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35 U.S.C. § 271
a) Except as otherwise provided in this title, whoever
without authority makes, uses, offers to sell, or sells
any patented invention, within the United States, or
imports into the United States any patented invention
during the term of the patent therefor, infringes the
patent.
b) Whoever actively induces infringement of a patent shall
be liable as an infringer.
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General Principles: Inducement Involves a
Two-Prong Analysis
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1

• Direct
infringement by
an actor; and

2

• Specific intent to
induce infringement
by another.

General Principles:
Divided Infringement
Akamai Techs., Inc. v. Limelight Networks, Inc., 797
F.3d 1020 (Fed. Cir. 2015)
In cases of divided infringement, one entity could be liable for
direct infringement under two circumstances:
Entity directs or controls another entity’s performance.

•

― Acts through agency or contractual relationship;
― Conditions participation in an activity or receipt of a benefit
upon performance of a step or steps of a patented method
and establishes the manner or timing of that performance.

Entities form a joint enterprise.

•
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General Principles:
Proving Inducement
Proving induced infringement:
• “[W]e now hold that induced infringement under §271(b)
requires knowledge that the induced acts constitute
patent infringement.” Global-Tech Appl., Inc. v. SEB
S.A., 563 U.S. 754 (2011).
― Patentee must show accused infringer knew of the
patent.
― Patentee must show accused infringer intended its
actions to cause direct infringement.
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General Principles:
Intent in Hatch-Waxman Act Cases
• Knowledge of the patent.
• Easily shown by the patents listed in the Orange Book
and the generic manufacturer’s paragraph IV
certification.

• Knowledge that accused infringer intended its
actions to cause direct infringement.
• May be established by the instructions and
information in a drug label.
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General Principles:
Carve-outs in Hatch-Waxman Act Cases
The “Skinny viii” Option
• An ANDA filer can omit, or “carve out,” a patented
indication from its labeling to avoid having to file a
paragraph IV certification on the patent(s) that cover
that indication.
― 21 U.S.C. § 355(j)(2)(A)(viii) allows ANDA applicant to submit, in
lieu of a paragraph IV certification, a certification that an Orange
Book listed patent does not claim an indication for which the
ANDA applicant seeks FDA approval.

• Does the labeling still encourage, recommend, or
promote the allegedly carved-out use?
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Matching Label to Claim
• Eli Lilly & Co. v. Teva Parenteral Medicines,
Inc., 845 F.3d 1357 (Fed. Cir. 2017)
• Claim 1. A method of administering pemetrexed
disodium to a patient in need thereof comprising
― administering an effective amount of folic acid
and an effective amount of [vitamin B12]
― followed by administering an effective amount of
pemetrexed disodium ….
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Steps
Teva
Supplies the pemetrexed

Patient
Self-administers folic acid

Physician
Administers B12 & pemetrexed

13

Label: Patient Information

14

Direct Infringement Required
District Court: Claims valid and infringed.
No single actor performs all steps of the asserted claims -- actions of
both physicians and patients are required.
But all steps of the asserted claims are attributable to physicians, so
court found direct infringement attributable to physicians.

•

•

Federal Circuit: Affirmed.
“Where, as here, no single actor performs all steps of a method
claim, direct infringement only occurs if ‘the acts of one are
attributable to the other such that a single entity is responsible for
the infringement.” Akamai V, 797 F.3d at 1022. The performance of
method steps is attributable to a single entity in two types of
circumstances: when that entity ‘directs or controls’ others’
performance, or when the actors ‘form a joint enterprise.’”

•
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Must Also Show Specific Intent for Induced
Infringement
• District Court: Induced infringement.
– “Defendants induce physicians’ infringement because physicians act ‘‘in
accordance with Defendants’ proposed labeling.’’

• FC: Affirmed.
– “[T]he intent for inducement must be with respect to the actions of the
underlying direct infringer, here physicians.”
– “When the alleged inducement relies on a drug label’s instructions, ‘[t]he
question is not just whether [those] instructions describ[e] the infringing
mode, … but whether the instructions teach an infringing use such that
we are willing to infer from those instructions an affirmative intent to
infringe the patent.’ … ‘The label must encourage, recommend, or
promote infringement.’”
– In this case, “[t]he instructions are unambiguous on their face and
encourage or recommend infringement.”
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Lessons Learned from Eli Lilly
• Inducement and divided infringement can live
together happily ever after.
• Accused infringer can instruct direct infringer to infringe,
who in turn directs another actor to carry out some of the
infringing steps.
• Accused infringer intends to cause direct infringer to
perform acts that are known to infringe.
• Attribution of all method steps to the direct infringer.
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Lessons Learned from Eli Lilly
• In Hatch-Waxman Act cases relying on the ANDA filer’s proposed
labeling to show inducement, the issue of specific intent often
turns on whether the proposed labeling instructs users to
perform the patented method.
• The labeling must encourage, recommend, or promote
infringement.
Even where the labeling does not explicitly recite the claim
limitations, instructions that inevitably lead some users to
practice the claimed method is sufficient evidence of specific
intent.

•
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Instructions to Establish Intent
AstraZeneca LP v. Apotex, Inc., 633 F.3d 1042 (Fed. Cir. 2010)
•

AstraZeneca’s Pulmicort Respules (budesonide
inhalation suspension) approved in 2000.

•

Orange Book listed USP 6,598,603:
― 1. A method of treating a patient suffering from a respiratory
disease, the method comprising administering to the patient a
nebulized dose of a budesonide composition in a continuing regimen
at a frequency of not more than once per day.
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Instructions to Establish Intent
AstraZeneca LP v. Apotex, Inc., 633 F.3d 1042 (Fed. Cir. 2010)

Orange Book listed USP 6,598,603:

•

― 1. A method of treating a patient suffering from a respiratory
disease, the method comprising administering to the patient a
nebulized dose of a budesonide composition in a continuing regimen
at a frequency of not more than once per day.
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Instructions to Establish Intent
AstraZeneca LP v. Apotex, Inc., 633 F.3d 1042 (Fed. Cir. 2010)

Orange Book listed USP 6,598,603:

•

― 1. A method of treating a patient suffering from a respiratory
disease, the method comprising administering to the patient a
nebulized dose of a budesonide composition in a continuing regimen
at a frequency of not more than once per day.
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Instructions to Establish Intent
AstraZeneca LP v. Apotex, Inc., 633 F.3d 1042 (Fed. Cir. 2010)
•

Apotex submitted ANDA seeking approval to market a generic budesonide
product for twice-daily use.

•

Omitted “once daily” options from dosing sections of label and filed a section
viii statement as to ’603 patent.
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Instructions to Establish Intent
AstraZeneca LP v. Apotex, Inc., 633 F.3d 1042 (Fed. Cir. 2010)
•

FDA required Apotex to keep “downward-titration” language and did not allow
Apotex to add “by administration twice daily.”

•

Approved in 2009.
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Instructions to Establish Intent
AstraZeneca LP v. Apotex, Inc., 633 F.3d 1042 (Fed. Cir. 2010)
•

AstraZeneca brought a declaratory judgment action against Apotex in the
District of New Jersey and moved for a preliminary injunction.

•

After a 5-day hearing, the district court granted the motion:
― Determined that the proposed label would cause some users to
infringe.
― Found that even though Apotex was aware of the potential
infringement problem, it decided not to appeal the FDA decision or
pursue other options.
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Instructions to Establish Intent
AstraZeneca LP v. Apotex, Inc., 633 F.3d 1042 (Fed. Cir. 2010)
On appeal, Apotex challenged the district court’s finding of specific intent:

•

― Argued that the district court erred in inferring specific intent from
Apotex’s planned distribution of the generic drug because of the
product’s substantial non-infringing uses.
― Argued that warnings on drug labels do not influence how a drug is
used.
― Argued that the proposed label is insufficient evidence of specific
intent because the FDA required Apotex to include the downwardtitration language.
― Argued that it never believed that the downward-titration language
teaches the claimed once-daily administration.

25

Instructions to Establish Intent
AstraZeneca LP v. Apotex, Inc., 633 F.3d 1042 (Fed. Cir. 2010)
Federal Circuit disagreed with Apotex and affirmed the preliminary injunction:

•

― Apotex did not establish that any non-infringing use was substantial;
the proposed label will cause at least some users to infringe.
― That some users may ignore the warnings in the label is irrelevant to
specific intent.
― Apotex could have filed a paragraph III or IV, formally appealed the
FDA’s decision requiring the dose-titration language, or sought to
market a 0.125 mg per 2 mL strength.
― The district court’s finding was based on the label and Apotex’s
decision to proceed despite being aware of potential problems.
― Apotex’s belief based on an FDA statement was misplaced because
FDA is not an arbiter of patent infringement issues.
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Instructions to Establish Intent
Bayer Schering Pharma AG v. Lupin, Ltd., 676 F.3d 1316 (Fed. Cir. 2012)
•

Bayer’s Yasmin (drospirenone/ethinyl estradiol)
tablets approved in 2001.

•

Orange Book listed USP 5,569,652:
― 11. A method of simultaneously achieving, during premenopause or
menopause, a contraceptive effect, an anti-androgenic effect, and
an antialdosterone effect in a female patient in need thereof….

27

Instructions to Establish Intent
Bayer Schering Pharma AG v. Lupin, Ltd., 676 F.3d 1316 (Fed. Cir. 2012)

Orange Book listed USP 5,569,652:

•

― 11. A method of simultaneously achieving, during premenopause or
menopause, a contraceptive effect, an anti-androgenic effect, and
an antialdosterone effect in a female patient in need thereof….
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Instructions to Establish Intent
Bayer Schering Pharma AG v. Lupin, Ltd., 676 F.3d 1316 (Fed. Cir. 2012)
•

Watson, Sandoz, and Lupin submitted ANDAs seeking approval to market
generic drospirenone/ethinyl estradiol products for oral contraception.

•

Filed paragraph IV certifications as to ’652 patent.

•

Bayer sued in the Southern District of New York.

•

District court granted judgment of noninfringement on the pleadings under
Fed. R. Civ. P. 12(c).

29

Instructions to Establish Intent
Bayer Schering Pharma AG v. Lupin, Ltd., 676 F.3d 1316 (Fed. Cir. 2012)
On appeal, the Federal Circuit noted undisputed issues:

•

― The claims are to simultaneously achieving three effects.

― Bayer does not have patent protection for contraception alone.
― The proposed products are indicated only for contraception.
― The patent can be infringed only if seeking approval for the three
simultaneous effects.

Bayer argued that the FDA approved Yasmin for all three effects and that the
ANDA filers were likewise seeking approval for all three effects.

•

― Noted that FDA-approved methods do not invariably appear in the
Indications and Usage section.
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Instructions to Establish Intent
Bayer Schering Pharma AG v. Lupin, Ltd., 676 F.3d 1316 (Fed. Cir. 2012)
Bayer relied on four pieces of evidence:

•

― FDA regulation requiring Orange Book listing of patents claiming
“indications” or “other conditions of use.”
― Physician’s declaration that prescribing Yasmin as an oral
contraceptive with the intent to produce the other two effects “is
clearly stated and on-label.”
― Former FDA official’s declaration that the FDA approved Yasmin for
all three effects, because listing the effects in the Clinical
Pharmacology section indicated they were “pertinent” to human use.
― FDA-approved promotional materials for Yasmin highlighting the
other two effects.
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Instructions to Establish Intent
Bayer Schering Pharma AG v. Lupin, Ltd., 676 F.3d 1316 (Fed. Cir. 2012)
Federal Circuit disagreed with Bayer and affirmed the judgment of
noninfringement:

•

― The Orange Book listing is not decisive because the FDA lists patents
without determining suitability, and because the “reasonably
asserted” standard for listing is broader than infringement.
― Physician’s declaration is contrary to the approved label, which does
not indicate Yasmin is safe or effective for the other two effects.

― Former FDA official’s declaration that the two effects were
“pertinent” to human use does not mean that the drug is safe or
effective for them.
― FDA-approved promotional materials included the other two effects
in descriptions of side effects, and do not indicate the drug is
approved for those effects.
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Instructions to Establish Intent
Bayer Schering Pharma AG v. Lupin, Ltd., 676 F.3d 1316 (Fed. Cir. 2012)
Judge Newman dissented:

•

― Judgment on the pleadings was improper where evidence supported
Bayer’s undisputed statement in the complaint that a significant
portion of prescriptions were intended to produce the three effects.
― It was undisputed that the three claimed properties are coextensive
with the FDA-approved label.
― “Dismissal of the complaint was contrary to the premises of the
Federal Rules, and contrary to the purposes of the Hatch-Waxman
Act.”
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Instructions to Establish Intent
Takeda Pharm. U.S.A., Inc. v. West-Ward Pharm. Corp., 785 F.3d 625
(Fed. Cir. 2015)
•

Takeda’s Colcrys (colchine) tablets approved in 2009.

•

Orange Book listed “acute gout patents” USP 7,964,647 and 7,981,938:
― 1. A method of treating a patient having an acute gouty arthritis
attack with colchicine….
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Instructions to Establish Intent
Takeda Pharm. U.S.A., Inc. v. West-Ward Pharm. Corp., 785 F.3d 625
(Fed. Cir. 2015)
•

Takeda’s Colcrys (colchine) tablets approved in 2009.

•

Orange Book also listed “drug-drug interaction patents” USP 7,964,648,
8,097,655, and 8,440,722:
― 2. [A method of treating a patient with colchicine] for the
prophylaxis of gout flares…wherein the [patient is] receiving
concomitant ketoconazole….
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Instructions to Establish Intent
Takeda Pharm. U.S.A., Inc. v. West-Ward Pharm. Corp., 785 F.3d 625
(Fed. Cir. 2015)
•

Hikma submitted a 505(b)(2) seeking approval to market a colchicine drug
(Mitigare) for prophylaxis of gout flares.

•

Approved in 2014; launched Mitigare and planned to launch generic version.

•

Takeda sued in the District of Delaware, and district court denied Takeda’s
motion for a preliminary injunction.
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Instructions to Establish Intent
Takeda Pharm. U.S.A., Inc. v. West-Ward Pharm. Corp., 785 F.3d 625
(Fed. Cir. 2015)
On appeal, the Federal Circuit affirmed denial as to the acute gout patents:

•

― Statement in the label that “[i]f you have a gout flare while taking
Mitigare, tell your healthcare provider” was insufficient.
― “[V]ague label language cannot be combined with speculation about
how physicians may act to find inducement.”
― Distinguished from AstraZeneca v. Apotex (Pulmicort Respules case)
because there, the patient did not need to consult anything outside
of the label to infringe.
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Instructions to Establish Intent
Takeda Pharm. U.S.A., Inc. v. West-Ward Pharm. Corp., 785 F.3d 625
(Fed. Cir. 2015)
The Federal Circuit also affirmed denial as to the drug-drug interaction
patents:

•

― Statements in label and in physician declaration about coadministration did not demonstrate direct infringement, so no need
to reach induced infringement.
― Testimony by one doctor that he had prescribed colchicine
concomitantly with inhibitors was not evidence that other doctors
would do the same, and was not evidence of direct infringement
because he did not speak of using Mitigare.
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Label Need Not Include Drug Properties
Orexigen Therapeutics, Inc. v. Actavis Labs. FL, Inc., 282 F. Supp. 3d 793
(D. Del. 2017)
•

Orexigen’s Contrave (naltrexone HCl/bupropion HCl) approved in 2014.

•

Orange Book listed USP 8,916,195:
― 11. A method of treating overweight or obesity… [with]…
naltrexone… administered as a sustained release formulation… [with]
an in vitro naltrexone dissolution profile…of: a) between 39% and
70% of naltrexone released in one hour; b) between 62% and 90% of
naltrexone released in two hours; and c) at least 99% in 8 hours….
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Label Need Not Include Drug Properties
Orexigen Therapeutics, Inc. v. Actavis Labs. FL, Inc., 282 F. Supp. 3d 793
(D. Del. 2017)
Actavis filed an ANDA seeking approval to market a generic version.

•

― Proposed label did not include a dissolution profile.
― Dissolution testing gave the following results:
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Label Need Not Include Drug Properties
Orexigen Therapeutics, Inc. v. Actavis Labs. FL, Inc., 282 F. Supp. 3d 793
(D. Del. 2017)
•

Orexigen sued in the District of Delaware.

•

Following trial, the district court determined that Actavis infringed:
― Actavis’s testing showed that its product includes tablets that meet
the claimed dissolution profile.
― “I have already concluded that [the] proposed ANDA product meets
the dissolution profile; I do not think it is necessary for infringement
of this method claim to find that [the] proposed label includes the
dissolution profile.”
― Knowledge of the profile by the direct infringer is irrelevant; Actavis
knows that the tablets meet the claim limitations.
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The Importance of Claim Construction
Novartis Pharm. Corp. v. Breckenridge Pharm. Inc., 248 F. Supp. 3d 578
(D. Del. 2018)
•

Novartis’s Zortress (everolimus) tablets approved in 2010.

•

Orange Book listed USP 6,239,124:
― 7. A method of treating or preventing… transplant rejection…
comprising co-administering synergistically effective amounts of (I)
cyclosporin A and (II) 40-O-(2-hydroxyethyl)-rapamycin in the weight
ratio of 2:1 to 180:1.
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The Importance of Claim Construction
Novartis Pharm. Corp. v. Breckenridge Pharm. Inc., 248 F. Supp. 3d 578
(D. Del. 2018)
•

Breckenridge filed an ANDA seeking approval to market a generic version.

•

Novartis sued in the District of Delaware.

•

Following a bench trial, the district court ruled that Breckenridge infringed:
― Breckenridge disputed only the synergistic effectiveness element,
arguing synergy was not shown using a Berenbaum-Chou equation.
― “I am not convinced that use of the Berenbaum-Chou equation is
required for evaluating synergy as is contemplated in these patents….
[T]he term, as I have construed it, consistent with the specification,
does not require a specific method of evaluat[ion]….”
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Induced Infringement
● Sanofi v. Watson, 875 F.3d 636 (Fed. Cir. 2017)

● An example of why patent holders should pursue claim language that
mirrors an FDA drug label, particularly regarding clinical trials, provide
that clinical trial information in a patent application, set forth that
clinical trial information in the label, and reference that clinical trial
information in the Indications and Usage Section of the label.
● Multaq® is the brand name version of dronedarone, an antiarrhythmic
agent directed towards the treatment of heart rhythm problems in
patients with atrial fibrillation.
● However, dronedarone also has the risk of doubling mortality rates in
patients who have severe heart failure (NYHA Class IV or Class III with a
recent hospitalization for heart failure).
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History of Multaq® Drug Development
● 1998 – Sanofi files application that established priority date for the

’800 patent on dronedarone composition.
○ Sanofi does not receive FDA approval for Multaq until mid-2009 (leading
to the ’167 patent in 2009).
● Between 2001-2003, Sanofi conducts two large-scale clinical trials

(EURIDIS and ADONIS) to test effect of dronedarone effect on atrial
fibrillation or flutter.
○ Studies show “potential major clinical benefit” of reduced
hospitalization or death in patients with currently normal sinus
rhythm but had earlier experienced an episode of atrial fibrillation or
flutter.
○ Dronedarone further “reduced the incidence of a first recurrence as
well as a symptomatic first recurrence within 12 months after
randomization, and significantly reduced the ventricular rate during the
recurrence of arrhythmia.”
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History of Multaq® Drug Development
● In 2002, Sanofi conducts another trial to investigate safety: ANDROMEDA –
designed to test the effects of dronedarone on patients with symptomatic
heart failure and severe heart failure symptoms.
○ Dronedarone actually increased mortality from heart failure.
● European Medicines Agency, upon review, stated that “the clinical relevance
needs further consideration…in particular in the context of the negative
effects seen in the ANDROMEDA [trials].”
● 2005-2008: Sanofi conducts the large-scale clinical trial, ATHENA, designed
to address the potential for clinical benefits of dronedarone that earlier
trials had indicated
○ ATHENA trial found positive results for dronedarone – led to the filing of the ’167
patent, with four priority documents filed in 2008, two in France and two in the
EPO, and also led to FDA approval of Multaq.
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Sanofi v. Watson, 875 F.3d 636 (Fed. Cir. 2017)
● Initial ‘167 Application Claim 1 (Filed Apr. 16, 2009):

●
●
●
●

No
No
No
No

reference of clinical trials.
indication of any contraindicated symptoms.
definition of severe heart failure dangers.
description of patient cardiovascular risk factors.

● Such information appeared in issued claims of the ‘167 patent, as seen on the next

page, and that information was found in the specification of the ‘167 patent, see,
e.g., cols. 3-4, 6, and 14. It was undisputed that issued claims 1 and 8 were entitled
to a priority date of February 11, 2009, the second filed French priority application.
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Sanofi v. Watson (con’t)
●

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)
• As will be seen on the following slides, the original label brilliantly
referenced in the Indications and Usages section of the label the
Clinical Studies of Section 14 of the label that identifies the
patients and that has been carried forward into the most recent
label.
• Section 14 provided results from the 2005-2008 large scale, pivotal
outcome ATHENA clinical study (referenced above), and also the
EURIDIS, ADONIS, and ANDROMEDA clinical studies.
• And importantly, the Clinical Studies results, particularly the
ATHENA results, were found in the February 9, 2011, French
priority document and were carried into the U.S. filing resulting in
the ‘167 patent.
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Sanofi v. Watson (con’t)
Original Approved Label (07/01/2009):
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Sanofi v. Watson (con’t)
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 v. Lupin, 282 F.3d 818 (D. Del. 2017)
●

Multaq®
○

●

U.S. Pat. No. 9,107,900 (“the ‘900 patent”)
■ Claims 1, 7, 9, and 14

Claims at issue in induced infringement assertion:
○
○

The “Clinical Studies” section of the label taught that dronedarone could be used for some
patients with coronary heart disease, i.e., the ATHENA study.
The court found that a POSA would have recognized from the ATHENA study that about 60%
of the patients had structural heart disease, and that about half of those patients would
have had coronary heart disease. It also found that defendants’ labels suggested that
dronedarone could be used in patients in the Age Criteria because the ATHENA study
patients ranged from 23-97 years old, where 42% were 75 years old or older.

●

Finally, the court held that defendants knew about the ’900 patent and knew their
generic dronedarone would be administered in a manner that infringes that patent;
they, therefore, intended that result.

●

Appealed to Fed. Cir. on Dec. 6, 2017.
○
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Feb. 21, 2018 Fed. Circ. issues vacatur order after Sanofi v. Watson decision

Sanofi : Why Did It Matter?
Can You Say 10 More Years?
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Takeaways from Sanofi
● The “see Clinical Studies” language, included in the FDA drug label, was an
extremely important factor that helped Sanofi prove induced infringement
in both cases.
● Safety/Efficacy of drug led to specific patient population with patentclaimed risk factors.
○
○

Consider drafting claims based on a specification reporting results of clinical trials that
match those set forth in the label.
Avoid waiting too long to file application such that the clinical trial results become prior art
against the claims (the results of the ATHENA trials post-dated the critical prior art date).

● Method-of-treatment claims that appear to be very narrow can sound the
death knell for generic manufacturers where the claim limitations closely
correspond with generic label language, relying in the Indications and Usage
section of the label on critical clinical trial results that find their way into
the patent specification.
● But see Indications and Usage section of “Labeling for Human Prescription
Drugs and Biologicals Products – Content and Format, Draft Guidance for
Industry, FDA July 2018, For Comment Purposes Only”
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Vanda Pharms. v. West-ward Pharms.
• 887 F.3d 1117 (Fed. Cir. 2018)
• Iloperidone and the CYP2D6 gene
• Poor metabolizers

• U.S. Reissue Patent 39,198
• Compound Patent

• U.S. Patent 8,586,610
• Did not issue until after ANDA filed.
• A method for treating a patient with iloperidone
― (1) determining the patient’s genotype by
― (a) obtaining a biological sample and
― (b) performing a genotyping assay
― (2) administering specific dose ranges
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Induced Infringement
• Direct Infringement

• Specific Intent
• Proposed label: “The proposed ANDA
label is substantially identical in all
material respects to the Fanapt®
label.
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Vanda (con’t)
• West-Ward argument:
• Proposed label “itself cannot constitute direct
infringement of the asserted method claims” and
doctor never practiced the asserted claims.
• Doctor never practiced claims.
• No evidence of specific intent; no evidence that label
encouraged a direct infringer.
• Non-infringing uses existed.
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Vanda (con’t)
• West-Ward amended the ANDA by submitting a Paragraph IV
certification regarding the '610 patent after that patent issued.
• DC: Granted injunction.
• FC: Affirmed.
• “the proposed label ‘recommends’ that physicians perform the claimed
steps,”

• Off-label use is not applicable, and 271(b) does not include “substantial
noninfringing use” exception.
• No need to prove actual direct past infringement.

• Patentees in H-W litigations asserting method patents do not have to
prove that prior use of the NDA-approved drug satisfies the limitations of
the asserted claims.
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Induced Infringement—“laboratory tests”
Patent
Claims

genotyping
tests
Experts from both
sides testified that
the referred-to tests
are genotyping
tests

laboratory
tests

the label does NOT
instruct users to
infringe the ʼ610
Patent claims

West-Ward Pharm.

Vanda Pharm.
Federal
Circuit
No clear error in the district court’s
finding that “laboratory tests” are
“genotyping tests” and therefore
the label induces infringement
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Proposed
Label

Induced Infringement—Obtaining a Biological Sample
Patent
Claims

obtaining a
biological
sample
Genotyping tests
recommended in
the label require
obtaining a
biological sample

laboratory
tests
the district court did
NOT find that the
label recommends
obtaining a biological
sample

Vanda Pharm.

West-Ward Pharm.
Federal
Circuit
No clear error in the district court’s
implicit finding that the proposed
label recommends obtaining a
biological sample and therefore the
label induces infringement
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Proposed
Label

Induced Infringement—
Non-infringing Uses

West-Ward argued there were substantial non-infringing uses

Federal
Circuit
Even if not every practitioner will
prescribe an infringing dose, that the
target dose range “instructs users to
perform the patented method” is sufficient
to “provide evidence of [West-Ward’s]
affirmative intent to induce infringement.”
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Vanda (con’t)
• Petition for certiorari filed Dec. 27, 2018, only on the
subject matter eligibility issue.
• Questions posed:

• Whether patents that claim a method of medically
treating a patient automatically satisfy Section 101 of
the Patent Act, even if they apply a natural law using
only routine and conventional steps.
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Vanda : Why Did It Matter?
Can You Say 11 More Years?
•

The Re 39,198 expired on 11-15-16.

•

The ‘610 patent upheld in Vanda expires on 11-02-27!!
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Post-Launch Is Different According to Judge Stark
• GSK v. Teva Pharms. USA, Inc., 14-cv-00878 (D. Del. Mar. 28, 2018)
• May 1997 FDA approved GSK’s NDA for carvedilol, marketed as Coreg®
(1) hypertension; (2) mild-to-severe CHF; and (3) left ventricular
―Indications:
dysfunction ("LVD").

• Patent issued June 1998 (U.S. 5,760,069)
• GSK marketed Coreg® in the U.S. only for the CHF indication; published
the '069 patent in the Orange Book with use code U-233, "decreasing
mortality caused by congestive heart failure.“

• Mar. 2002 Teva filed ANDA.
• Aug. 2007, Teva sought approval based on section viii carve out - not
used for treatment of CHF.

• Sept. 2007 Teva received approval and launched with skinny label.
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Post-Launch Is Different According to Judge Stark
• GSK v. Teva Pharms. USA, Inc., 14-cv-00878 (D. Del. Mar. 28, 2018)
•

Jan. 2008, ‘069 reissued as RE40,000.

•

GSK de-listed the ‘069 patent from the OB and listed the ‘000 patent with the
same use code (only CHF).

•

April 2011 Teva amended label to be copy of full label (all three indications).

•

June 7, 2015 ‘000 patent expired.

•

Claim 1. A method of decreasing mortality caused by congestive heart failure in a
patient in need thereof which comprises administering a therapeutically
acceptable amount of carvedilol in conjunction with one or more other
therapeutic agents, …, wherein the administering comprises administering to said
patient daily maintenance dosages for a maintenance period to decrease a risk of
mortality caused by congestive heart failure, and said maintenance period is
greater than six months.
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Post-Launch Is Different According to Judge Stark
• GSK v. Teva Pharms. USA, Inc., 14-cv-00878 (D. Del. Mar. 28, 2018)
• Jury: willful induced infringement of RE 40,000 of claims 1-3 but not 6-9
during skinny label period; willful induced infringement of claims 1-3 and
6-9 during full label period; no invalidity; $235.5M damages.
• Judge Stark: Granted Teva’s motion for JMOL; “neither sufficient nor
substantial evidence supports the jury's finding of inducement.”
― “To prove inducement, GSK was required to prove by a preponderance of the evidence that, among
other things, "Teva's alleged inducement, as opposed to other factors, actually caused the physicians to
directly infringe.“
― “even if the label were enough in a post-launch world, [GSK’s expert] specifically stated that he did not
read Teva's label prior to administering generic carvedilol, but "just assume[ d] they were the same"
based on the information the generic company provided.”
― No induced infringement during skinny label period; “any infringing use by any physician during the
skinny label period was caused by factors unrelated to Teva…. Teva's skinny label did not instruct doctors
to prescribe generic carvedilol for an off-label use, i.e., treatment ofCHF. … Similarly, Teva's skinny label
identified the approved indications as being hypertension and post-MI LVD, which were not covered by
GSK's patent, and which cannot be considered infringing uses.”
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Post-Launch Is Different According to Judge Stark
• GSK v. Teva Pharms. USA, Inc., 14-cv-00878 (D. Del. Mar. 28, 2018)
• Judge Stark (con’t)
― “Teva showed that once generic carvedilol entered the market in
September 2007, and continuing beyond 2007, doctors continued
prescribing carvedilol (be it Coreg® or a generic) in the same manner
as they had prior to the generics' entrance, as they based their
prescription decisions on the various factors addressed above without
relying on Teva's - or any other generic manufacturers ' - label.”
― “Teva's uncontroverted evidence of alternative factors that caused
physicians to prescribe carvedilol in an infringing manner cannot be
ignored. … Teva correctly notes, no direct evidence was presented at
trial that any doctor was ever induced to infringe the '000 patent by
Teva's label (either skinny or full). There was no direct evidence that
Teva's label caused even a single doctor to prescribe generic
carvedilol to a patient to treat mild to severe CHF.”
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Post-Launch Is Different According to Judge Stark
• GSK v. Teva Pharms. USA, Inc., 14-cv-00878 (D. Del. Mar. 28, 2018)
• Judge Stark (con’t)
― No induced infringement during full label period either.
― Distinguishes Sanofi:
― “Sanofi involved the ordinary Hatch-Waxman framework, ‘where a claim of induced
infringement is filed before the generic has launched its product, and necessarily,
before the generic has even attempted to communicate with any direct infringer.’
… In those cases, as this Court held during earlier portions of this case, "the focus
must be on intent, rather than actual inducement." (Id. ) Here, by contrast, ‘GSK
filed its case almost seven years after Defendants launched their generic carvedilol
products into the market. Hence, GSK's inducement claims are not premised on a
hypothetical, but instead must be supported by sufficient evidence as to what
actually happened during the relevant time period.’ …This Court has decided that
reliance on a label and speculation about what may occur in the future cannot
substitute for actual evidence about what has actually occurred in the past when,
as in this case, there has been a period of actual, past conduct that is pertinent to
infringement.”
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Post-Launch Is Different According to Judge Stark
• GSK v. Teva Pharms. USA, Inc., 14-cv-00878 (D. Del. Mar. 28, 2018)

• Judge Stark (con’t)
― No induced infringement during full label period either.
― “Teva presented substantial, unrebutted evidence of multiple factors
unrelated to Teva that actually caused doctors to infringe the '000 patent. A
reasonable factfinder could only have found that these alternative, non-Teva
factors were what caused the doctors to prescribe generic carvedilol for an
infringing use. Regardless of Teva’s actions after it amended its label in May of
2011, including its elimination of the carve-out from its label, physicians were
already prescribing generic carvedilol to treat CHF at that time. No
substantial evidence was presented at trial to support a finding that anything
about doctors’ behavior - either as a class, or even a single doctor - was
induced to change by Teva's label, or by anything else Teva did (or failed to
do).”
Oral argument heard Sept. 4, 2019.
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Post-Launch: More Judge Stark
• GSK v. Glenmark Pharms. Inc., USA, 2017 U.S. Dist.
LEXIS 88839 (D. Del. June 9, 2017)
• Same patent, RE40,000.
• GSK argued there is a per se rule that a generic label including the
patented indication is sufficient to establish induced infringement;
no difference between pre-launch and post-launch for finding
inducement.
• Judge Stark denied Glenmark’s motion for summary judgment of no
induced infringement.
― Post-launch infringement claims not based on hypothetical “but instead, must be supported
by sufficient evidence as to what actually happened during the relevant time period.”
― Court will leave to jury to weigh GSK’s circumstantial evidence and Glenmark’s direct
evidence.
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Judge Andrews Appears to Agree
• Takeda Pharms., U.S.A., Inc. v. West-Ward Pharm. Corp.,
2018 U.S. Dist. LEXIS 209127 (D. Del. Dec. 12, 2018)
• On remand from affirmance of denial of PI (discussed earlier).
• Plaintiff: Defendants induced infringement of the Acute Gout
Flare Patents through post-launch marketing efforts for Mitigare.
• DC: Granted summary judgment of no induced infringement.
― Federal Circuit has already determined that the Mitigare and Mitigare
AG label language directing patients to consult their doctor if they
suffer an acute gout flare does not induce infringement.
― “The mere knowledge that the third-party recipient may engage in
infringing use upon receipt of the product therefore cannot create an
inference of intent to induce.”
― No evidence that contracts actually induced infringement.
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Who Reads the Generic Product Label?
• “A physician would look to the indications and usage section
of Defendants’ proposed labels before prescribing everolimus
to a transplant patient.”
• Novartis v. Breckenridge
• “Teva showed that … doctors … based their prescription
decisions on [various factors] without relying on Teva’s—or
any other generic manufacturers’—label.”
• GSK v. Teva
•
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But the court noted, this case involved a launched generic
product, so infringement must be supported by sufficient
evidence as to what actually happened.

Strategic Considerations:
Label Language
• Consider drafting labeling to align with patent claim
limitations.
• What can you include?
• Will an alleged infringer be able to carve it out?
• Are there sections of the labeling that will support a claim of
infringement for all claimed indications?
• Can you include instructions to help with attribution of all claimed
method steps?
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Drafting and Prosecution:
Keep Enforcement in Mind When Drafting Claims
Consider who will infringe the claims and how
infringement will be proven.
Goal: claims that will be directly and literally
infringed by competitors.
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Thank You!
Contact Information:
tom.irving@finnegan.com
barbara.rudolph@finnegan.com
shana.cyr@finnegan.com
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