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35 USC 271(b)
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Introduction

2 Variables in Method-of-Use Cases
1. FDA Approved Use
2. Patented Use
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Introduction
Infringement Matrix

“Approved-Use”

“Off-label Use”

Covered by
Patent

Not Covered by
Patent

•Typical“ Para IV
controlling use” case

•Section viii case

Scope of
Patented Use
Disputed

•No basis for claim

Scope of
Approved Use
Disputed
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35 U.S.C. § 271(e)(2)
35 U.S.C. § 271(e)(2)
It shall be an act of
infringement to submit [ ] an
application under section
505(j) of the [FDA Act] or
described in section
505(b)(2) of that 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 before
the expiration of such patent.

Requirement 1:

an application

Requirement 2:

a patent
claiming a use
of the drug

Plain language = 2 requirements
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Warner-Lambert

Warner-Lambert
(2003)

Warner-Lambert v. Apotex,
316 F.3d 1348 (Fed. Cir. 2003)

Drug

Neurontin® (gabapentin)

Use Sought in ANDA
(“Approved Use”)

Treatment of partial seizures.
. . in adults with epilepsy

Asserted Method
Patent(s)

Method for treating
neurodegenerative diseases

Key Fact

Undisputed that patented
neurodegenerative method
was “off-label” (unapproved)
use

Problem for Patentee

Patented use not FDA
approved

Outcome

SJ noninfringement
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Warner-Lambert
•

•
Warner-Lambert v. Apotex,
316 F.3d 1348 (Fed. Cir. 2003)

Issue: “[W]hether it is an act of
infringement under 35 U.S.C. §
271(e)(2)(A) to submit an
ANDA seeking approval to
make, use, or sell a drug for an
approved use if any other use
of the drug is claimed in a
patent.”
Holding: “There is no
suggestion whatsoever in the
statute or the legislative history
that Congress intended that
approval of a drug for a
particular indication should be
denied or even delayed by the
existence of a patent that
claims some other,
unapproved indication of the
drug.”
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Allergan v. Alcon
Allergan v. Alcon
(2003)

Allergan v. Alcon,
324 F.3d 1322 (Fed. Cir. 2003)

Drug

Alphagan® (brimonidine)

Use Sought in ANDA
(“Approved Use”)

Prevention of post-operative
interocular pressure (IOP) in
patients

Asserted Method
Patent(s)

Method of protecting the optic
nerve and retina of a
mammal

Key Fact

Undisputed that patented
nerve protection method was
“off-label”

Problem for Patentee

Patented use not FDA
approved

Outcome

SJ noninfringement
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Allergan v. Alcon
•

•

Allergan v. Alcon,
324 F.3d 1322 (Fed. Cir. 2003)

Issue: “Warner-Lambert held
that, pursuant to section
271(e)(2), a method of use
patent holder may not sue an
ANDA applicant for induced
infringement of its patent. . .if
the use claimed in the patent
is not FDA-approved.”
Holding: “Allergan is
precluded from suing Alcon
and B&L under section
271(e)(2) . . . because Alcon
and B&L are not seeking FDA
approval for the uses claimed
in the patents and because the
uses claimed in the patents are
not FDA-approved.”
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Allergan v. Alcon

Allergan v. Alcon,
324 F.3d 1322 (Fed. Cir. 2003)
SCHALL, Circuit Judge,
concurring in the judgment,
with whom Circuit Judge
CLEVENGER joins.

• “Because this case is
controlled by [Warner–
Lambert], we must
affirm… However, I write
separately to express my
respectful disagreement
with the decision of the
court in Warner–Lambert.
In my view…a claim of
induced infringement like
the one asserted by
Allergan against Alcon
and B & L is cognizable
under 35 U.S.C. §
271(e)(2).”
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Introduction
Infringement Matrix
Covered by
Patent

Not Covered by
Patent

“Approved-Use”

•Typical “controlling
use” case

•Section viii case

“Off-label Use”

•Warner-Lambert
•Allergan v. Alcon

•No basis for claim

Scope of
Patented Use
Disputed

Scope of
Approved Use
Disputed
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AstraZeneca v. Apotex (2012)
AZ v. Apotex
(2012)

AZ v. Apotex,
669 F.3d 1370 (Fed. Cir. 2012)

Drug

Crestor® (rosuvastatin)

Use Sought in ANDA
(“Approved Use”)

1. Treatment of HoFH
2. Treatment of
hypertriglyceridemia

Asserted Method
Patent(s)

1. Treatment of HeFH
2. Prevention of elevated
C-reactive protein

Key Fact

Undisputed that AZ did not
have patents on HoFH or
hypertriglyceridemia

Problem for Patentee

ANDA use not patented

Outcome

Failure to state claim under
271(e)(2)
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AstraZeneca v. Apotex
•

•

AZ v. Apotex,
669 F.3d 1370 (Fed. Cir. 2012)

Issue: “In Warner-Lambert, we
construed the term ‘the use’ as
used in § 271(e)(2)(A) to mean
‘the use listed in the ANDA’
based on our evaluation of the
statutory language, its context
within the Act, and the
legislative history behind its
enactment…”
Holding: “Because Appellees
have submitted ANDAs
seeking approval to market
rosuvastatin calcium for uses
that are not subject to
AstraZeneca’s ’618 and ’152
method of use patents, AstraZeneca does not state a claim
for infringement of these
patents under § 271(e)(2).”
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Recap
Accused use must be “approved use” and patented use
Warner-Lambert
(2003)

Allergan v. Alcon
(2003)

AZ v. Apotex
(2012)

Drug

Neurontin® (gabapentin)

Alphagan® (brimonidine)

Crestor® (rosuvastatin)

Use Sought in ANDA
(“Approved Use”)

Treatment of partial seizures.
. . in adults with epilepsy

Prevention of post-operative
interocular pressure (IOP) in
patients

1. Treatment of HoFH
2. Treatment of
hypertriglyceridemia

Asserted Method
Patent(s)

Method for treating
neurodegenerative diseases

Method of protecting the optic
nerve and retina of a
mammal

1. Treatment of HeFH
2. Prevention of elevated
C-reactive protein

Key Fact

Undisputed that patented
neurodegenerative method
was “off-label” (unapproved)
use

Undisputed that patented
nerve protection method was
“off-label”

Undisputed that AZ did not
have patents on HoFH or
hypertriglyceridemia

Problem for Patentee

Patented use not FDA
approved

Patented use not FDA
approved

ANDA use not patented

Outcome

SJ noninfringement

SJ noninfringement

Failure to state claim under
271(e)(2)
18
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Infringement Matrix
Covered by
Patent

Not Covered by
Patent

“Approved-Use”

•Typical “controlling
use” case

•Section viii case
•AZ v. Apotex (2012)

“Off-label Use”

•Warner-Lambert
•Allergan v. Alcon

•No basis for claim

Scope of
Patented Use
Disputed

Scope of
Approved Use
Disputed
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Bayer Schering Pharma v. Lupin Ltd.
(Yasmin®)

20
20

Bayer Schering Pharma v. Lupin Ltd. (Yasmin®)

Facts
• Yasmin® (drospirenone)
• oral contraceptive
• FDA Approved 2001
• Other known activities

21
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Bayer Schering Pharma v. Lupin Ltd. (Yasmin®)
• U.S. Pat. No. 5,569,652
• “Simultaneous effect”
– gestagenic (contraceptive)
– antiandrogenic
(anti-acne)
– antialdosterone
(anti-water retention)

22
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Bayer Schering Pharma v. Lupin Ltd. (Yasmin®)
Uncontested Facts
1.

2.

3.

4.

“Bayer does not enjoy patent
protection for the drug Yasmin or
for the use of the drug for
contraception alone.”
“The '652 patent claims a method of
use consisting of simultaneously
achieving [the three effects].”
“The only proposed “indication for
use” in the NDA application filed by
Bayer's predecessor was for oral
contraception.”
“The Indications and Usage section
of the defendants' ANDAs . . . did
not refer to the other effects
claimed in the '652 patent.
23
23

Bayer Schering Pharma v. Lupin Ltd. (Yasmin®)
Four Pieces of Bayer’s Case
1. 21 C.F.R. § 314.53: requires the submission not only of
patents that claim “indications,” but also patents that claim
“other conditions of use.”
2. Declaration of Dr. Shulman
–
–

obstetrician-gynecologist with experience in the clinical use of
contraceptives
doctors prescribe Yasmin as an oral contraceptive with the intent
to produce all three effects as “clearly stated and on-label.”

3. Declaration of Dr. Allen, a former FDA official
–
–

oversaw the approval of the Yasmin NDA while at FDA
those effects were confirmed in Yasmin and are “‘pertinent’ to
human use of the drug.”

4. FDA's approval of certain promotional materials
–

highlighted anti-aldosterone and anti-androgenic properties of
Yasmin
24
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Bayer Schering Pharma v. Lupin Ltd. (Yasmin®)
Holding

Bayer Schering Pharma v. Lupin
Ltd., 676 F.3d 1316 (Fed. Cir. 2012)

25
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Dissent

Bayer Schering Pharma v. Lupin Ltd.,
676 F.3d 1316 (Fed. Cir. 2012)
NEWMAN, Circuit Judge, dissenting.

26
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Comparing Approved Use to Claim
May Require Claim Construction First
• Novartis Pharmaceuticals Corp. v. Actavis, Inc., 2012 WL
6212619 (D.Del. 2012)
– When determining whether the drug is approved for the uses
claimed, a motion of summary judgment of noninfringement
premature when a claim construction issue exists.
• Bayer “did not depend on a court's construction of a term in the patent. In this
case, however, the dispute directly relates to the construction of a key term in
the relevant patent claims. That dispute is about whether the undisputed FDAapproved use for EXJADE® (captured in the “Indications and Usage” section of
the drug's label)—“the treatment of chronic iron overload due to blood
transfusions in patients 2 years of age and older”—is claimed by the patented
method of “treating diseases which cause an excess of metal in a human or
animal body or are caused by an excess of metal in a human or animal body.”
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No Special Infringement Test under § 271(e)(2)

“[A] court must employ a traditional infringement
analysis, focusing on all of the elements of
infringement.... The only difference in the analysis
of a traditional infringement claim and a claim of
infringement under section 271(e)(2) is the
timeframe under which the elements of
infringement are considered.”
– Allergan, Inc. v. Alcon Labs., Inc., 324 F.3d 1322, 1331
(Fed. Cir. 2003) (emphasis added).
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Infringement Matrix
Covered by
Patent

Not Covered by
Patent

“Approved-Use”

•Typical “controlling
use” case

•Section viii case
•AZ v. Apotex (2012)

“Off-label Use”

•Warner-Lambert
•Allergan v. Alcon

•No basis for claim

Scope of
Approved Use
Disputed

Scope of
Patented Use
Disputed

•Bayer v. Lupin
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AstraZeneca v. Apotex (2010)

30
30

Hatch-Waxman Infringement

ANDA or B2
Application

Para I
Certification

Para II
Certification

Para III
Certification

Paragraph IV
Certification

Section viii
“carve out”

Induced
Infringement
35 USC 271(b)
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Induced Infringement
35 U.S.C. § 271(b)
Whoever actively induces
infringement of a patent shall be
liable as an infringer.

Global-Tech Appliances, Inc. v. SEB S.A., 131
S. Ct.
2060 (2011).

“[I]nduced infringement under §271(b)
requires knowledge that the induced acts
constitute patent infringement. . . .
defendants cannot escape the reach of these
statutes by deliberately shielding themselves
from clear evidence of critical facts that are
strongly suggested by the circumstances."

D’s actions
induced
infringing acts

Requirement 1:

Requirement 2:

D knew or
was willfully
blind to fact that his
actions would
induce actual
infringement
32
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AstraZeneca v. Apotex (2010)

Facts
• Pulmicort Respules®
(budesonide)
• anti-inflammatory
corticosteroid for asthma
• FDA Approved 2000

33
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AstraZeneca v. Apotex (2010)

• Label:
– once or twice daily
– titrate downward

• Patents?

Does the label induce infringement???
34
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AstraZeneca v. Apotex (2010)

Apotex ANDA
• Section viii
• Twice-daily only
• BUT proposed Label
still contained “titrate
down” language

35
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AstraZeneca v. Apotex (2010)
District Court Proceedings
• AZ arguments
– DJ action under 271(b)
– request for preliminary injunction

• Apotex arguments
– invalidity § § 102, 103
– FDA required Apotex to include the downward-titration
statements in the label
– downward-titration statements do not instruct users to take
the generic drug “once daily”
• FDA had previously issued a letter agreeing that the downwardtitration language did not “teach” once-daily usage

36
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AstraZeneca v. Apotex (2010)
FDA Letter to Apotex:
Titration to the lowest effective dose may involve, for example, a twice-daily
regimen, once-daily dosing, or even alternate day dosing.... The labeling does not
state the lowest effective dose is 0.25 mg once daily. As such, contrary to your
assertion, the downward titration statement does not “teach” once-daily dosing.
.... and need not be carved out as protected by the 6,598,603 and 6,899,099
patents.

•
•
•
•
•

District Court Holding
Patents valid and enforceable
“Downward-titration” would lead users to infringe
FDA Letter “explicitly stated (and therefore put Apotex on notice)
that downward titration may involve once-daily dosing.”
Apotex could have formally appealed the FDA's denial of
Apotex's proposed labeling amendments
Preliminary injunction warranted

37
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AstraZeneca v. Apotex (2010)
Federal Circuit
• “Apotex's reliance on the FDA's
statements that the downwardtitration language does not ‘teach’
once-daily dosing and is not
protected by the '603 and '099
patents is misplaced. . . the FDA
is not the arbiter of patent
infringement issues. ”
•
AztraZeneca v. Apotex,
633 F.3d 1042 (Fed. Cir. 2010)

“[T]he district court did not abuse
its discretion by granting the
preliminary injunction . . .”

38
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Epilogue
•

Ruled invalid by AstraZeneca LP v. Breath Ltd., 2013 WL 1385224
(D.N.J. Apr 03, 2013)
– “(1) Defendants will induce infringement of the ′603 Patent; but (2) that
Patent is invalid as obvious and anticipated by the prior art; and (3)
Defendants will not infringe the ′834 Patent. Accordingly, the Court enters
judgment against AstraZeneca and in favor of Defendants.”

•

Amended in part by AstraZeneca LP v. Breath Ltd., 2013 WL 2404167
(D.N.J. May 31, 2013)
– kit claims are invalid
– the Court's Order dismissing the method claims with prejudice “effectively
represents a final judgment of non-infringement in favor of all of the
defendants”

•

Appeal and cross-appeal filed: June 2013
39
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Infringement Matrix
Covered by
Patent

Not Covered by
Patent

“Approved-Use”

•Typical “controlling
use” case

•Section viii case
•AZ v. Apotex (2012)

“Off-label Use”

•Warner-Lambert
•Allergan v. Alcon

•No basis for claim

Scope of
Approved Use
Disputed

•AZ v. Apotex (2010)

•Bayer v. Lupin

Scope of
Patented Use
Disputed
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Summary

What about the rest of the boxes???
– E.g., scope of patent claims disputed

41
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Unanswered Questions
Example 1
•

Indicated Use:

Drug X for treating disease A

•

Patented Use:

A method for causing pharmacologic effect.

•

Expert:

Drug X treats disease A via pharmacologic effect.

42
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Unanswered Questions
Example 2
•

Indicated Use:

Drug X for treating disease A

•

Patented Use:

A method for treating class of diseases.

•

Expert:

Disease A is member of patented class.

43
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Infringement Matrix
Covered by
Patent

Not Covered by
Patent

Scope of
Patented Use
Disputed

“Approved-Use”

•Typical “controlling
use” case

•Section viii case
•AZ v. Apotex (2012)

•Claim
construction?

“Off-label Use”

•Warner-Lambert
•Allergan v. Alcon

•No basis for claim

•Claim
construction?

Scope of
Approved Use
Disputed

•AZ v. Apotex (2010)

•Bayer v. Lupin

•Claim
construction?
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Unanswered Questions
Label Construction Example
• What evidence determines the scope of the
approved use?
• Under Bayer, “the label, taken in its entirety, [must]
recommend or suggest to a physician that [the drug] is
safe and effective for inducing the claimed [effect].”
• Role of factual disputes?
• Role of Food & Drug law and FDA regulations?
45
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Impact on Inducement in ANDA Litigation?
Commil USA, LLC v. Cisco Systems, Inc., 720 F.3d 1361 (Fed. Cir. 2013),
reh’g denied, 737 F.3d 699 (2013), pet. for cert. filed, 82 USLW 3459 (Jan.
23, 2014)(NO. 13-896) and 82 USLW 3536 (Feb 27, 2014)(NO. 13-1044)
•Jury instruction: could find inducement if “Cisco actually intended to cause the
acts that constitute direct infringement and that Cisco knew or should have known
that its actions would induce actual infringement.”
•Cisco argued that this instruction allowed a finding of inducement on the showing
of mere negligence - legally erroneous in view of Global–Tech Appliances, Inc. v.
SEB S.A., 131 S.Ct. 2060 (U.S. 2011).
•Relevant holdings:
• negligence or recklessness is not sufficient to satisfy knowledge requirement for a
claim of induced patent infringement;
• evidence of an accused inducer's good-faith belief of the invalidity of a patent may
negate the requisite intent for induced patent infringement;
46
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Impact on Inducement in ANDA Litigation?
Majority:
•“With respect to whether the induced acts constitute patent infringement, it is
clear that the jury was permitted to find induced infringement based on mere
negligence where knowledge is required. This erroneous instruction certainly
could have changed the result. Facts sufficient to support a negligence
finding are not necessarily sufficient to support a finding of knowledge.
Accordingly, we vacate the jury's verdict on induced infringement and remand
for a new trial.”
•“no principled distinction between a good-faith belief of invalidity and a goodfaith belief of non-infringement for the purpose of whether a defendant
possessed the specific intent to induce infringement of a patent…. evidence
of an accused inducer's good-faith belief of invalidity may negate the
requisite intent for induced infringement. …[Such] evidence that should be
considered by the fact-finder in determining whether an accused party knew
‘that the induced acts constitute patent infringement.’”
47
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Impact on Inducement in ANDA Litigation?
•NEWMAN, concurring-in-part, dissenting-in-part.
•“The court holds that if the inducer of infringement believes in good faith that the
patent is invalid, there can be no liability for induced infringement, although the patent
is held valid. …This change in the law of induced infringement is inappropriate.”

• “A good-faith belief of patent invalidity may be raised as a defense to willfulness of
the infringement, but it is not a defense to the fact of infringement. …. No rule
eliminates infringement of a valid patent, whether the infringement is direct or indirect.”
•“If one intentionally interferes with the interests of others, he is often subject to liability
notwithstanding the invasion was made under an erroneous belief as to some legal
matter that would have justified the conduct.” Id. (quoting Keeton on Law of Torts 110
(5th ed. 1984)).
•“whether there is infringement in fact does not depend on the belief of the accused
infringer that it might succeed in invalidating the patent.”

48
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Impact on Inducement in ANDA Litigation?
•Dissent from denial of petition for rehearing en banc (REYNA, Rader, Newman,
Lourie, Wallach)
•“By holding that a good faith belief in the invalidity of a patent may negate the requisite
intent for induced infringement, the two-judge Commil majority created a new
noninfringement defense to induced infringement that is premised on the accused infringer's
belief of invalidity.”
•“the majority holding …wrongly rearranges the legal foundation that underpins the
enforceability of valid patents and the finding of liability for infringement.”
•“under the majority's holding, an accused inducer that is deriving a benefit by knowingly and
intentionally inducing an unsuspecting third party to directly infringe patent rights can itself
escape liability based on a belief that the patent is invalid while the unsuspecting third party
cannot.”
•“the Commil majority nevertheless imputes questions of invalidity into induced infringement
under the guise of “intent.”
•“The new rule is a powerful tool in patent litigation in that it establishes an escape hatch
from liability of infringement that is not now in the statute. This has a compromising effect on
the only axiom that we should all observe, and that is issued patents are presumed valid.”
49
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Impact on Inducement in ANDA Litigation?
•Petitions for certiorari
•2014 WL 281332, Jan .23, 2014
•Questions presented:
1. Whether the Federal Circuit erred in holding that a defendant's belief that a
patent is invalid is a defense to induced infringement under 35 U.S.C. §
271(b).
2. Whether the Federal Circuit erred in holding that Global-Tech Appliances, Inc.
v. SEB S.A., 131 S. Ct. 2060 (2011) required retrial on the issue of intent
under 35 U.S.C. § 271(b) where the jury (1) found the defendant had actual
knowledge of the patent and (2) was instructed that “[i]nducing third-party
infringement cannot occur unintentionally.”

•2014 WL 825181, Feb. 27, 2014
•Question presented:
1. Whether, and in what circumstances, the Seventh Amendment permits a
court to order a partial retrial of induced patent infringement without also
retrying the related question of patent invalidity.

50
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Bose Corp. v. SDI Tech.
2012 WL 2862057 (D.Mass. July 10, 2012)

• Court grants summary judgment of
noninfringement, concluding that no reasonable
jury could find that the accused infringer (SDI) had
intent necessary to support finding of inducement
– SDI had an invalidity opinion.
– Bose’s expert stated that SDI believed in SDI’s invalidity
opinion.
– Identified patents later combined to reject all claims in
reexamination.
51
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Bose Corp. v. SDI Tech.
558 Fed.Appx. 1012 (Fed. Cir. March 14, 2014)(not for publication)

• Wrong to entirely absolve SDI of indirect
infringement liability based on opinion of counsel.
• Several points of time require independent
analysis.

12/08
Learn of
Patent

3/09
SDI meets
w/ Bose

5/09
Obtain
opinion

Verdict
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BRK Brands v. Nest Labs
2014 WL 1225324 (N.D. Illinois March 18, 2014)

• Nest moves to dismiss on grounds that it had a good faith
belief patent-in-suit was invalid.
• District court denied as insufficiently developed.
– “But if the patent is valid and therefore infringed, it seems odd that the
erroneous belief of the inducer that it was invalid should be a defense.
Commil hedges by saying that a good-faith belief of invalidity ‘may
negate the requisite intent for induced infringement” and that “this is, of
course, not to say that such evidence precludes a finding of induced
infringement.’ Id. Here as often in judicial opinions, ‘of course’ is just
whistling in the dark. For . . . the Supreme Court has held that what is
required for induced infringement is knowledge of the patent and that it
was infringed, not knowledge or belief that it was a valid patent.”

53
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Toshiba v. Imation Corp.
990 F.Supp.2d 882 (W.D. Wis. Dec. 31, 2013)

• In post-verdict briefing, defendants argue no
induced infringement because good faith belief
patent was invalid.
• No evidence relied on advice of counsel, and
therefore no evidence of subjective good faith.
• Defendants nevertheless argue they had
objectively reasonable defenses to infringement.

54
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Toshiba v. Imation Corp. (W.D. Wisc.)

• Court not persuaded “post-hoc judicial assessment
of reasonableness” is appropriate in an
inducement case:
– “Here, defendants are not pointing to evidence indicating that they
relied on the advice of counsel or even that they subjectively
believed they had a good faith defense to infringement: instead,
they are asking for a judicial determination that defendants could
not have formed the specific intent to infringe because they had
objectively reasonable defenses to infringement.”

- 990 F.Supp.2d 882, 911.
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Strategies and Tactics

Strategies and Tactics
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Strategies and Tactics
• The FDA cannot authorize a generic drug that would
infringe a brand manufacturer’s patent.
– For example, a claim of the patent of the NDA holder
reads:
• A method of treating bladder cancer comprising . . . .

– If the ANDA is for treating bladder cancer, . . .
– If the ANDA is for treating colon cancer, . . .

57
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Strategies and Tactics

• To facilitate the approval of generic drugs as
soon as patents allow, the Hatch-Waxman
Amendments require a brand manufacturer to
submit its patent numbers and expiration dates,
§355(b)(1) (called Orange Book listing)
• A patent is listed in the Orange Book if the
patentee could reasonably assert that the patent
is valid, enforceable, and would be infringed, if
copied.

58
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Strategies and Tactics

• Patent must claim one or more approved methods
of using the approved drug product:
– Method of treatment or prevention.
– Method of using the approved drug to administer an
active metabolite.
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New Forms!
• FDA revised the instructions on identifying labeling
information regarding method of use claims.
Form

Section

Form FDA 3542a Method of
Use(4.2a)

Form FDA 3542

Method of
Use(4.2a)

October 2010

November 2013

Specify the part of
the proposed
drug labeling that
is claimed by the
patent.

Identify the
precise words of
the approval [sic]
labeling that
describe with
specificity the
patented method
of use.

Specify the part of
the approved
drug labeling that
is claimed by the
patent.

Identify the
precise words of
the approval
labeling that
describe with
specificity the
patented method
of use.

Align the method of
use patent claims with
direct, verbatim text in
the proposed or final
drug labeling?
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A Closer Look
October 2010

November 2013

21 CFR 314.53 (2013)

Specify

Identify

[I]dentify with specificity

the part of

the precise words of

the section of

the approved drug
labeling

the approval labeling

the approved labeling

that is claimed by
the patent.

that describe with
specificity the patented
method of use.

that corresponds to the
method of use claimed
by the patent
submitted.
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3452

62
62

3452

63
63

3452

METHOD OF USE

USE

USE CODE
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Strategies and Tactics

Section 4.2 - Information and Instructions
• “For each approved use of the drug claimed by the
patent, identify by number the claim(s) in the
patent that claim the approved use of the drug. An
applicant may list together multiple patent claim
numbers and information for each approved
method of use, if applicable. However, each
approved method of use must be separately listed
within this section of the form.”
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Strategies and Tactics

Section 4.2a - Information and Instructions
• “Identify the precise words of the approved labeling that
describe with specificity the patented method of use.”
• Contrast with 21 CFR 314.53(b), which states: “…method
of use and related patent claim” and “…identify…labeling
that corresponds.”
•

21 CFR §§314.53(c)(2)(ii)(P)(3) require a description of any
method-of-use patent, known as a use code.

• Use of Auditor’s Notes.
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Strategies and Tactics
• Section 4.2(b) Information and Instructions
– “The answer to this question will be what FDA uses to
create a ‘use-code’ for Orange Book publication. The
use code designates a method of use patent that claims
an approved method of using a drug product. Each
approved method of use claimed by the patent should
be separately and specifically identified in this section
and the use code created should contain adequate
detail to assist 505(b)(2) and ANDA applicants in
determining whether a listed method of use patent
claims a method of use for which the 505(b)(2) or ANDA
applicant is not seeking approval. Use a maximum of
240 characters for each ‘use code.’”
67
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68
68

Strategies and Tactics

• The Supreme Court has now spoken in
Caraco:
– “Held: A generic manufacturer may
employ the counterclaim provision to force
correction of a use code that inaccurately
describes the brand’s patent as covering a
particular method of using a drug.”
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Strategies and Tactics

• It can all start with drafting and
prosecuting the patent application.
• Caraco: use code was broader in
scope than issued patent claims.
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Strategies and Tactics

Use Code Example #1

71
71

Strategies and Tactics

• Patent claims:
– 1. A method of treatment which comprises administering
to a patient in recognized need thereof a compound
which blocks Inhibitor A instead of Inhibitor B.
– 2. The method of claim 1, wherein said recognized need
is for treatment of lung cancer.
– 3. The method of claim 1, wherein said recognized need
is for treatment of brain cancer.
72
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Strategies and Tactics

• Specification:
–The compounds of this disclosure are
useful for the treatment of certain
cancers, such as brain cancer, lung
cancer, breast cancer, cancer of the
colon, liver cancer, prostate cancer,
and throat cancer.
73
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Strategies and Tactics

• The Label: Mechanism of Action
– The compound Tumor Kill blocks Inhibitor A instead
of Inhibitor B. Once blocked, those inhibitors
regulate the expression of genes that control
differentiation. The exact mechanism of action of
Tumor Kill in the treatment of lung cancer and brain
cancer is unknown.
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Strategies and Tactics

• The Label: Indications and Usages
– Tumor Kill Tablets are indicated for the
treatment of lung cancer and brain cancer.
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Strategies and Tactics

• The Use Code:
– A method of treatment which comprises
administering to a patient in recognized
need thereof a compound, such as Tumor
Kill, which blocks Inhibitor A instead of
Inhibitor B.
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Strategies and Tactics

• A Use Code alternative:
– A method of treatment of brain or lung cancer
which comprises administering to a patient in
recognized need thereof Tumor Kill.
– Existing use codes are in Orange Book
Addendum
http://www.accessdata.fda.gov/scripts/cder/ob/d
ocs/pattermsall.cfm
77
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Strategies and Tactics

• ANDA filer:
–Seeks approval of Tumor Kill for
treatment of brain cancer.
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Strategies and Tactics

• NDA holder takes the position that it tailored
the use code descriptor to an approved
product.
• Issues of skinny labeling?
– No skinny labeling opportunity seen here
because breadth of the claims is commensurate
with Use Code and approved indications, i.e.,
brain and lung cancers.
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Strategies and Tactics

Use Code Example #2

80
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Strategies and Tactics

• Patent claims:
– 1. A method of treatment which comprises
administering to a patient in recognized need
thereof a compound which blocks Inhibitor A
instead of Inhibitor B.
• No claim specific to brain cancer treatment.
• A claim specific to lung cancer treatment.
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Strategies and Tactics

• Specification:
– The compounds of this disclosure are
useful for the treatment of certain cancers,
such as lung cancer, breast cancer,
cancer of the colon, liver cancer, prostate
cancer, and throat cancer.
– Brain cancer does not appear in spec.
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Strategies and Tactics

• The Label: Mechanism of Action
– The compound Tumor Kill blocks Inhibitor A instead
of Inhibitor B. Once blocked, those inhibitors
regulate the expression of genes that control
differentiation. The exact mechanism of action of
Tumor Kill in the treatment of lung cancer and brain
cancer is unknown.
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Strategies and Tactics

• The Label: Indications and Usages
– Tumor Kill Tablets are indicated for the
treatment of lung cancer and brain cancer.
– Note that brain cancer was approved by FDA
but no patent claim specifically reciting
treatment of brain cancer issued.
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Strategies and Tactics

• The Use Code:
– A method of treatment which comprises
administering to a patient in recognized
need thereof a compound, such as Tumor
Kill, which blocks Inhibitor A instead of
Inhibitor B.
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Strategies and Tactics

• ANDA filer:
– Seeks approval of Tumor Kill for treatment of
brain cancer.

– Assume Inhibitor A is blocked but Inhibitor B is
not.
– Seeks to skinny label out lung cancer.
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Strategies and Tactics

• A section viii statement allows the FDA to
approve a generic drug for unpatented uses
so that it can quickly come to market.
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Strategies and Tactics

• If label has more than one indication, but patent claim
(or exclusivity) covers only one of those indications?
 ANDA applicant seeks approval only on those
indications that are not covered by patent or
exclusivity.

• In that case Section viii, noted above, applies instead
of Paragraph IV.
– No notice to NDA holder;
– No 30-month stay;
– No 180-day exclusivity for first generic manufacturer.
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Strategies and Tactics

• Is the Use Code too broad?
– It is exactly what was patented.
– Is the Use Code an approved method of
using?
– Per Caraco, the patent covers multiple
methods of use.
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Thank You!
Contact Information:
tom.irving@finnegan.com
david.frazier@finnegan.com
robert.shaffer@finnegan.com
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