Method-of-use patents
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IPO Submission Appendix:
Suggestion re Drug Substance Section
PROPOSAL: 2.1 Does the patent contain at least one claim that is directed to the drug
substance in the drug product that is the active ingredient in the drug product described in
the approved NDA or supplement? If yes, skip to Question 2.5.
Rationale: First, since a patent typically has multiple claims, the addition of “at least one
claim” provides a more accurate question. Second, because we also recommend modifications
to 2.2 and elimination of 2.3 and 2.4, we recommend deleting “If yes, skip to Question 2.5.”

PROPOSAL: 2.2 Does the patent Is the only basis for potential listability of the patent at
least one claim only directed to a drug substance that is a different polymorph of the
active ingredient described in the NDA or supplement?
Rationale: Because a patent typically has multiple claims, the use of “only” in present 2.2, is
confusing. This revision makes clear that the answer to 2.2 is “Yes” if at least one claim in the
patent is directed to a different polymorph of the drug product described in the approved NDA
or supplement and if that at least one claim is the only basis for listability of the patent.
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IPO Submission Appendix:
Suggestion re Drug Substance Section (cont’d)

PROPOSAL: Delete questions
Rationale: We recommend that if the only potential basis for listability of a patent is
that it has one or more claims directed to a drug substance that is a different
polymorph of the active ingredient described in the NDA or a supplement, then it should
not be listed. In other words, if the answer to Section 2.2 is “yes”, then the patent
should not be listed.

PROPOSAL: Delete question
Rationale: Answer must be yes in accord with Abbott v. Sandoz, 566 F.3d 1282 (Fed. Cir.
2009) (en banc) and Atlantic Thermoplastics Co. v. Faytex Corp., 970 F.2d 834 (Fed. Cir.
1992), holding that process limitations are not taken into account in assessing the
patentability of the product in a product-by-process claim. Otherwise, the claims of the
patent could not, or at least should not, have issued. Hence, 2.7 is rendered redundant
and can be eliminated.
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Drug Substance:
DALVANCE® (dalbavancin)
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DALVANCE® (dalbavancin) (cont’d)

7,115,564 Patent: 1. A stabilized dry dosage form for reconstitution
comprising: dalbavancin; an effective stabilizer comprising mannitol and lactose;
wherein the pH of the dosage form is about 3 to about 5.
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DALVANCE® (dalbavancin) (cont’d)
From the Specification of the ‘564 patent:
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•

As used herein, the term “dalbavancin” refers to compositions comprising
one or more, preferably two or more, closely related homologs, termed “A0,”
“A1,” “B0,” “B1,” “C0,” and “C1,” as described below, or monomers, multimers
(i.e., dimer or higher order multimer), tautomers, esters, solvates, or
pharmaceutically acceptable salts thereof.

•

Dalbavancin is often provided as a hydrochloride salt, which is freely soluble
in water.

Yasmin® : What is Approved Method?
Label:
Indication: Yasmin® is indicated for use by women to
prevent pregnancy.
Clinical Pharmacology section: Yasmin exhibits antimineralocorticoid activity* and has the potential for antiandrogenic** activity based on animal studies.
* regulation of water and electrolyte balance
**improving acne, seborrhea, and hirsutism
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Yasmin® : The ‘652 Patent
1.
A method of simultaneously achieving, during
premenopause or menopause a gestagenic effect,
antiandrogenic effect, and an antialdosterone effect in a
female patient in need thereof comprising administering an
amount of dihydrospirorenone to said female patient,
wherein said amount of dihydrospirorenone is effective to
simultaneously achieve a gestagenic effect, antiandrogenic
effect and antialdosterone* effect in said patient.
•

The other independent claim is of similar scope.
*aldosterone receptor antagonism through its affinity for the mineralocorticoid
receptor
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No Infringement
(Bayer v. Lupin, 376 F.3d 1316 (Fed. Cir. 2012))
Generics filed para. IV and moved for judgment of noninfringement.
•

Argued that their ANDAs related to the use of the generic form of Yasmin
only for oral contraception and not for the combination of claimed uses in
the ’652 patent.

District court agreed. No infringement
•
•

FDA had not given approval for the use of the drug that was claimed in the
’652 patent.
An action for infringement of a method-of-use patent could be brought only if
the FDA had approved the use claimed in the patent under the patent-holder’s
NDA.

Federal Circuit agreed.
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“Approved Method”
[The references to anti-mineralocorticoid and anti-androgenic activity in the
YASMIN “Clinical Pharmacology” labeling section] demonstrates only that the
FDA was aware that Yasmin could cause the effects discussed in the ’652
patent.
It does not go to the critical question of whether the FDA has found Yasmin
to be safe and effective for the purpose of inducing those effects in a
premenopausal or menopausal patient with a specific need for those effects.
Absent that finding of safety and efficacy, and the recognition of such
safety and efficacy on the Yasmin label, the Yasmin label cannot instruct
(and the ANDA proposed label cannot induce infringement of) the method of
use claimed in the ’652 patent.
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PENNSAID®
(diclofenac sodium topical solution)
1.5% w/w
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8,217,078 Patent Claim
HZNP Meds. LLC v. Actavis Labs. UT, Inc., 940 F.3d 680 (Fed. Cir. 2019): patents are invalid and not infringed

1. A method for applying topical agents to a knee of a patient with pain,
said method comprising:
applying a first medication consisting of a topical diclofenac preparation to an area
of the knee of said patient to treat osteoarthritis of the knee of said patient,
wherein the topical diclofenac preparation comprises a therapeutically effective amount of diclofenac and 40-50%
w/w dimethyl sulfoxide;

waiting for the treated area to dry; and
subsequently applying a second medication consisting of a topical medication,
which is other than said first medication and is selected from the group consisting of an NSAID, tretinoin, minoxidil,
a corticosteroid, to said treated area after said treated area is dry, wherein said subsequent application occurs
during a course of treatment of said patient with said topical diclofenac preparation.
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Hatch-Waxman Litigation
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Types of Patent Certifications
• ANDA and 505(b)(2)
applicants must
certify one of the
following with
respect to each listed
patent

I

Patent information not filed

II

Patent expired

III

Date patent will expire

IV

Patent invalid/not infringed
See 21 U.S.C. § 355(b)(2)(A) (for 505(b)(2));
id. § 355(j)(2)(A)(vii)(I)-(IV) (for ANDAs)
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Hatch-Waxman Litigation
• If the ANDA/505(b)(2) applicant made a paragraph IV certification, the
approval shall be made effective immediately unless, before the expiration of
45 days after the date on which the notice is received, an action is brought for
infringement of the patent.
• First ANDA/505(b)(2) applicant(s) who files a paragraph IV certification may be
entitled to 180 days of market exclusivity.
•

Subject to forfeiture provisions
― Failure to market within a certain time
― Withdrawal of application
― Amendment of certification
― Failure to obtain tentative approval within 30 months
― Improper agreement in violation of antitrust laws
― Expiration of all patents
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30-Month Stay
“If such [Hatch-Waxman patent infringement] action is brought before
the expiration of such [45] days, the approval shall be made effective
upon the expiration of the thirty-month period beginning on the date of
the receipt of the notice….”

21 U.S.C. § 355(j)(5)(B)(iii)
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Hatch-Waxman Litigation

NDA
holder
lists
patent

(45 days)
NDA
holder
files suit
to trigger
30-month
stay

FDA
accepts
ANDA

ANDA
applicant
files P-IV

(20 days)
ANDA
Applicant
sends PIV notice

Fact
discovery

Applicant
files
answer

Trial and
decision

Expert
discovery

Appeal

35 U.S.C. § 271(e): “It shall be an act of infringement to submit [an ANDA or 505(b)(2)] 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… to engage in the commercial manufacture, use, or sale of a drug… before the
expiration of such patent.”
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Hatch-Waxman Litigation
21 U.S.C. § 355 (c)(3)(D)(i)
•
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Declaratory Judgment: If a patent owner or NDA holder does not
bring an infringement action for the Orange-Book listed patent
within 45 days, then the ANDA or 505(b)(2) applicant may bring a
declaratory judgement claim.

Standard for Induced Infringement in
Hatch-Waxman Cases
• Same analysis, except direct infringement occurs in the future:
•

“[T]he substantive determination whether… inducement will take place is
determined by traditional patent infringement analysis, just the same as it is in
other infringement suits, including those in a non-ANDA context, the only
difference being that the inquiries now are hypothetical because the allegedly
infringing product has not yet been marketed….”

•

“The proper inquiry under § 271(e)(2)(A) is whether, if a particular drug were
put on the market, it would infringe the relevant patent.”
Warner-Lambert Co. v. Apotex Corp., 316 F.3d 1348, 1365–66 (Fed. Cir. 2003)

•
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35 U.S.C. § 271(e)(2):
• “It shall be an act of infringement to submit [an ANDA or 505(b)(2)]… 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 [FDA] approval… before the expiration of such patent.”

Proof of Induced Infringement in
Hatch-Waxman Cases
• Knowledge of the patent

• Generic’s Para.IV certification on Orange Book-listed patents.

• Specific intent
• The label may permit the inference of specific intent to encourage acts
of direct infringement.
• Knowledge of direct infringement

• May be established by the instructions and information in a drug label.
• Knowledge of direct infringement independent of the label may not be
sufficient.
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Sanofi v. Watson
875 F.3d 636 (Fed. Cir. 2017)
●

Final Version of Claim 1 in ’167 Patent: A method of decreasing a risk of
cardiovascular hospitalization in a patient, said method comprising
administering to said patient an effective amount of dronedarone or a
pharmaceutically acceptable salt thereof, twice a day with a morning and
an evening meal, wherein said patient does not have severe heart
failure, (i) wherein severe heart failure is indicated by: a) NYHA Class IV
heart failure or b) hospitalization for heart failure within the last month;
and (ii) wherein said patient has a history of, or current, paroxysmal or
persistent non-permanent atrial fibrillation or flutter; and (iii) wherein the
patient has at least one cardiovascular risk factor selected from the group
consisting of:
I.
II.
III.
IV.
V.
VI.
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an age greater than or equal to 75;
hypertension;
diabetes;
a history of cerebral stroke or of systemic embolism;
a left atrial diameter greater than or equal to 50mm; and
a left ventricular ejection fraction less than 40%.

Sanofi v. Watson (con’t)
Original Approved Label (07/01/2009):

Currently Approved Label (03/31/2014):
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Sanofi v. Watson (con’t)
Section 14
14 CLINICAL STUDIES
14.1 ATHENA
14.2 EURIDIS and ADONIS
14.3 ANDROMEDA
14.4 PALLAS
●

“The reference to the Clinical Studies section (14) of the label expressly
directs the reader to that section for elaboration of the class of patients
for whom the drug is indicated to achieve the stated objective, i.e. reduced
hospitalization.” Sanofi v. Watson Labs. Inc., 875 F.3d 636, 645 (Fed. Cir.
2017)
○
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“Section 14 leads with and features a subsection on the ATHENA study, which sets forth the
positive results, relating to reduced hospitalization, for patients having the risk factors
written into the '167 patent. And it is only the ATHENA subsection—not any of the three
other brief subsections—that identifies a class of patients as having been shown to achieve
reduced hospitalization from use of dronedarone...The label thus directs medical providers
to information identifying the desired benefit for only patients with the patent-claimed
risk factors.” Id.

Sanofi v. Watson (con’t)
● DC: Patents valid and labels induced infringement.
● FC: Affirmed.
● “The label thus directs medical providers to information identifying the
desired benefit for only patients with the patent-claimed risk factors.”
● “There was considerable testimony that this label encourages— and
would be known by Watson and Sandoz to encourage—administration of
the drug to those patients, thereby causing infringement.” The label
demonstrate specific intent to encourage physicians to infringe.
● “The content of the label in this case permits the inference of specific
intent to encourage the infringing use.”
● Can’t avoid infringement by pointing out that there are substantial noninfringing uses.
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Sanofi : Why Did It Matter?
10 More Years!
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POLLING QUESTION
If the drug product contains Compound X, can
you list the patent covering Salt A of X?
Yes or no?
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POLLING QUESTION
If the drug product contains Salt A of Compound
X, can you list a patent covering Salt B of
Compound X?
Yes or no?
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POLLING QUESTION
If the drug product contains Salt A of
Compound X, can you list a patent covering
Compound X?
Yes or No?
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POLLING QUESTION
If the drug product contains Compound X
monohydrate, can you list the patent covering
Compound X?
Yes or No?
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POLLING QUESTION
If the drug product contains Compound X
ethanol solvate, can you list the patent covering
Compound X ethyl acetate solvate?
Yes or No?
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POLLING QUESTION
If the drug product contains Polymorph Form A, can
you list a patent for Polymorph B if you have data
showing it behaves the same way as Polymorph A in
the drug product, on a DOE theory? The reg says you
can submit patent info only on the Polymorph
contained in the drug product.
Yes or No?
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Adriana Burgy
adriana.burgy@finnegan.com
Tom Irving
tom.irving@finnegan.com
Jill MacAlpine, Ph.D.
jill.macalpine@finnegan.com
Barbara R. Rudolph, Ph.D.
barbara.rudolph@finnegan.com
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