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I. INTRODUCTION

Petitioner Mylan Pharmaceuticals Inc. (“Petitioner”) hasfiled a

Petition (Paper 2, “Pet.”) seeking inter partes review of claims 1—9, 34-39,

41-43, and 45 of US Patent 10,888,601 B2 (Ex. 1001, the “’601 patent”).

Patent Owner Regeneron Pharmaceuticals, Inc. (“Patent Owner”) timely

filed a Preliminary Response. Paper 13 (“Prelim. Resp.”). With our

authorization (see Paper 16 at 1), Petitioner filed a Reply to the Preliminary

Response (Paper 17 (“Reply’’)), and Patent Ownerfiled a Sur-Reply. Paper

19 (“Sur-Reply”).

Under 35 U.S.C. § 314, the Board “maynot authorize an inter partes

review to be instituted unless ... the information presented in the petition

... and any response ... showsthat there is a reasonable likelihood that the

petitioner would prevail with respect to at least 1 of the claims challenged in

the petition.” Upon consideration of the Petition, Preliminary Response,

Reply, Sur-Reply, and the evidence of record, we determine that the

evidence presented demonstrates a reasonable likelihood that Petitioner

would prevail in establishing the unpatentability of at least one challenged

claim of the °601 patent.

Il. BACKGROUND

A, Real Parties-in-Interest

Petitioner identifies Viatris Inc., Mylan Inc., Mylan Pharmaceuticals

Inc., Momenta Pharmaceuticals, Inc., Janssen Research & Development

LLC,and Johnson & Johnson as the real parties-in-interest. Paper 11 at 1.

Patent Owneridentifies Regeneron Pharmaceuticals, Inc. as the real party-

in-interest. Paper 5 at 1.
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B. RelatedMatters

Petitioner and Patent Owner identify Mylan Pharms. Inc. y.

Regeneron Pharms., Inc., [PR2021-00880, IPR2021-00881, IPR2022-01225

(PTAB), and Regeneron Pharms., Inc. v. Mylan Pharms. Inc., 1:22-cv-

00061-TSK (N.D.W.Va.) as related matters. Paper 5 at 1; Paper 11 at 1.

Patent Owneralso identifies Chengdu Kanghong Biotechnology Co.v.

Regeneron Pharms., Inc., PGR2021-00035 (PTAB)(proceeding terminated).

Paper 5 at 2-3. Petitioner further identifies the following as judicial or

administrative matters that could affect, or be affected by, a decision in this

interpartes review: Apotex Inc. v. Regeneron Pharmaceuticals, Inc.,

No. IPR2022-01524 (PTAB), United States v. Regeneron Pharms., Inc.,

No. 1:20-cv-11217-FDS (D. Mass.), and Horizon Healthcare Servs., Inc. v.

Regeneron Pharms., Inc., No. 1:22-cv-10493-FDS(D. Mass.). Paper 11 at

1-2.

Petitioner also identifies additional patents and patent applications that

claim priority to the 601 patent, namely: US 9,254,338 B2; US 9,669,069

B2; US 10,857,205 B2; US 10,828,345 B2; US 10,888,601 B2; and US

11,253,572 B2; and US Appl. Ser. Nos. 17/072,417; 17/112,063;

17/112,404; 17/350,958; and 17/740,744. Paper 11 at 2.

Of particular relevance to our decision in this proceeding is the Final

Written Decision entered in IPR2021-00881 on November9, 2022. See IPR

2021-00881, Paper 94 (the “-00881 Decision” Ex. 3001). In the -00881

Decision, the panel found that the challenged claims were unpatentable on at
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least one of the same groundsasserted against the challenged claimsin the

present Petition. See generally Ex. 3001.

C. The Asserted Grounds of Unpatentability

Petitioner contends that claims 1—9, 34-39, 41—43, and 45 of the ’601

patent are unpatentable, based upon the following grounds:

 

1-9, 34-39, 41- 102

43,45

1-9, 34-39, 41- 102 Regeneron 2008+
43,45

' The Leahy-Smith America Invents Act (“AIA”), Pub. L. No. 112-29, 125
Stat. 284 (2011), amended 35 U.S.C. §§ 102 and 103, effective March 16,
2013. Because the application from which the ’601 patent issued has an
effective filing date after that date, the AIA versions of §§ 102 and 103
apply.

2 J.A. Dixonet al., VEGF Trap-Eyefor the Treatment ofNeovascular Age-
RelatedMacular Degeneration, 18(10) EXPERT OPIN. INVESTIG. DRUGS
1573-80 (2009) (“Dixon”) Ex. 1006.

3 Adis R&D Profile, Aflibercept: AVE 0005, AVE 005, AVE0005, VEGF
Trap — Regeneron, VEGF Trap (RIR2), VEGF Trap-Eye, 9(4) DRUGS R D
261-269 (2008) (“Adis”) Ex. 1007.

* Press Release, Regeneron and Bayer HealthCare Announce Encouraging
32-Week Follow-Up Resultsfrom a Phase 2 Study of VEGF Trap-Eye in
Age-RelatedMacular Degeneration, April 28, 2008 (“Regeneron 2008”)
Ex. 1012.

   

Biocon Exhibit 1058 - Page 4



Biocon Exhibit 1058 - Page 5

IPR2022-01226

Patent 10,888,601 B2

 
   

 
4 1-9, 34-39, 41 102 NCT-795°

5 1, 3-11, 13, 14, 103 Dixon alone or in view of

16-24, 26 Papadopoulos? and/or
Wiegand’

6 1, 3-11, 13, 14, 103 Dixon in combination
16-24, 26 with Rosenfeld-2006°,

and if necessary,
Papadopoulospatent

and/or Wiegand

7 1, 3-11, 13, 14, 103 Dixon in combination

16—24, 26 with Heimann-2007, and

if necessary,
Papadopoulos and/or

Wiegand

  
 

> ClinicalTrials.gov (archive), Vascular Endothelial Growth Factor
(VEGF) Trap-Eye: Investigation ofEfficacy and Safety in Wet Age-Related
Macular Degeneration (AMD) (VIEW1), available at:
https://clinicaltrials.gov/ct2/history/NCT00509795?A=8&B=9&C=merged
#StudyPageTop(last visited December 21, 2022) Ex. 1014.

° Papadopouloset al. (US 7,374,758 B2, May 20, 2008) (“Papadopoulos”)
Ex. 1010.

7 Wiegandet al. (US 7,531,173 B2, May 12, 2009) (“Wiegand”) Ex. 1008.

§ PJ. Rosenfeld et al., Ranibizumab for Neovascular Age-RelatedMacular
Degeneration, 355 (14) N. ENGL. J. MED. 1419-31; Suppl. App’x 1-17
(2006) (“Rosenfeld”) Ex. 1058.
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Petitioner also relies upon the Declarations of Dr. Thomas A. Albini

(the “Albini Declaration,” Ex. 1002) and Dr. Mary Gerritsen (the “Gerritsen

Declaration,” Ex. 1003).

D. The 601 Patent

The ’601 patent is directed to methodsfor treating angiogenic eye

disorders by sequentially administering multiple doses of a vascular

epithelial growth factor (“VEGF”) antagonist to a patient. Ex. 1001, Abstr.

These methods include the administration of multiple doses of a VEGF

antagonist to a patient at a frequency of once every 8 or more weeks,and are

useful for the treatment of angiogenic eye disorders such as, inter alia, age

related macular degeneration. /d.

In an exemplary embodiment, a single “initial dose” of VEGF

antagonist (“VEGFT”’) is administered at the beginning of the treatment

regimen(1.e., at “week 0°’), two “secondary doses” are administered at

weeks 4 and 8, respectively, and at least six “tertiary doses” are administered

once every 8 weeksthereafter, 1.e., at weeks 16, 24, 32, 40, 48, 56,etc.).

Ex. 1001 cols. 2-3, Il. 63-2.

EF. Representative Claim

Independentclaim 34 is representative of the challenged claims, and

recites:

34. A method for treating an angiogenic eye disorderin a patient in
need thereof, said method comprising administering to the patient an
effective sequential dosing regimen ofa single initial dose of a VEGF
antagonist, followed by one or more secondary doses of the VEGF

Biocon Exhibit 1058 - Page 6



Biocon Exhibit 1058 - Page 7

IPR2022-01226

Patent 10,888,601 B2

antagonist, followed by one or moretertiary doses of the VEGF
antagonist;

wherein each secondary dose is administered 4 weeksafter the
immediately preceding dose; and

wherein the VEGF antagonist is a receptor-based chimeric
molecule comprising an immunoglobin-like (Ig) domain
2 of a first VEGF receptor which is VEGFR1 andan Ig
domain 3 of a second VEGF receptor which is VEGFR2,
and a multimerizing component

wherein eachtertiary dose is administered at least 8 weeks after
the immediately preceding dose;

wherein the VEGF antagonist is a receptor-based chimeric
molecule comprising an immunoglobin-like (Ig) domain
2 of a first VEGF receptor which is VEGFR1 andan Ig
domain 3 of a second VEGF receptor which is VEGFR2,
and a multimerizing component.

Ex. 1001, col. 24,Il. 4-19.

FF. Priority History ofthe ’601 Patent

The °601 patent issued from U.S. Application Ser. No. 16/397,267

(the “’267 application”) filed on April 29, 2019, and claimsthe priority

benefit of, inter alia, US Provisional Application Ser. No. 61/432,245,

which wasfiled on Jan. 13, 2011. Ex. 1001, code (60).

The claimsof the *601 patent, including challenged claims 1-9, 34—

39, 41-43, and 45 were allowed on November12, 2020, and the patent

issued on January 12, 2021. Ex. 1017, 5591; Ex. 1001, code (45).

Biocon Exhibit 1058 - Page 7



Biocon Exhibit 1058 - Page 8

IPR2022-01226

Patent 10,888,601 B2

IH. ANALYSIS

A. Claim Construction

The Board applies the same claim construction standard that would be

used to construe the claim in a civil action under 35 U.S.C. § 282(b). See

37 C.F.R. § 100(b) (2020). Under that standard, claim terms “are generally

given their ordinary and customary meaning”as understood by a person of

ordinary skill in the art at the time of the invention. Phillips v. AWH Corp.,

A415 F.3d 1303, 1312-13 (Fed. Cir. 2005) (en banc). “In determining the

meaning of the disputed claim limitation, we look principally to the intrinsic

evidence of record, examining the claim languageitself, the written

description, and the prosecution history, if in evidence.” DePuy Spine, Inc.

v. Medtronic Sofamor Danek, Inc., 469 F.3d 1005, 1014 (Fed. Cir. 2006)

(citing Phillips, 415 F.3d at 1312-17). Extrinsic evidenceis “less significant

than the intrinsic record in determining ‘the legally operative meaning of

claim language.’” Phillips, 415 F.3d at 1317 (quoting C_R. Bard, Inc. v. U.S.

Surgical Corp., 388 F.3d 858, 862 (Fed. Cir. 2004)).

Petitioner initially argues that the language of the preamble reciting “a

methodfor treating”is not limiting upon the claims. Pet. 15—22. Petitioner

additionally proposes constructions for the claim terms“initial dose,”

“secondary dose,” and “tertiary dose.” /d. at 22—23. Finally, Petitioner

argues that the limitation reciting “wherein exclusion criteria for the patient

includeall of....” (the “exclusion criteria”) of claims 9 and 36 are not

entitled to patentable weight under the printed matter doctrine. /d. at 23-25.

In its Preliminary Response, Patent Owner does not expressly contest

Petitioner’s construction of the preamble or the claim terms“initial dose,”

“secondary dose,” and “tertiary dose.” In a footnote, Patent Ownerstates

8
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that it disagrees with Petitioner’s position concerning the exclusion criteria,

which it argues define the scope of claims 9 and 36 andare entitled to

patentable weight. Prelim Resp. 14—15 n.16. Patent Ownerstatesthat, if

trial is instituted in this proceeding,it reserves the right to address the

exclusion criteria, and claim construction more generally, but that it does not

believe that it is necessary for the Board to decide claim construction inits

Decision to Institute.

Weaddress each of these argumentsin turn.

L Preamble

Petitioner argues the preamble is not limiting upon the claims.

Pet. 15-16. Petitioner arguesthat: (1) the preamble is merely a statement of

intended purpose and, therefore, not a limitation; and (2) the preamble

provides no antecedent basis for any other claim element. /d. at 15-16, 18.

Alternatively, argues Petitioner, if the preamble 1s limiting, it should be

given its plain and ordinary meaning, which does not require any specific

efficacy requirement. /d. at 18-22.

These same arguments were argued and addressedin the previous

-00881 Decision. See Ex. 3001, 12-23. In the -00881 Decision, challenged

claim | of US 9,254,338 B2 (the “°338 patent’) recited preamble language

identical to that recited in claim 34 of the ’601 patent, viz., “a method for

treating an angiogenic eye disorderin a patient.” See Ex. 1001 col. 21,

Il. 40-41; Ex. 3001, 7. The Board found that this preamble waslimiting

upon the remainderof the claim. Ex. 3001, 18. Specifically, the Board

found that:
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Here, the claims are directed to methods of administering,1.e.,
using, a VEGFantagonist for an intended purposeof “treating an
angiogenic eye disorder in a patient.” The Specification
repeatedly characterizes the method as one for treating
angiogenic eye disorders in patients. Apart from the preamble,
the independent claims do not elsewhere recite or indicate any
other use for the method steps comprising the administration of
a VEGFantagonist. Thus, we determine that the preamble sets
forth the essence of the invention—treating an angiogenic eye
disorderin a patient.

Additionally, we find that the preamble provides antecedent
basis for claim terms “the patient” recited in the body of each
independent claim, and “angiogenic eye disorders” recited in
dependent claims 6, 7, 18, and 20. Indeed, without the preamble,
it would be unclear to whom the doses of VEGF are

administered.

Thus, ... in view of the evidence of record, namely, the claim
language and the written description of the ’338 patent, we find
that the preambles of method claims | and 14 are limiting insofar
as they require “treating an angiogenic eye disorderin a patient.”

Ex. 3001, 17—18 (citations omitted). We adopt this same reasoning here and

find, for the purposesof this Decision, that the preamble of claim 34 reciting

“Ta] method for treating an angiogenic eye disorderin a patient”is limiting

uponthe claims.

2. “Initial dose.” “Secondary Dose,” and “Tertiary Dose”

Petitioner next contends that a person of ordinary skill in the art would

understand each of these claim terms as expressly defined in the ’601

patent’s Specification. Pet. 22. The Specification defines the claim terms as

follows:
99 ¢¢

The terms“initial dose,” “secondary doses,” and “tertiary doses,”
refer to the temporal sequence of administration of the VEGF

10
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antagonist Thus, the “initial dose” is the dose which is
administered at the beginning of the treatment regimen (also
referred to as the “baseline dose’) ; the “secondary doses”are the
doses which are administered after the initial dose; and the
“tertiary doses” are the doses which are administered after the
secondary doses. The initial, secondary, and tertiary doses may
all contain the same amount of dosing regimens, but will
generally differ from one another in terms of frequency of
administration.

Ex. 1001 col. 3 Il. 42-52. Petitioner also notes that the Specification further

explains that “the immediately preceding dose” means“in a sequence of

multiple administrations, the dose of VEGF antagonist whichis

administered to a patient prior to the administration of the very next dose in

the sequence with no intervening doses.” Pet. 22 (citing Ex.1001 col. 3,

Il. 62-67; Ex.1002, 9] 42-52).

For the purposes of this Decision, we adoptPetitioner’s proposed
99 ¢¢

construction of the claim terms“initial dose,” “secondary dose,” and

“tertiary dose.” Petitioner proposes adoption of the definitions expressly set

forth in the Specification of the ’601 patent, viz., that the initial dose is the

dose “administered at the beginning of the treatment regimen,” and is

followed by the secondary doses “secondary doses”are “administered after

the initial dose,” and the tertiary doses are “administered after the secondary

doses” and maybe distinguished from the secondary doses “in terms of

frequency of administration.” Ex. 1001 col. 3, Il. 36-44.

3. The exclusion criteria

The exclusion criteria limitation of challenged claims 9 and 36 recite

“wherein exclusion criteria for the patient include (1) active intraocular

11
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inflammation; (2) active ocular or periocular infection.” See, e.g., Ex. 1001

col. 21, Il. 65-67. Petitioner argues that these “exclusion criteria” are

entitled to no patentable weight underthe printed matter doctrine. Pet. 23.

Pointing to the two-part analysis set forth in Praxair Distrib., Inc. v.

Mallinckrodt Hosp. Prods. IP Ltd., 890 F.3d 1024, 1032 (Fed. Cir. 2018),

Petitioner first argues that the exclusioncriteria(1.e., preexisting conditions)

represent informational content regarding the patient. Pet. 24. Petitioner

argues that the challenged claimsrecite no active step of applying (or

assessing the patient for) the exclusion criteria and consequently is

“informational content” constituting a “mental step/printed material

element.” /d. Petitioner asserts that, even if application of the “exclusion

criteria” could be inferred, the challenged claims do notdictate that any

procedural step be taken, or that any alteration be madeto the claimed

dosing regimen. /d.

Turning to the second step of the Praxair analysis, Petitioner contends

that there is no functional relationship between the exclusion criteria and the

rest of the claim (1.e., the operative steps of administering a VEGF

antagonist to treat an angiogenic eye disorder). Pet. 24—25. Specifically,

Petitioner argues that neither the presence nor absence of any exclusion

criteria dictate any changesto the actual claimed dosing steps—i.e., the

operative steps remain the same. /d. Therefore, argues Petitioner, because

the “exclusion criteria” are “directed to mental steps”that “attempt to

capture informational content,” and lack a functional relationship to the

other steps of the claimed treatment method, the exclusion criteria should be

“considered printed matter lacking patentable weight.” /d. (quoting Praxair,

890 F.3d at 1033).

12
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Weare persuaded, for the purpose of this Decision, that Petitioner’s

argument that the exclusion criteria limitations of claims 9 and 36 are non-

limiting upon the claims under the printed matter doctrine has merit. In

Praxair, our reviewing court has held that the printed matter doctrine does

not apply only to literal printed matter, but, rather, 1s applicable when a

claim limitation “claims the content of information.” Praxair, 890 F.3d at

1032 (quoting Jn re DiStefano, 808 F.3d 845, 848 (Fed. Cir. 2015)). “Claim

limitations directed to the content of information and lacking a requisite

functional relationship are not entitled to patentable weight because such

information is not patent eligible subject matter under 35 U.S.C. § 101.” /d.

(citing AstraZeneca LP y. Apotex, Inc., 633 F.3d 1042, 1064 (Fed. Cir.

2010)).

If a claim limitation is directed to printed matter, the next step in the

Praxair analysis is to determine whether the printed matter is functionally

related to its “substrate,” 1.e., whether the printed material is “interrelated

with the rest of the claim.” Praxair, 890 F.3d at 1032. Printed matter thatis

functionally related to its substrate is given patentable weight. /d. (citing

DiStefano, 808 F.3d at 850). However, “[w]here the printed matter 1s not

functionally related to the substrate, the printed matter will not distinguish

the invention from the prior art in terms of patentability.” /d. (quoting /n re

Neai, 367 F.3d 1336, 1339 (Fed. Cir. 2004).

In the case presently before us, there is little question that the

exclusion criteria are directed to informational content. Specifically, the

limitation in question expressly states that the “exclusion criteria for the

patient includeall of: (1) active intraocular inflammation; (2) active ocular

or periocular infection; (3) any ocular or periocular infection within the last

13
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2 weeks.” Thislist of conditions relays direct information to the practitioner

of the patent as to the nature of the exclusion criteria, much in the mannerof

the listing of contraindications included with the packaging of any other

drug. The exclusion criteria are certainly analogousto claim | in Praxair, in

whichthe practitioner of the claimed “method of providing pharmaceutically

acceptable nitric oxide gas” included providing information [to the medical

provider]

[T]hat, in patients with preexisting left ventricular dysfunction,
inhaled nitric oxide may increase pulmonary capillary wedge
pressure (PCWP), leading to pulmonary edema, the information
of (11) being sufficient to cause a medical provider considering
inhaled nitric oxide treatment for a plurality of neonatal patients
who(a) are suffering from a condition for which inhaled nitric
oxide is indicated, and (b) have pre-existing left ventricular
dysfunction,to elect to avoid treating one or moreofthe plurality
of patients with inhaled nitric oxide in order to avoid putting the
one or more patients at risk of pulmonary edema.

Praxair, 890 F.3d at 1028-29. These limitations of claim 1 of Praxair

(quoted above) and the exclusion criteria of the present challenged claims 9

and 36 both provide information to the practitioner of the respective claimed

methods concerning criteria to assess risks that may be incurred when

practicing the method with a patient.

However, we do notfind that the exclusion criteria of the challenged

claims are functionally related to the rest of the claim. The claims do not

expressly recite any positive step to be performed (or a negative step not to

be performed) should a patient meet the exclusion criteria. An individual

practicing the method of the challenged claims would be free to ignore the

conditions of the exclusionary criteria andstill be practicing the claimed

method. Granted, the outcomefor the patient in either case might well be

14
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unfortunate, but there are no positive or negative limitations in the

challenged claimsthat require a person of ordinary skill in the art to act, or

not act, in a certain way to practice the claimed method. As such, the

information provided by the exclusionary criteria can be considered to be

optional information,in that there is no direction to the practitioner to

perform, or not perform, any specific step based upon the provided criteria.

Thus, the exclusionary criteria are strictly informational, without requiring

the practitioner to act, or refrain from acting, in a specified manner, and not

functionally related to the practice of the claimed method.

Weconsequently find, for the purpose of this Decision, that the

exclusion criteria are not limiting upon challenged claims 9 and 36 underthe

printed matter doctrine. The parties may wish to further develop their

respective arguments uponthis issueattrial.

B. A Person ofOrdinary Skill in the Art

Petitioner contendsthat a person of ordinary skill in the art would

have: (1) knowledge regarding the diagnosis and treatment of angiogenic

eye disorders, including the administration of therapies to treat said

disorders; and (2) the ability to understand results and findings presented or

published byothers in the field. Pet. 25—26. Petitioner asserts that such a

person would typically have an advanced degree, such as an M.D.or Ph.D.

(or equivalent, or less education but considerable professional experience in

the medical, biotechnological, or pharmaceutical field), with practical

academic or medical experience in (i) developing treatments for angiogenic

eye disorders, including through the use of VEGF antagonists, or (11) treating

15
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of same, including through the use of VEGF antagonists. /d. at 26 (citing

Ex. 1002 4] 27-29; Ex. 1003 9] 21-25).

Patent Owner doesnot expressly contest this definition of a person of

ordinary skill in the art in its Preliminary Response. For the purposesofthis

decision, because wefind Petitioner’s definition to be consistent with the

level of skill in the art (see, e.g., Exs. 1006, 1020), and in the absence of a

different proposed definition of the level of skill in the art by Patent Owner,

we consequently adopt Petitioner’s definition.

C. Ground 1: Anticipation under 35 U.S.C. $ 102 ofclaims by Dixon
(Ex. 1006)

Claims 1, 3-11, 13, 14, 16—24, and 26 of the ’601 patent are

challenged as unpatentable under 35 U.S.C. § 102 as being anticipated by

Dixon. Pet. 43-50.

In the -00881 Decision we determined that claim 1 of the ?338 patent

was unpatentable under 35 U.S.C. § 102 as anticipated by Dixon. For the

convenience of the reader, we present a claim chart comparing independent

claim 34 of the present challenged claims and claim 1 of the ’338 patent in

the -00881 Decision:

 

34. A methodfor treating an 1. A methodfor treating an
angiogenic eye disorder in a angiogenic eye disorder in a
patient in needthereof, patient,

said method comprising said method comprising
administering to the patient an|sequentially administering to the

patient

 
16
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effective sequential dosing a single initial dose of a VEGF
regimen antagonist,

of a single initial dose of a followed by one or more
VEGFantagonist, secondary doses of the VEGF

followed by one or more antagonist,
secondary doses of the VEGF followed by one or moretertiary
antagonist, doses of the VEGFantagonist;

followed by one or moretertiary
doses of the VEGF antagonist 

wherein each secondary dose is|wherein each secondary doseis
administered 4 weeksafter the|administered 2 to 4 weeksafter

immediately preceding dose; the immediately preceding dose;
and and

wherein each tertiary dose is wherein each tertiary dose is
administered at least 8 weeks administered at least 8 weeks

after the immediately preceding|after the immediately preceding
dose dose;

wherein the VEGF antagonist is|wherein the VEGF antagonist is
a receptor-based chimeric a VEGFreceptor-based chimeric
molecule comprising an molecule comprising (1) a
immunoglobin-like (Ig) domain|VEGFR1 component comprising
2 of a first VEGF receptor which} amino acids 27 to 129 of SEQ ID
is VEGFRI1and an Ig domain 3|NO:2; (2) a VEGFR2 component
of a second VEGFreceptor comprising amino acids 130-231
which is VEGFR2, and a of SEQ ID NO:2; and (3) a
multimerizing component. multimerization component

comprising amino acids 232—457
of SEQ ID NO:2.

 
As should be readily apparent to the reader, challenged claim 34 of

the present Petition and claim 1 of the ?338 patent are substantially identical:

the preamble adding only that the method is to be administered to a patient

17
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“in need thereof” and the first limitation additionally reciting that the

administration of primary, secondary, and tertiary dosesis “an effective

sequential dosing regimen.” With respect to the former, Dixon discloses the

VIEW 1/VIEW2clinical trials in which the claimed composition is

administered to approximately “1200 patients with neovascular [Age-related

macular degeneration (“AMD”’)] in the US and Canada.” Ex. 1006, 1575.

AMD is an angiogenic eye disorder. /d. at 1573. We consequently find that

patients with AMD would constitute patients whoare in needof treatment

for an angiogenic eye disorder.

With respect to the limitation reciting “an effective sequential dosing

regimen,” wefind that a person of ordinary skill in the art would understand

that a sequence of primary, secondary, and tertiary doses would constitute a

sequence of doses, as taught by Dixon, and that Dixon teaches that

sequenced dosing of 0.5 mg—2.0 mg of the claimed compoundreceived

effective benefit from the treatment. See Ex. 1006, 1575.

Thefinal limitation of challenged claim 34 is broader than claim 1 of

the ’338 patent in the -00881 Decision in that it does not require a specific

SEQ ID of amino acidsfor either of the VEGFR1 and VEGFR2 components

of the receptor-based chimeric molecule. Challenged claim 34 merely

requires: (1) an immunoglobin-like (“Ig”) domain 2 of a first VEGF

receptor which is VEGFR1; (2) an Ig domain 3 of a second VEGFreceptor

which is VEGFR2;and (3) a multimerizing component. Nevertheless, the

specific sequencesrecited in claim | of the °338 patent fall squarely within

the broader genusrecited in challenged claim 34 of the ’601 patent.

Furthermore, Dixon disclosesthat “[s]tructurally, VEGF Trap-Eye is a

fusion protein of key binding domains of human VEGFR-1 and -2 combined

18

Biocon Exhibit 1058 - Page 18



Biocon Exhibit 1058 - Page 19

IPR2022-01226

Patent 10,888,601 B2

with a human IgG Fe fragment (Figure 1).” Ex. 1006, 1575. Figure 1 of

Dixon1s reproduced below:

SASSAA 
Figure 1 of Dixon is a schematic diagram of VEGF Trap-Evye, a

fusion protein of binding domains of VEGFreceptors-1 and -2

attached to the Fc fragment of human IgG.

 

 

 

Because, in the -00881 Decision, we concluded that claim | of the

°338 patent is anticipated by Dixon, we incorporate here by reference our

reasoning in the -00881 Decision with respect to the corresponding

limitations of challenged claim 34 of the ’601 patent. See -00881 Decision,

26-46. We therefore conclude that Petitioner has demonstrated a reasonable

likelihood of prevailing at trial in demonstrating that claim 34 of the ’601 is

unpatentable as being anticipated by Dixon.

Furthermore, because we have determinedthat Petitioner has shown a

reasonablelikelihood of prevailing at trial in demonstrating that at least one

claim is unpatentable on at least one of the stated Grounds, weinstitute an

interpartes review ofall challenged claims of the ’601 patent, based onall

of the grounds identified in the Petition. See SAS Inst., Inc. v. Jancu, 138 S.
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Ct. 1348, 1359-60 (2018); PGS Geophysical AS v. lancu, 891 F.3d 1354,

1360 (Fed. Cir. 2018) (interpreting the statute to require “a simple yes-or-no

institution choice respecting a petition, embracing all challenges included in

the petition”).

D. Discretionary DenialofInstitution under 35 U.S.C. $ 314(a)

L. General Plastic analysis

Patent Ownerurgesus to exercise our discretion to deny institution of

trial under 35 U.S.C. §314(a) under the analysis set forth in General Plastic

Indus. Co. v. Canon Kabushiki Kasha, 1PR2016-01357, 2017 WL 3917706

(PTABSept. 6, 2017) (precedential). Prelim. Resp. 25. Under General

Plastic, when exercising our discretion to deny institution, we may consider

a numberoffactors:

1. whether the samepetitioner previously filed a petition
directed to the same claims of the same patent;

2. whetherat the time offiling of the first petition the petitioner
knew of the prior art asserted in the second petition or should
have knownofit;

3. whetherat the timeoffiling of the secondpetition the
petitioner already received the patent owner’s preliminary
response to the first petition or received the Board’s decision
on whether to institute review in thefirst petition;

4. the length of time that elapsed between the time the petitioner
learned of the prior art asserted in the second petition and the
filing of the secondpetition;

5. whether the petitioner provides adequate explanation for the
time elapsed betweenthefilings of multiple petitions directed
to the same claimsof the same patent;

6. the finite resources of the Board; and
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7. the requirement under 35 U.S.C. § 316(a)(11) to issue a final
determination not later than 1 year after the date on which the
Director notices institution of review.

General Plastic, Paper 19 at 9-10. The purposeof the analysis thus

established in General Plastic is to deny a Petitioner successive attacks on

the claims of a single patent, and profiting from those prior attempts by

altering a petition’s strategy in response to Patent Owner’s and the Board’s

responses.

Patent Ownerarguesthat Petitioner’s alleged delay in filing the

present Petition is an attempt to leverage information acquired during the

course of IPR2021-00881 to bolster arguments made in the present Petition.

Prelim Resp. 25—26. Patent Ownerarguesthat, although General Plastic

addresses circumstances where a petitioner serially challenges the same

patent, the Board has signaled a willingness to consider a General Plastic

argument when, e.g., a second petition challenges a related patent with a

commonspecification to the first challenged patent. /d. at 27—28 (citing

Microsoft Corp. v. Uniloc 2017LLC, IPR2019-01251, 2019 WL 7000081,

*3 (PTAB Dec.20, 2019); Abiomed, Inc. v. Maquet Cardiovascular, LLC,

IPR2017-02134, 2018 WL 1840065, *2—6 (PTAB Apr.16, 2018)).

Patent Owner voices an urgent concern that institution imposes a

tremendous burden on the Board and Patent Owner, and notesthat “[t]here

may be other reasons besides the ‘follow-on’ petition context,” as is the case

here, because “the ‘effect ... on the ... integrity of the patent system’...

favors denying a petition even though someclaims meetthe threshold

standardsfor institution under 35 U.S.C. §§ 314(a) and 324(a).” Prelim.

Resp. 28 (quoting PTAB, Consolidated Trial Practice Guide at 58 (Nov.
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2019), available at: https://www.uspto.gov/about-us/news-

updates/consolidated-trial-practice-guide-november-2019 (last visited

December 20, 2022) (“CTPG”)).

Wedecline to exercise our discretion to deny institution under 35

U.S.C. § 314(a) on this basis. Indeed, we conclude that we need not even

employ the multifactor General Plastic analysis outlined above. As Patent

Ownercorrectly points out, General Plastic is directed to instances where a

petitioner serially challenges the same patent. See General Plastic, Paper 19

at 8. Such is not the case here, although we agree with Patent Ownerthat

the 601 patent shares a common Specification with the ’338 patent and that

the claims of the two patents are highly similar. See Prelim. Resp. 27.

Nevertheless, the very reason that Patent Owner advances for denying

institution of interpartes review of the challenged claims of the ’601 patent,

1.¢., the “effect ... on the ... integrity of the patent system,” in fact argues

forcefullyfor institution in the present case. In the previous -00881

Decision, we determined that the claims of the °338 patent were

unpatentable as being anticipated by Dixon. We have explained above why

wefind that Petitioner has shown a reasonable likelihood of demonstrating

that the substantially identical challenged claim 34 of the 601 patentis

similarly anticipated by Dixon.

In short, we concluded, in the -00881 Decision, that all of the

limitations of a claim that is substantially similar to the present challenged

independent claim 34 are unpatentable. In effect, Patent Owneris asking us

to exercise our discretion to deny institution of interpartes review ofat least

one substantially identical challenged claim that had been previously

determined to be unpatentable. Wefind that the “effect ... on the...
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integrity of the patent system,” of exercising our discretion to deny

institution of interpartes review of the challenged claims would be,in fact,

directly injuriousto that integrity because it would deny interpartes review

of challenged claims highly similar to those that have already been found to

be unpatentable in a prior proceeding of the Board. We consequently deny

Patent Owner’s request to exercise our discretion under § 314(a) to deny

institution of interpartes review upon this basis.

2. Fintiv analysis

Patent Owneralso urges us to exercise our discretion to deny

institution of interpartes review under § 314(a) based on the factors

established in Apple Inc. v. Fintiv, Inc., [PR2020-00019, 2020 WL 2126495,

*2—3. (PTAB Mar.20, 2020) (precedential). Prelim. Resp. 38. Patent

Ownerpoints to the parallel district court litigation in Regeneron Pharms.,

Inc. v. Mylan Pharms. Inc., 1:22-cv-00061-TSK (N.D.W. Va.), and argues

that: (1) the district court has not granted a stay in that case, nor has one

been requested (Fintiv factor 1); (2) the district court has scheduleda trial

date of June, 2023, which would precede the Board’s Final Written Decision

in this interpartes review (Fintiv factor 2); (3) the parties have made

substantial investments in the district courtlitigation (Fintiv factor 3); (4) the

validity of the *601 patent 1s central to both proceedings (/’intiv factor 4);

and (5) the parties are identical in both proceedings (Fintiv factor 5). Prelim.

Resp. 40—46, Sur-Reply 4. Patent Owner contends that there are no

additional factors that warrant institution (/’intiv factor 6).

Wedecline to exercise our discretion under Fintiv to deny institution

of interpartes review. On June 21, 2022, the Director of the USPTOissued
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an Interim Procedurefor Discretionary Denials in AIA Postgrant

Proceedings with Parallel District Court Litigation, available at:

https://www.uspto.gov/sites/default/files/documents/interimprocdiscretion

arydenialsaiaparalleldistrict_court_litigationmemo20220621pdf

(last visited December 22, 2022) (the “Interim Procedure’). The Interim

Procedure explains that “to benefit the patent system and the public good,

the PTAB will not rely on the /intiv factors to discretionarily deny

institution in view of parallel district court litigation where a petition

presents compelling evidence of unpatentability.” Interim Proc.2.

Specifically, the Interim Procedurestates that:

Where the information presentedat the institution stage is merely
sufficient to meet the statutory institution threshold, the PTAB
has the authority, where warranted, to exercise discretion to deny
institution in view of the other Fintiv factors. In contrast, where
the PTAB determines that the information presented at the
institution stage presents a compelling unpatentability challenge,
that determination alone demonstrates that the PTAB should not

discretionarily deny institution under Fintiy.

Interim Proc. 4—5 (footnotes omitted). In a footnote to this passage, the

Director explains that “[t]his clarification strikes a balance among the

competing concerns of avoiding potentially conflicting outcomes, avoiding

overburdening patent owners, and strengthening the patent system by

eliminating patents that are not robust and reliable.” /d. at 5.

As we explain in Section III.C. above, challenged independent claim

34 of the °601 patent is essentially the same as claim | of the ’338 patent in

IPR2021-00881. In that proceeding, claim 1 of the ’338 patent was

determined in the -00881 Decision to be unpatentable under 35 U.S.C. § 102

as being anticipated by Dixon, which is also Ground 1 of the present
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proceeding. We consequently conclude that the evidence of unpatentability

of at least challenged claim 34 in this interpartes review is compelling. We

therefore adhere to the Interim Procedure in this Decision and decline to

exercise our discretion to deny institution of inter partes review upon this

basis.

FE. Discretionary DenialofInstitution under 35 U.S.C. $ 325(d)

Finally, Patent Owner urgesus to exercise our discretion to deny

institution under 35 U.S.C. § 325(d). Prelim. Resp. 5. Petitioner takes a

contrary position, arguing that the Board should not deny institution under

35 U.S.C. § 325(d). Pet. 7-11. Weaddress these arguments below.

L. Legal standard

Under § 325(d), we have discretion to deny a petition that presents the

same or substantially the same prior art or arguments as previously presented

to the Office. See 35 U.S.C. § 325(d). In evaluating whether the factual

predicate under § 325(d) is met, we consider a numberof non-exclusive

factors, as set forth in our decision in Becton, Dickinson and Co. v. B. Braun

Melsungen AG, IPR2017-01586, Paper 8 at 17-18 (PTAB Dec. 15, 2017)

(precedential) (“the Becton, Dickinson factors’’):

(a) the similarities and material differences between the
asserted art and the prior art involved during
examination;

(b) the cumulative nature of the asserted art and the prior art
evaluated during examination;
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(c)

(d)

(e)

(f)

the extent to which the asserted art was evaluated during
examination, including whetherthe prior art was the
basis for rejection;

the extent of the overlap between the arguments made
during examination and the manner in whichPetitioner
relies on the prior art or Patent Owner distinguishes the
prior art;

whether Petitioner has pointed out sufficiently how the
Examinererred in its evaluation of the asserted priorart;
and

the extent to which additional evidence andfacts

presented in the Petition warrant reconsideration of the
prior art or arguments.

Becton, Dickinson, IPR2017-01586, Paper 8 at 17-18.

In performing an analysis under § 325(d):

[T]he Board uses the following two-part framework:(1) whether
the same or substantially the same art previously was presented
to the Office or whether the same or substantially the same
arguments previously were presented to the Office; and (2) if
either condition of first part of the framework is satisfied,
whether the petitioner has demonstrated that the Office erred in
a manner material to the patentability of challenged claims.... If,
after review of [Becton, Dickinson] factors (a), (b), and (d), it is
determined that the same or substantially the same art or
arguments previously were presented to the Office, then factors
(c), (e), and (f) relate to whether the petitioner has demonstrated
a material error by the Office.

Advanced Bionics, LLC v. MED-EL Elektromedizinische Gerdte GmbH,

IPR2019-01469, Paper 6 at 8 (PTAB Feb. 13, 2020) (precedential).

Consequently, wefirst turn to an analysis of Becton, Dickinson factors(a),

(b), and (d) under this framework to determine whether the same or

substantially the same art previously was presented to the Office or whether
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the same or substantially the same arguments previously were presented to

the Office.

2. Part one of the Advanced Bionics analysis

Because the Dixon reference formed the basis of our conclusion in the

-00881 Decision that the claims of the ’338 patent were anticipated andis

also asserted here against 1-9, 34-39, 41-43, 45 of the °601 patent, we

initially consider Dixon in our analysis.

Patent Ownerrepresents that, during prosecution of US 10,828,345, a

patent that claimspriority to the ’601 patent, a third party filed a submission

under 37 C.F.R. $1.290 (“TPS”) that included a complete copy of Dixon,

together with a claim chart mapping Dixon’s disclosuresto the then-pending

claims of the ’345 Patent. Pet. 7 (citing Ex. 2004, 2). According to Patent

Owner, the TPSidentified the CLEAR-IT-2 dosing regimen anddirected the

Examiner to Section 2.3 of Dixon, which the TPS characterized as teaching

that “VEGF Trap-eye is chemically identical to aflibercept.” /d. at 7-8

(citing Ex. 2004, 10-11). The TPS wasaccepted by the Office and entered

into prosecution on May 31, 2019, and on October 1, 2019, the Examiner

affirmatively stated that he considered the TPS andrejected the then-

pending claims of the °345 Patent as anticipated by Dixon. /d. (citing

Ex. 2005, Ex. 2006, 3-5).

Patent Ownerfurther relates that, during the parallel prosecution of

the °601 Patent, Patent Ownercited Dixon on two Information Disclosure

Statements (“IDSes”), and the Examiner marked the reference “considered”

on May 12, 2020. Prelim. Resp.8 (citing Ex. 1017, 67, 116, 812, 820, 823).

Patent Ownerstates that it also provided the TPS and the claim chart, along
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with full copies of each, to the Examinerin the January 27, 2020 IDS; these

were also marked considered by the Examiner on May 12, 2020. /d. (citing

Ex. 1017, 116, 140-155, 812, 823). The Examineraffirmatively stated in an

Office Action that he considered the relevant IDS submissions. /d. at 8-9

(citing Ex. 1017, 798).

Wefind that the evidence of record supports Patent Owner’s

contention that Dixon was before the Examiner during prosecution of the

°601 patent. We consequently turn to the secondpart of the Advanced

Bionics analysis.

3. Part two of the Advanced Bionics analysis

Wefind that the Examiner committed material error by failing to

reject the claims over Dixon. In the single Office Action that occurred prior

to issuing the Notice of Allowance, the Examiner rejected then-claims 21-63

as unpatentable only under the nonstatutory doctrine of obviousness-type

double patenting: (1) over claims 1—26 of the °338 patent; (2) over claims

1-12 of US 9,669,069; (3) over claims 1-12 of US 10,130,861; and (4) over

claims 32-42 of then-copending US Appl. Ser. No. 16/159,282. See

Ex. 1017, 799-802. The Examinernoted that a timely-filed terminal

disclaimer in compliance with 37 C.F.R. § 1.321(c) or § 1.321(d) may be

used to overcome an actual or provisional rejection based on a nonstatutory

double patenting ground. /d. at 799.

Although Dixon was before the Examiner during prosecution of the

°267 application from whichthe ’601 patent issued, the Examiner provided

no express reasoning applying Dixonto the claimsof the ’267 application.

Weconclude that it was material error on the part of the Examinerto fail to
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reject the claims of the °267 application over Dixon because, as we

explained in the -00881 Decision, the claims of the ’338 patent, which are

substantially identical to those of the ’267 application, were anticipated by

Dixon. Wehavealso explained why, in view ofthe analysis set forth in the

-00881 Decision, Petitioner has established a reasonable likelihood of

prevailing at trial in demonstrating that at least one of the challenged claims

of the ’601 patent is unpatentable under Dixon,and that that showing

amounts to compelling evidence of unpatentability. See SectionsIII.C,

I.D.2 above.

Consequently, because we find the Examiner committed material

error in at least not rejecting the challenged claims as being anticipated by

Dixon, we decline to exercise our discretion under § 325(d) to deny

institution of trial on all of the challenged claims of the ’601 patent on all

Groundsof the Petition. See SAS, 138 S. Ct. at 1359-60; PGS, 891 F.3d at

1360.

IV. CONCLUSION

For the reasons we have explained, we conclude that Petitioner has

demonstrated a reasonable likelihood of prevailing in demonstrating that at

least challenged claim 34 of the 601 patent is unpatentable as being

anticipated by Dixon. Furthermore, because we determine that Petitioner

has showna reasonable likelihoodofprevailing at trial in demonstrating that

at least one claim is unpatentable on at least one of the stated Grounds, we

institute interpartes review ofall challenged claimsof the ’601 patent,

based on all of the grounds identified in the Petition. See SAS, 138 S. Ct. at

1359-60; PGS, 891 F.3d at 1360. We additionally deny Patent Owner’s
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request that we exercise our discretion to deny institution under 35 U.S.C.

§§ 314(a) and/or 325(d).

V. ORDER

In consideration of the foregoing,it is hereby:

ORDERED,pursuant to 35 U.S.C. § 314(a), that the Petition for inter

partes review ofthe challenged claims of US Patent 10,888,601 B2 is

GRANTEDwith respect to all groundsin the Petition; and

FURTHER ORDEREDthat interpartes review 1s instituted.
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New Applications Under 35 US.G. itt

   

 
 

Ha new application is being fied and the aonlicalion inciucies the necessary companenis forTeg dale (gee 37{ 7. 580b}- io)and MPEP 506), a Filing ReceiptHS7 OFR 1.54) will be issued in due course and the dafe shownon this Ac“krowledgement
Receiot wil astabtish the fling date of the anniicaiion

National Stage of an international Application uncer 35 U.S.C. 374

a timely submission to enter the national stage of an internalonal apolicadion is campllant wih the concdifions of S35 U.S.o.ve and other anplicable requiramenis a Form PCT/DO/EO/909 indicating acceptance af the application as a national stageomission uncer 35 UlS.0. 377 will be issued in acelition to the Fing Receipt, im due course,
New Infernational Apolisation Filed with the USPTO as a Recelving Office

H a rawinternational application is being HHecl and ihe internalional aomlication includes _ necessary components for an
international fing cate (see PCTAnes Tiant MPEP 1810), a Notification of the International Appheation Number and af the
international Filing Date (Form PCT/RO/105) will be issued in due course, subject lo preacrintians concerning national securly,
ancthe cate shown on this Acknowiedgement Neceict will establish ine interdational fina daie of the applicaiion.
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PTO/AIA/96 (08-12)
Approvedfor use through 11/30/2020. OMB 0651-0031

U.S. Patent and Trademark Office; US. DEPARTMENT OF COMMERCE
Under the Paperwork Reduction Act of 1995, no persons are required to respond to a collection of information unless it displays a valid OMB control number.

STATEMENT UNDER37 CFR3.73(c)

Applicant/Patent Owner: Regeneron Pharmaceuticals, Inc. 

Application No./Patent No.: 19,888,601 Filed/Issue Date: January 12, 2021
Titleq: Use of a VEGF Antagonist to Treat Angiogenic Eye Disorders

  

 

Regeneron Pharmaceuticals, Inc. a corporation 

(Nameof Assignee) (Type of Assignee, e.g., corporation, partnership, university, government agency,etc.)

states that, for the patent application/patent identified above, it is (choose oneof options 1, 2, 3 or 4 below):

1. The assignee of the entire right, title, and interest.

2. [| An assigneeof less than the entireright,title, and interest (check applicable box):
|_| The extent (by percentage)of its ownershipinterestis %. Additional Statement(s) by the owners

holding the balance of the interest must be submitted to account for 100% of the ownershipinterest.

L] There are unspecified percentages of ownership. The otherparties, including inventors, who together ownthe entire
right, title and interest are:

Additional Statement(s) by the owner(s) holding the balance of the interest must be submitted to accountfor the entire
right, title, and interest.

3. L] The assignee of an undividedinterestin the entirety (a complete assignmentfrom oneofthe joint inventors was made).
The otherparties, including inventors, who together own the entire right, title, and interest are:

Additional Statement(s) by the owner(s) holding the balance of the interest must be submitted to accountfor the entire
right, title, and interest.

4. C The recipient, via a court proceeding or the like (e.g., bankruptcy, probate), of an undividedinterestin the entirety (a
complete transfer of ownership interest was made). The certified document(s) showing the transfer is attached.

The interest identified in option 1, 2 or 3 above (not option 4) is evidenced by either (choose one of options A or B below):

A. An assignmentfrom the inventor(s) of the patent application/patent identified above. The assignment wasrecordedin
the United States Patent and Trademark Office at Reel 950278 , Frame 9613 , or for which a copy
thereof is attached.

B. C) A chain oftitle from the inventor(s), of the patent application/patent identified above, to the current assignee asfollows:

1. From: To:

The document was recordedin the United States Patent and Trademark Office at

Reel , Frame , or for which a copythereofis attached.

2. From: To:

The document was recorded in the United States Patent and Trademark Office at

 
Reel , Frame , or for which a copythereofis attached.

[Page 1 of 2]
This collection of information is required by 37 CFR 3.73(b). The information is required to obtain or retain a benefit by the public whichis tofile (and by the USPTO to
process) an application. Confidentiality is governed by 35 U.S.C. 122 and 37 CFR 1.11 and 1.14. This collection is estimated to take 12 minutes to complete, including
gathering, preparing, and submitting the completed application form to the USPTO. Timewill vary depending uponthe individual case. Any comments on the amount
of time you require to complete this form and/or suggestions for reducing this burden, should be sent to the Chief Information Officer, U.S. Patent and Trademark
Office, U.S. Department of Commerce, P.O. Box 1450, Alexandria, VA 22313-1450. DO NOT SEND FEES OR COMPLETED FORMSTO THIS ADDRESS. SEND
TO: Commissionerfor Patents, P.O. Box 1450, Alexandria, VA 22313-1450.

Ifyou need assistance in completing the form, call 1-S00-PTO-9199 and selectORTON24 058 - Page 36
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PTO/AIA/96 (08-12)
Approved for use through 11/30/2020. OMB 0651-0031

U.S. Patent and Trademark Office; US. DEPARTMENT OF COMMERCE
Under the Paperwork Reduction Act of 1995, no persons are required to respond to a collection of information unlessit displays a valid OMB control number.

STATEMENT UNDER37 CFR3.73(c)

To:

The document was recordedin the United States Patent and Trademark Office at

Reel , Frame , or for which a copythereofis attached.

To:

The document was recordedin the United States Patent and Trademark Office at

Reel , Frame , or for which a copythereofis attached.

To:

The document was recordedin the United States Patent and Trademark Office at

Reel , Frame , or for which a copythereofis attached.

To:

The document was recordedin the United States Patent and Trademark Office at

Reel , Frame , or for which a copythereofis attached.

[| Additional documents in the chain oftitle are listed on a supplemental sheet(s).

[| As required by 37 CFR 3.73(c)(1)(i), the documentary evidence of the chain oftitle from the original owner to the
assignee was,or concurrently is being, submitted for recordation pursuant to 37 CFR 3.11.

[NOTE: A separate copy(i.e., a true copy of the original assignment document(s)) must be submitted to Assignment
Division in accordance with 37 CFR Part 3, to record the assignmentin the records of the USPTO. See MPEP 302.08]

The undersigned (whose title is supplied below) is authorized to act on behalf of the assignee.

/Michael W. Lewis/ February 28, 2023
Signature Date

Michael W. Lewis 76,829
Printed or Typed Name Title or Registration Number

[Page 2 of 2]
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Privacy Act Statement

The Privacy Act of 1974 (P.L. 93-579) requires that you be given certain information in connection with your
submission of the attached form related to a patent application or patent. Accordingly, pursuant to the
requirements of the Act, please be advised that: (1) the general authority for the collection of this information is 35
U.S.C. 2(b)(2); (2) furnishing of the information solicited is voluntary; and (3) the principal purpose for which the
information is used by the U.S. Patent and Trademark Office is to process and/or examine your submission related
to a patent application or patent. If you do not furnish the requested information, the U.S. Patent and Trademark
Office may not be able to process and/or examine your submission, which mayresult in termination of proceedings
or abandonmentof the application or expiration of the patent.

The information provided by youin this form will be subject to the following routine uses:

1. The information on this form will be treated confidentially to the extent allowed under the Freedom of
Information Act (5 U.S.C. 552) and the Privacy Act (5 U.S.C 552a). Records from this system of records
may be disclosed to the Department of Justice to determine whether disclosure of these recordsis
required by the Freedom of Information Act.
A record from this system of records may be disclosed, as a routine use, in the course of presenting
evidence to a court, magistrate, or administrative tribunal, including disclosures to opposing counselin the
course of settlement negotiations.
A record in this system of records maybedisclosed, as a routine use, to a Memberof Congress
submitting a request involving an individual, to whom the record pertains, when the individual has
requested assistance from the Memberwith respect to the subject matter of the record.
A record in this system of records may be disclosed, as a routine use, to a contractor of the Agency
having need for the information in order to perform a contract. Recipients of information shall be required
to comply with the requirements of the Privacy Act of 1974, as amended,pursuant to 5 U.S.C. 552a(m).
A record related to an International Application filed under the Patent Cooperation Treaty in this system of
records may be disclosed, as a routine use, to the International Bureau of the World Intellectual Property
Organization, pursuant to the Patent Cooperation Treaty.
A record in this system of records may be disclosed, as a routine use, to another federal agencyfor
purposesof National Security review (35 U.S.C. 181) and for review pursuant to the Atomic Energy Act
(42 U.S.C. 218(c)).
A record from this system of records may bedisclosed, as a routine use, to the Administrator, General
Services,or his/her designee, during an inspection of records conducted by GSAaspart of that agency’s
responsibility to recommend improvements in records managementpractices and programs, under
authority of 44 U.S.C. 2904 and 2906. Such disclosure shall be made in accordance with the GSA
regulations governing inspection of records for this purpose, and any other relevant(/.e., GSA or
Commerce) directive. Such disclosure shall not be used to make determinations aboutindividuals.
A record from this system of records may be disclosed, as a routine use, to the public after either
publication of the application pursuant to 35 U.S.C. 122(b) or issuance of a patent pursuant to 35 U.S.C.
151. Further, a record may bedisclosed, subject to the limitations of 37 CFR 1.14, as a routine use, to the
public if the record wasfiled in an application which became abandonedorin which the proceedings were
terminated and which application is referenced by either a published application, an application open to
public inspection or an issued patent.
A record from this system of records may be disclosed, as a routine use, to a Federal, State, or local law
enforcement agency,if the USPTO becomesawareof a violation or potential violation of law or regulation.
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UNITED STATES PATENT AND TRADEMARK OFFIGE
UNITED STATES DEPARTMENT OF COMMERCE
United States Patent and Trademark Office
Address: COMMISSIONER FOR PATENTSP.O. Box 450

Alexandria, Virginia 22313-1450
 

www.uspto.gov

APPLICATION NUMBER FILING OR 371(C) DATE FIRST NAMED APPLICANT ATTY. DOCKET NO./TITLE

 
   

16/397,267 04/29/2019 George D. YANCOPOULOS REGN-008CIPCONS
CONFIRMATION NO.8135

191459 POA ACCEPTANCE LETTER

A&P - Regeneron (Prosecution)

601 Massachusetts Ave., NW INOUE00000013/523327/
Washington, DC 20001-3743

Date Mailed: 03/07/2023

NOTICE OF ACCEPTANCE OF POWER OF ATTORNEY

This is in response to the Powerof Attorney filed 02/28/2023.

The Powerof Attorney in this application is accepted. Correspondencein this application will be mailed to the
above address as provided by 37 CFR 1.33.

Questions about the contents of this notice and the

requirements it sets forth should be directed to the Office
of Data Management, Application Assistance Unit,at
(571) 272-4000 or (571) 272-4200 or 1-888-786-0101.

/sltorres/

 

page 1 of 1
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UNITED STATES PATENT AND TRADEMARK OFFIGE
UNITTED STATES DEPARTMENT OF COMMERCE
United States Patent and Trademark Office
Address: COMMISSIONER FOR PATENTSQ. Box 1450 

Alexandria, Virginia 22313-1450www.uspto.gov

16/397,267 04/29/2019 George D. YANCOPOULOS REGN-O08CIPCONS
CONFIRMATION NO.8135

 
   

96387 POWER OF ATTORNEYNOTICE

Regeneron - Bozicevic, Field & Francis

201 REDWOOD SHORES PARKWAY INOUE
SUITE 200 000000137523319
REDWOODCITY, CA 94065

Date Mailed: 03/07/2023

NOTICE REGARDING CHANGE OF POWEROF ATTORNEY

This is in response to the Powerof Attorneyfiled 02/28/2023.

¢ The Powerof Attorney to youin this application has been revoked by the applicant. Future correspondence
will be mailed to the new address of record(37 CFR 1.33).

Questions about the contents of this notice and the

requirements it sets forth should be directed to the Office
of Data Management, Application Assistance Unit,at
(571) 272-4000 or (571) 272-4200 or 1-888-786-0101.

/sltorres/
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 Tria Ov Paper 7
571-372-7822 Date: March 22, 2023

UNITED STATES PATENT AND TRADEMARK OFFICE

BEFORE THE PATENT TRIAL AND APPEAL BOARD

CELLTRION,INC.,
Petitioner,

V.

REGENERON PHARMACEIUTICALS,INC.,
Patent Owner.

IPR2023-00533

Patent 10,888,601 B2

Before JOHN G. NEW, SUSAN L.C. MITCHELL,and
ROBERT A. POLLOCK, Administrative Patent Judges.

NEW,Administrative Patent Judge.

DECISION

Granting Institution of Inter Partes Review
35 U.S.C. § 314

Granting Motion for Joinder
35 US.C. § 315(C); 37 CER. § 42.122
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IPR2023-00532

Patent 10,130,681 B2

I. INTRODUCTION

Celltrion, Inc. (“Petitioner’’) has timely filed a Petition (“Celltrion

Petition’) requesting an interpartes review of claims 1-9, 34—39, 41-43,

and 45 of U.S. Patent No. 10,888,601 B2 (Ex. 1001, “the ’601 patent”).

Paper 2 (“Pet.”). Petitioner also timely filed a Motion for Joinder (the

“Motion”or “Mot.,”’ Paper 3) to join this proceeding with Mylan Pharms.

Inc. v. Regeneron Pharms., Inc., 1PR2022-01226, filed May 5, 2021, and

instituted on November 10, 2021 (the “M/y/an IPR”). See Mylan IPR, Paper

21. In an email to the Board on December 20, 2021, Patent Owner

Regeneron Pharmaceuticals Inc. (“Patent Owner’)! communicatedthat it

waivesfiling a Preliminary Responseto the Petition. See Ex. 3001.

For the reasonsset forth below, we (1) institute inter partes review

based on the same groundsasinstituted in the My/an IPR, and (2) GRANT

Petitioner’s Motion for Joinder, subject to the conditions detailed herein.

II. INSTITUTION OF INTER PARTES REVIEW

In the Mylan IPR, weinstituted trial on the following grounds:

‘Tn its Mandatory Notices, Patent Owneridentifies itself as the real party-in-
interest. Paper 6, 2.

Biocon Exhibit 1058 - Page 42



Biocon Exhibit 1058 - Page 43

IPR2023-00532

Patent 10,130,681 B2

 
 
 

 

1-9, 34-39, 41- 102
43, 45

3 1-9, 34-39, 41- 102
43, 45

1-9, 34-39, 41- 102
43, 45

 Adis*

 

  Regeneron 2008°

  NCT-795°  
  

* The Leahy-Smith America Invents Act (“AIA”), Pub. L. No. 112-29, 125
Stat. 284 (2011), amended 35 U.S.C. §§ 102 and 103, effective March 16,
2013. Because the application from which the ’601 patent issued has an
effective filing date after that date, the AIA versions of §§ 102 and 103
apply.

3 JA. Dixon et al., VEGF Trap-Eyefor the Treatment ofNeovascular Age-
RelatedMacular Degeneration, 18(10) EXPERT OPIN. INVESTIG. DRUGS
1573-80 (2009) (“Dixon”) Ex. 1006.

+ Adis R&D Profile, Aflibercept: AVE 0005, AVE 005, AVEO000S, VEGF
Trap — Regeneron, VEGF Trap (RIR2), VEGF Trap-Eye, 9(4) DRUGS R D
261-269 (2008) (“Adis”) Ex. 1007.

> Press Release, Regeneron and Bayer HealthCare Announce Encouraging
32-Week Follow-Up Resultsfrom a Phase 2 Study of VEGF Trap-Eye in
Age-RelatedMacular Degeneration, April 28, 2008 (“Regeneron 2008”)
Ex. 1012.

° ClinicalTrials.gov (archive), Vascular Endothelial Growth Factor
(VEGF) Trap-Eye: Investigation ofEfficacy and Safety in Wet Age-Related
Macular Degeneration (AMD) (VIEW1), available at:
https://clinicaltrials.gov/ct2/history/NCT00509795?A=8&B=9&C=merged
#StudyPageTop(last visited December 21, 2022) Ex. 1014.

3
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IPR2023-00532

Patent 10,130,681 B2

Dixon alone or in view of

Papadopoulos’ and/or
Wiegand®

6 1-9, 34-39, 41- Dixon in combination
43, 45 with Rosenfeld-2006”,

and if necessary,
Papadopoulospatent

and/or Wiegand

7 1-9, 34-39, 41- Dixon in combination
43, 45 with Heimann-2007, and

if necessary,
Papadopoulos and/or

Wiegand

   
Mylan IPR, Paper 21, 4-5, 29-30.

Celltrion’s Petition is substantially identical to Mylan’s Petition,

challenging the same patent and claims, based on the same grounds of

unpatentability, and relying upon the same evidence (including the same

prior art combinations supported by the same expert declaration) as the

Mylan IPR. See Mot. 1. Petitioner seeks only institution of the same claims

and grounds for which the Boardinstituted in the Mylan IPR. /d.

7 Papadopouloset al. (US 7,374,758 B2, May 20, 2008) (“Papadopoulos”)
Ex. 1010.

8 Wiegandetal. (US 7,531,173 B2, May 12, 2009) (“Wiegand”) Ex. 1008.

” P.J. Rosenfeld et al., Ranibizumab for Neovascular Age-RelatedMacular
Degeneration, 355 (14) N. ENGL. J. MED. 1419-31; Suppl. App’x 1-17
(2006) (“Rosenfeld”) Ex. 1058.
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IPR2023-00532

Patent 10,130,681 B2

Patent Ownerhas waivedfiling a Preliminary Responsein this

proceeding. Ex. 3001. Therefore, at this stage and in this proceeding, Patent

Ownerhas not raised any arguments in response to the substantive grounds

of the Mylan Petition. Petitioner undertakes, if the Petition and Motion are

granted, to assume a “silent understudy”role, and will not take an active role

in the inter partes review proceeding unless the My/an Petitioner ceases to

participate in the instituted IPR. Mot. 1. Petitioner contendsthat the

proposed joinder will neither unduly complicate the /y/an IPR nordelay its

schedule. /d. As such, Petitioner asserts, the joinder will promote judicial

efficiency in determining patentability of the 601 patent in the M/y/an IPR

without prejudice to Patent Owner. /d.

In view of these representations by Petitioner, and having reviewed

the Celltrion Petition, we determine that, under the current circumstances,it

is appropriate to exercise our discretion to institute inferpartes review ofthe

challenged claims based upon the same grounds authorized and for the same

reasons discussed in our Institution Decision in the Mylan IPR. See Mylan

IPR, Paper 21.

IH. JOINDER OF INTER PARTES REVIEWS

An inter partes review may be joined with another inter partes

review, subject to the provisions 35 U.S.C. § 315(c), which governs joinder

of interpartes review proceedings:

(c) JOINDER. — If the Directorinstitutes an interpartes review,
the Director, in his or her discretion, may join as a party to that
inter partes review any person whoproperlyfiles a petition under
section 311 that the Director, after receiving a preliminary
response under section 313 or the expiration of the timeforfiling

5
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IPR2023-00532

Patent 10,130,681 B2

such a response, determines warrants the institution of an inter
partes review under section 314.

As the moving party, Petitioner bears the burden of provingthatit is

entitled to the requested relief. 37 C.F.R. § 42.20(c). A motion for joinder

should: Set forth the reasons joinder is appropriate; identify any new

grounds of unpatentability asserted in the petition; and explain what impact

(if any) joinder would haveonthe trial schedule for the existing review. See

Kyocera Corp. v. Softview, LLC, IPR2013-00004, Paper 15 at 4 (PTAB

Apr. 24, 2013); see also, USPTO, America Invents Act (AIA) Frequently

Asked Questions,” available at: uspto.gov/patents/laws/america-invents-act-

aia/america-invents-act-aia-frequently-asked#type-inter-partes-review_3244

(last visited February 2, 2022).

Petitioner timely filed its Joinder Motion within one month of the

institution of the M/ylan IPR, as required by 37 C.F.R. § 42.122(b). In the

motion, Petitioner explains that it will:

assumea “silent understudy”role and will not take an active role
in the inter partes review proceeding unless the Mylan Petitioner
ceases to participate in the instituted IPR. Thus, the proposed
joinder will neither unduly complicate the Mylan IPR nor delay
its schedule. As such, the joinder will promote judicial efficiency
in determining patentability in the Mylan IPR without prejudice
to Patent Owner.

Mot. 1. As discussed in the Institution Decision, Section II supra, the

instituted groundsin this proceeding are the sameasthat instituted in the

Mylan IPR.

Having considered the unopposed motion for joinder, and our decision

to institute the same grounds in the M/y/an IPR, we determinethat Petitioner

6
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IPR2023-00532

Patent 10,130,681 B2

Celltrion has established persuasively that joinder is appropriate and will

havelittle to no impact on the timing, cost, or presentation of the trial on the

instituted ground. Thus, in consideration of the foregoing, and in the manner

set forth in the following Order, the Motion for Joinder is GRANTED.

IV. ORDER

In consideration of the foregoing,it is hereby:

ORDEREDthattrial is instituted in IPR2022-00257 on the following

grounds:

Ground 1:

Ground2:

Ground3:

Ground4:

Ground5:

Ground6:

Ground7:

Claims 1-9, 34-39, 41-43, and 45 of the ’601 patent
under 35 U.S.C. § 102 as anticipated by Dixon.

Claims 1-9, 34-39, 41-43, and 45 of the ’601 patent
under 35 U.S.C. § 102 as anticipated by Adis.

Claims 1-9, 34-39, 41-43, and 45 ofthe ’601 patent
under 35 U.S.C. § 102 as anticipated by Regeneron
2008.

Claims 1-9, 34-39, 41-43, and 45 ofthe ’601 patent
under 35 U.S.C. § 102 as anticipated by NCT-795.

Claims 1-9, 34-39, 41-43, and 45 ofthe ’601 patent
under 35 U.S.C. § 103 as being obvious over Dixon
alone or in view of Papadopoulos and/or Wiegand.

Claims 1-9, 34-39, 41-43, and 45 ofthe ’601 patent
under 35 U.S.C. § 103 as being obvious over Dixon
in combination with Rosenfeld-2006, and if
necessary, Papadopoulos and/or Wiegand.

Claims 1-9, 34-39, 41-43, and 45 ofthe ’601 patent
under 35 U.S.C. § 103 as being obvious over Dixon

7
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IPR2023-00532

Patent 10,130,681 B2

in combination with Heimann-2007, and if
necessary, Papadopoulos and/or Wiegand.

FURTHER ORDEREDthat Petitioner’s Unopposed Motion for

Joinder with IPR20221-01226 is GRANTED;

FURTHER ORDEREDthat IPR2023-00532 is terminated and joined

with IPR2022-01226, pursuant to 37 C.F.R. §§ 42.72, 42.122, wherein

Celltrion will maintain a secondary role in the proceeding, unless and until

Mylan ceasesto participate as a petitioner in the inter partes review;

FURTHER ORDEREDthat the Scheduling Order in place for

IPR2022-01226, along with modifications appropriately stipulated to by the

parties, shall govern the joined proceeding;

FURTHER ORDEREDthatall future filings in the joined proceeding

are to be made only in IPR2022-01226;

FURTHER ORDEREDthat the case caption in IPR2022-01226forall

further submissionsshall be changed to add Celltrion, Inc. as a named

Petitioner after the /y/an Petitioner, and a footnote shall be added to

indicate the joinder of IPR2023-00532 to that proceeding, as shown in the

attached sample case caption;!° and

FURTHER ORDEREDthat a copy of this Decision shall be entered

into the record of IPR2022-01226.

!0 The attached sample caption includes Petitioner Samsung Bioepis Co.,
Ltd., based on our concurrently decided decision granting institution and
granting the motion for joinder in IPR2023-00566.

8
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IPR2023-00532

Patent 10,130,681 B2

FOR PETITIONER:

Lora M. Green

GEMINI LAW LLP

Igreen@geminilaw.com

Yahn Lin Chu

WILSON SONSINI GOODRICH & ROSATI

ychu@wsegr.com

FOR PATENT OWNER:

Deborah E. Fishman

David A. Caine

David S. Denuyl
Alice S. Ho

ARNOLD & PORTER KAYE SCHOLER LLP

deboarh.fishman@arnoldporter.com
david.caine@arnoldporter.com
david.denuyl@arnoldporter.com
alice.ho@arnoldporter.com
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Joined Case Caption

UNITED STATES PATENT AND TRADEMARK OFFICE

BEFORE THE PATENT TRIAL AND APPEAL BOARD

MYLAN PHARMACEUTICALS,INC., CELLTRION,INC., and
SAMSUNGBIOEFPIS CoO., LTD.,

Petitioners,

V.

REGENERON PHARMACEUTICALS,INC.,
Patent Owner.

IPR2022-01226!

Patent 10,888,601 B2

' TPR2023-00532 and IPR 2023-00566 have been joined with this
proceeding.
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 Tria OV Paper 10
571-372-7822 Date: March 22, 2023

UNITED STATES PATENT AND TRADEMARK OFFICE

BEFORE THE PATENT TRIAL AND APPEAL BOARD

SAMSUNGBIOEFPIS CoO., LTD.,
Petitioner,

V.

REGENERON PHARMACEIUTICALS,INC.,
Patent Owner.

IPR2023-00566

Patent 10,888,601 B2

Before JOHN G. NEW, SUSAN L.C. MITCHELL,and
ROBERT A. POLLOCK, Administrative Patent Judges.

NEW,Administrative Patent Judge.

DECISION

Granting Institution of Inter Partes Review
35 U.S.C. § 314

Granting Motion for Joinder
35 US.C. § 315(C); 37 CER. § 42.122
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IPR2023-00533

Patent 10,888,601 B2

I. INTRODUCTION

Samsung Bioepis Co., Ltd. (“Petitioner’’) has timely filed a Petition

(“Samsung Petition”) requesting an interpartes review of claims 1—9, 34—

39, 41-43, and 45 of U.S. Patent No. 10,888,601 B2 (Ex. 1001, “the ’601

patent”). Paper 3 (“Pet.”). Petitioner also timely filed a Motion for Joinder

(the “Motion”or “Mot.,” Paper 2) to join this proceeding with Mylan

Pharms. Inc. v. Regeneron Pharms., Inc., [PR2022-01226,filed May 5,

2021, and instituted on November 10, 2021 (the “Mylan IPR”). See Mylan

IPR, Paper 21.

For the reasonsset forth below, we (1) institute inter partes review

based on the same groundsasinstituted in the My/an IPR, and (2) GRANT

Petitioner’s Motion for Joinder, subject to the conditions detailed herein.

II. INSTITUTION OF INTER PARTES REVIEW

In the Mylan IPR,weinstituted trial on the following grounds:
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1-9, 34-39, 41- 102
43, 45

3 1-9, 34-39, 41- 102
43, 45

1-9, 34-39, 41- 102
43, 45

 Adis?

 

  Regeneron 2008+

  NCT-795°  
  

' The Leahy-Smith America Invents Act (“AIA”), Pub. L. No. 112-29, 125
Stat. 284 (2011), amended 35 U.S.C. §§ 102 and 103, effective March 16,
2013. Because the application from which the ’601 patent issued has an
effective filing date after that date, the AIA versions of §§ 102 and 103
apply.

2 J.A. Dixonet al., VEGF Trap-Eyefor the Treatment ofNeovascular Age-
RelatedMacular Degeneration, 18(10) EXPERT OPIN. INVESTIG. DRUGS
1573-80 (2009) (“Dixon”) Ex. 1006.

3 Adis R&D Profile, Aflibercept: AVE 0005, AVE 005, AVEO005, VEGF
Trap — Regeneron, VEGF Trap (RIR2), VEGF Trap-Eye, 9(4) DRUGS R D
261-269 (2008) (“Adis”) Ex. 1007.

+ Press Release, Regeneron and Bayer HealthCare Announce Encouraging
32-Week Follow-Up Resultsfrom a Phase 2 Study of VEGF Trap-Eye in
Age-RelatedMacular Degeneration, April 28, 2008 (“Regeneron 2008”)
Ex. 1012.

> ClinicalTrials.gov (archive), Vascular Endothelial Growth Factor
(VEGF) Trap-Eye: Investigation ofEfficacy and Safety in Wet Age-Related
Macular Degeneration (AMD) (VIEW1), available at:
https://clinicaltrials.gov/ct2/history/NCT00509795?A=8&B=9&C=merged
#StudyPageTop(last visited December 21, 2022) Ex. 1014.

3
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Dixon alone or in view of

Papadopoulos® and/or
Wiegand’

6 1-9, 34-39, 41- Dixon in combination
43, 45 with Rosenfeld-2006°,

and if necessary,
Papadopoulospatent

and/or Wiegand

7 1-9, 34-39, 41- Dixon in combination
43, 45 with Heimann-2007, and

if necessary,
Papadopoulos and/or

Wiegand

   
Mylan IPR, Paper 21, 4-5, 29-30.

Samsung’s Petition is substantially identical to Mylan’s Petition,

challenging the same patent and claims, based on the same grounds of

unpatentability, and relying upon the same evidence (including the same

prior art combinations supported by the same expert declaration) as the

Mylan IPR. See Mot. 1. Petitioner seeks only institution of the same claims

and grounds for which the Boardinstituted in the Mylan IPR. /d.

° Papadopouloset al. (US 7,374,758 B2, May 20, 2008) (“Papadopoulos”)
Ex. 1010.

7 Wiegandet al. (US 7,531,173 B2, May 12, 2009) (“Wiegand”) Ex. 1008.

® PJ. Rosenfeld et al., Ranibizumab for Neovascular Age-RelatedMacular
Degeneration, 355 (14) N. ENGL. J. MED. 1419-31; Suppl. App’x 1-17
(2006) (“Rosenfeld”) Ex. 1058.
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Atthis stage, and in this proceeding, Patent Ownerhas not raised any

arguments in response to the substantive grounds of the Mylan Petition.

Petitioner undertakes, if the Petition and Motion are granted, to assume a

limited “understudy”role, and will not take an active role in the inter partes

review proceeding unless the /y/an Petitioner ceases to participate in the

instituted IPR. Mot. 1. Petitioner contends that the proposed joinder will

neither unduly complicate the /y/an IPR nor delay its schedule. /d. As

such, Petitioner asserts, the joinder will promote judicial efficiency in

determining patentability of the ’601 patent in the /y/an IPR without

prejudice to Patent Owner. /d.

In view of these representations by Petitioner, and having reviewed

the SamsungPetition, we determine that, under the current circumstances,it

is appropriate to exercise our discretion to institute inferpartes review ofthe

challenged claims based upon the same grounds authorized and for the same

reasons discussed in our Institution Decision in the Mylan IPR. See Mylan

IPR, Paper 21.

IH. JOINDER OF INTER PARTES REVIEWS

An inter partes review may be joined with another inter partes

review, subject to the provisions 35 U.S.C. § 315(c), which governs joinder

of interpartes review proceedings:

(c) JOINDER. — If the Directorinstitutes an interpartes review,
the Director, in his or her discretion, may join as a party to that
inter partes review any person whoproperlyfiles a petition under
section 311 that the Director, after receiving a preliminary
response under section 313 or the expiration of the timeforfiling
such a response, determines warrants the institution of an inter
partes review undersection 314.
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As the moving party, Petitioner bears the burden of provingthat it is

entitled to the requested relief. 37 C.F.R. § 42.20(c). A motion for joinder

should: Set forth the reasons joinder is appropriate; identify any new

grounds of unpatentability asserted in the petition; and explain what impact

(if any) joinder would haveonthe trial schedule for the existing review. See

Kyocera Corp. v. Softview, LLC, IPR2013-00004, Paper 15 at 4 (PTAB

Apr. 24, 2013); see also, USPTO, America Invents Act (AIA) Frequently

Asked Questions,” available at: uspto.gov/patents/laws/america-invents-act-

aia/america-invents-act-aia-frequently-asked#type-inter-partes-review_3244

(last visited February 2, 2022).

Petitioner timely filed its Joinder Motion within one month of the

institution of the M/ylan IPR, as required by 37 C.F.R. § 42.122(b). In the

motion, Petitioner explainsthat:

Samsung Bioepis further stipulates herein that if joinder is
granted, it will take a limited “understudy” role in the same
manner previously found to support joinder so long as Mylan
remains an active party. Joinder thus creates no additional burden
for the Patent Trial and Appeal Board (the “Board”), Mylan, or
Patent Owner. Nor will it impact the schedule of the Mylan IPR.

Mot. 1. As discussed in the Institution Decision, Section II supra, the

instituted groundsin this proceeding are the sameasthat instituted in the

Mylan IPR.

Having considered the unopposed motion for joinder, and our decision

to institute the same grounds in the M/y/an IPR, we determinethat Petitioner

Samsung hasestablished persuasively that joinder is appropriate and will

havelittle to no impact on the timing, cost, or presentation of the trial on the

6
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instituted ground. Thus, in consideration of the foregoing, and in the manner

set forth in the following Order, the Motion for Joinder is GRANTED.

IV. ORDER

In consideration of the foregoing,it is hereby:

ORDEREDthattrial is instituted in IPR2022-00257 on the following

grounds:

Ground 1: Claims 1-9, 34-39, 41-43, and 45 of the ’601 patent
under 35 U.S.C. § 102 as anticipated by Dixon.

Ground 2: Claims 1-9, 34-39, 41-43, and 45 of the ’601 patent
under 35 U.S.C. § 102 as anticipated by Adis.

Ground 3: Claims 1—9, 34-39, 41-43, and 45 ofthe ’601 patent
under 35 U.S.C. § 102 as anticipated by Regeneron
2008.

Ground 4: Claims 1-9, 34-39, 41-43, and 45 ofthe ’601 patent
under 35 U.S.C. § 102 as anticipated by NCT-795.

Ground 5: Claims 1—9, 34-39, 41-43, and 45 ofthe ’601 patent
under 35 U.S.C. § 103 as being obvious over Dixon
alone or in view of Papadopoulos and/or Wiegand.

Ground 6: Claims 1—9, 34-39, 41-43, and 45 ofthe ’601 patent
under 35 U.S.C. § 103 as being obvious over Dixon
in combination with Rosenfeld-2006, and if
necessary, Papadopoulos and/or Wiegand.

Ground 7: Claims 1—9, 34-39, 41-43, and 45 ofthe ’601 patent
under 35 U.S.C. § 103 as being obvious over Dixon
in combination with Heimann-2007, and if
necessary, Papadopoulos and/or Wiegand.
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FURTHER ORDEREDthat Petitioner’s Unopposed Motion for

Joinder with IPR20221-01226 is GRANTED;

FURTHER ORDEREDthat IPR2023-00532 is terminated and joined

with IPR2022-01226, pursuant to 37 C.F.R. §§ 42.72, 42.122, wherein

Samsung will maintain a secondary role in the proceeding, unless and until

Mylan ceasesto participate as a petitioner in the inter partes review;

FURTHER ORDEREDthat the Scheduling Order in place for

IPR2022-01226, along with modifications appropriately stipulated to by the

parties, shall govern the joined proceeding;

FURTHER ORDEREDthatall future filings in the joined proceeding

are to be made only in IPR2022-01226;

FURTHER ORDEREDthat the case caption in IPR2022-01226forall

further submissions shall be changed to add Samsung Bioepis Co., Ltd. as a

namedPetitioner after the /y/an Petitioner, and a footnote shall be added to

indicate the joinder of IPR2023-00532 to that proceeding, as shown in the

attached sample case caption;? and

FURTHER ORDEREDthat a copy of this Decision shall be entered

into the record of IPR2022-01226.

” The attached sample caption includes Petitioner Celltrion, Inc., based on
our concurrently decided decision granting institution and granting the
motion for joinder in IPR2023-00533.

8
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FOR PETITIONER:

Raymond N. Nimrod
Matthew A. Traupman
Landon Andrew Smith

QUINN MANUEL URQUHART & SULLIVAN, LLP
raymimrod@quinnmanuel.com
matthewtraupman@quinnmanuel.com
landonsmith@quinnmanuel.com

FOR PATENT OWNER:

Deborah E. Fishman

David A. Caine

David S. Denuyl
Alice S. Ho

ARNOLD & PORTER KAYE SCHOLER LLP

deboarh.fishman@arnoldporter.com
david.caine@arnoldporter.com
david.denuyl@arnoldporter.com
alice.ho@arnoldporter.com
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Joined Case Caption

UNITED STATES PATENT AND TRADEMARK OFFICE

BEFORE THE PATENT TRIAL AND APPEAL BOARD

MYLAN PHARMACEUTICALS,INC., CELLTRION,INC., and
SAMSUNGBIOEFPIS CoO., LTD.,

Petitioners,

V.

REGENERON PHARMACEUTICALS,INC.,
Patent Owner.

IPR2022-01226!

Patent 10,888,601 B2

' TPR2023-00533 and IPR 2023-00566 have been joined with this
proceeding.
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DISCLAINER IN PATENT UNDER 37 CFR 4.324{a)

NampofPatenies " I Dacket Number (Gotienal
i Regeneron Pharmaceuticals, inc. | P35056US08/1106854.0001 1
[ Batsni Number eee [Gate Patent issued

110.888.6074 | January 12, 2021
| Title af Invention OO

) USE OF A VEGF ANTAGONIST TO TREAT ANGIOGENIC EYE DISORDERS 
. . ete . § 2Q, 23-2 -82, and 46-4i hereby disclaim the following corapieia clainzs in the above identified patent: ASAE,20,23-26,31-32, and4O-47
 

The extent af ray interest in said patent is (iP assienee of record, shite liber and page, arrest and frame.| assignment is recorded):“Assigneeofrecord.(eeelfframe: 050278/0613)
 

The fpe for this disclaimeris set forih in 37 CFR 201d).

oo]
a'''t

Patentee claims smati entity status. Sae 37 CFR 1.27

| Smailentity status has almady been esiatilished in {his Case, anc is stl proper.

i| A check in the amount of the fee is enclasad.

Payorent by credit card, Farm PYO-2036 is altanhed,

i|The Chrectoris hereby authorizedto-chargea7 which may be required or credit anyoverpayment to Denasit Account No. 80-2 ;

WARNING: information on this form may become public. Credit card information should not
be included on this form. Provide credit card information and authorization on PTO-2038.

SS

  

i - »~ N 4 wy BeFo LR & ~ Pye asBES eas 4 SS| Signed alAACR TOQIAN State of_AYN _ this SS” xQiiw . 20.88
ah

os « s SSeor’y 8
s gs WISSeeade &, gS Ce 50,437

Registration Nuriber, if
wot hast applicable
Frank Cottiigham Pe/P, Associate General Cannsel, finials

a4APT8 
   Typed OF printed AME of salentes/ attorney or ayent of recard

f??OldSaw MIN River Road

_Tarrytewn, NY 40591-6707
“Addr:ass

Giy, Stas, Zip Code or Foreign Country as applicabie

 
  

8 case,
niormation
FEES. OR  

   
 

Oticer, we, Patent :aed Treichernaark Office, US. Department of Commerce, FLO. Box ABO, Alescandi, VA 43-4 $50, DO NOT
COMPLETED FORMS TOTHIS ADDRESS. SEND TQ: Commissionerfor Patents, P.G. Box 1466, Alexandria, VA 22343-1450

if you need assistance in cernpieting the form, call 1-800-PTO-9199 end select antion 2.
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UNITED STATES __.P.0,Box 1450‘USpto PATENT AND TRADEMARKOFFICE Alexandtla, Viaauspto-gov

ELECTRONIC ACKNOWLEDGEMENT RECEIPT

 

APPLICATION # RECEIPT DATE / TIME ATTORNEY DOCKET #

16/397,267 07/25/2023 04:12:13 PM ET REGN-008CIPCONS5

Title of Invention

USE OF A VEGF ANTAGONIST TO TREAT ANGIOGENIC EYE DISORDERS

Application Information

APPLICATION TYPE Utility - Nonprovisional Application PATENT # 10888601
under 35 USC 111 (a)

CONFIRMATION # 8135 FILED BY Kathi Moore

PATENT CENTER # 62500816 FILING DATE 04/29/2019

CUSTOMER # 191459 FIRSTNAMED George D. YANCOPOULOS
INVENTOR

CORRESPONDENCE - AUTHORIZED BY Michael Lewis
ADDRESS

Documents TOTAL DOCUMENTS: 1

DOCUMENT PAGES DESCRIPTION SIZE (KB)

P35056US 08-TD.pdf 1 Statutory disclaimers per 367 KB

Manual of Patent Examining

Procedure(MPEP) 1490.

Digest

DOCUMENT MESSAGE DIGEST(SHA-512)

P35056US08-TD.pdf 55F D635DB4DE 48B BA31CFF9DE 71B32C1D505898798F 9B5F 52
48642F 4BE4F 31D88F O86F 69E 32F 2CODCIAE21D9E 2C8D/F4A5

C565020909165D12C741FE3B7COCCE
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This AcknowledgementReceipt evidences receipt on the noted date by the USPTO of the indicated documents, characterized

by the applicant, and including page counts, where applicable. Itserves as evidence of receipt similar to a Post Card, as
described in MPEP 503.

New Applications Under 35 U.S.C. 111

if a new application is being filed and the application includes the necessary components for filing date (see 37 CFR 1.53(b)-(d)

and MPEP 506), a Filing Receipt (37 CFR 1.54) will be issued in due course and the date shown on this Acknowledgement

Receipt will establish the filing date of the application

National Stage of an International Application under 35 U.S.C. 371

if a timely submission to enter the national stage of an international application is compliant with the conditions of 35 U.S.C.

371 and other applicable requirements a Form PCT/DO/E0/903indicating acceptance of the application as a national stage

submission under 35 U.S.C. 371 will be issued in addition to the Filing Receipt, in due course.

New International Application Filed with the USPTO as a Receiving Office

if a new international application is being filed and the international application includes the necessary components for an

international filing date (see PCT Article 11 and MPEP 1810), a Notification of the Internationa! Application Number and of the

international Filing Date (Form PCT/RO/105) will be issued in due course, subject to prescriptions concerning national security,

and the date shown on this Acknowledgement Receiptwill establish the international filing date of the application.
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UNITED STATES P.O. Box 1450‘USpto PATENT AND TRADEMARKOFFICE Alexandria,vA22313"1480

ELECTRONIC PAYMENT RECEIPT
 

APPLICATION # RECEIPT DATE / TIME ATTORNEY DOCKET#16/397,267 07/25/2023 04:12:13 PM ET REGN-008C IPCONS

Title of Invention

USE OF A VEGF ANTAGONIST TO TREAT ANGIOGENIC EYE DISORDERS

Application Information

APPLICATION TYPE Utility - Nonprovisional Application PATENT # 10888601
under 35 USC 111 (a)

CONFIRMATION # 8135 FILED BY Kathi Moore

PATENT CENTER # 62500816 AUTHORIZED BY Michael Lewis

CUSTOMER # 191459 FILING DATE 04/29/2019

CORRESPONDENCE - FIRST NAMED George D. YANCOPOULOS
ADDRESS INVENTOR

PaymentInformation

eanyause™™> PaneocnNSASTN rienmehguzronm=> oF

FEE CODE DESCRIPTION ITEM PRICE($) QUANTITY ITEM TOTAL($)

1814 STATUTORY DISCLAIMER, 170.00 1 170.00

INCLUDING TERMINAL DISCLAIMER

TOTAL $170.00
AMOUNT:

This AcknowledgementReceipt evidences receipt on the noted date by the USPTO of the indicated documents, characterized

by the applicant, and including page counts, where applicable. Itserves as evidence of receipt similar to a Post Card, as
described in MPEP 503.

New Applications Under 35 U.S.C. 111

if a new application is being filed and the application includes the necessary components for filing date (see 37 CFR 1.53(b)-(d)

and MPEP 506), a Filing Receipt (37 CFR 1.54) will be issued in due course and the date shown on this Acknowledgement

Receipt will establish the filing date of the application

National Stage of an International Application under 35 U.S.C. 371
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if a timely submission to enter the national stage of an international application is compliant with the conditions of 35 U.S.C.

371 and other applicable requirements a Form PCT/DO/E0/903 indicating acceptance of the application as a national stage

submission under 35 U.S.C. 371 will be issued in addition to the Filing Receipt, in due course.

New International Application Filed with the USPTO as a Receiving Office

if a new international application is being filed and the international application includes the necessary components for an

international filing date (see PCT Article 11 and MPEP 1810), a Notification of the Internationa! Application Number and of the

International Filing Date (Form PCT/RO/105) will be issued in due course, subject to prescriptions concerning national security,

and the date shown on this Acknowledgement Receiptwill establish the international filing date of the application.
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Disclaimer

10,888,601 B2 - George D. Yancopoulos, Yorktown Heights, NY (US). USE OF A VEGF ANTAGONIST
TO TREAT ANGIOGENIC EYE DISORDERS.Patent dated January 12, 2021. Disclaimerfiled July 25, 2023, by
the assignee, Regeneron Pharmaceuticals, Inc.

Thereby disclaim the following complete claims 15-16, 20, 23-24, 31-32 and 46-47 ofsaid patent.

(Official Gazette, September 12, 2023)
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Trials@uspto.gov Paper 9
571-272-7822 Date: October 20, 2023

UNITED STATES PATENT AND TRADEMARK OFFICE

 

BEFORE THE PATENT TRIAL AND APPEAL BOARD

 

SAMSUNG BIOEFPIS CO. LTD,
Petitioner,

V.

REGENERON PHARMACEUTICALS, INC.,
Patent Owner.
 

IPR2023-00739

Patent 10,888,601 B2
 

Before JOHN G. NEW, ROBERT A. POLLOCK, and RYAN H. FLAX,
Administrative Patent Judges.

NEW,Administrative Patent Judge.

DECISION

Granting Institution ofInter Partes Review
35 US.C. $314
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I. INTRODUCTION

Petitioner Samsung Bioepis Co. Ltd. (“Petitioner”) hasfiled a Petition

(Paper1, “Pet. ”) seeking interpartes review ofclaims 10-12, 17-19, 21,

25-28, and 33! ofU.S. Patent 10,888,601 B2 (Ex. 1001, the“’601 patent”).

Patent Owner Regeneron Pharmaceuticals,Inc. (“Patent Owner’) timely

filed a Preliminary Response. Paper 6 (Prelim. Resp.”). With our

authorization (see Ex. 3001), Petitionerfiled a Reply to the Preliminary

Response (Paper7 (“Reply”)), andPatent Ownerfiled a Sur-Reply. Paper8

(“Sur-Reply’).

Under 35 U.S.C. § 314, the Board “may not authorize an interpartes

review to be instituted unless ... the information presented in the petition

... and any response... showsthat there is a reasonable likelihood that the

petitioner would prevail with respectto at least 1 ofthe claims challenged in

the petition.””» Upon consideration ofthe Petition, Prelimmary Response,

Reply, Sur-Reply, and the evidence ofrecord, we determinethat the

evidence presented demonstrates a reasonablelikelihoodthatPetitioner

would prevail in establishing the unpatentability ofat least one challenged

claim ofthe 601 patent. We therefore institute interpartes review ofthe

challenged claims.

' Petitioner originally challenged claims 10—33, 46, and47 of the ’601
patent. Pet. 1. Patent Ownerstates that claims 13—14, 22, and 29-30 were
disclaimed on July 11, 2022, before the Petition wasfiled.
Prelim. Resp. 1, n.1 (citing Ex. 2001). Patent Owneralso states that,
subsequentto thefiling ofthe Petition, claims 15, 16, 20, 23, 24,31, 32, 46
and 47 were also disclaimed. /d. (citing Ex. 2002). Consequently, only
claims 10-12, 17-19, 21, 25-28, and 33 ofthe ’601 patent remain
challenged by Petitioner.
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I. BACKGROUND

A. RealParties-in-Interest

Petitioner identifies Samsung Bioepis Co. Ltd. as the real party-in-

interest. Pet.6. PatentOwneridentifies Regeneron Pharmaceuticals, Inc. as

the real party-in-interest. Paper 5 at 2.

B. RelatedMatters

Petitioner and Patent Owneridentify Mylan Pharms.Inc.v.

Regeneron Pharms., Inc. , 1PR2022-01226, as challenging different claims of

the °601 patent. Pet. 6—7, Paper 4, 1. Petitioner confirmsthat, in Samsung

Bioepis Co., Ltd. v. Regeneron Pharms., Inc. , 1PR2023-00566,it filed a

“copycat” petition, seekingjoinder in IPR2022-01226, and proposing tojoin

Mylan’s interpartes review as a “silent understudy.” /d. at 7 (citing

IPR2023-00566, Papers 2, 3). Joinder ofIPR2022-01226 and IPR2023-

00566 wasgranted on March 22, 2023 in IPR2023-00566. /d. (citing

IPR2023-00566, Paper10).

Theparties also identify Afvlan Pharms. Inc. v. Regeneron Pharms.,

Inc. , 1PR2021-00880 and MA/an Pharms. Inc. v. Regeneron Pharms., Inc.,

IPR2021-00881, challenging claims ofUS 9,254,338 and US 9,669,069,

respectively, both ofwhich are in the same family as the ’601 patent. Pet. 7,

Paper 4, 2. Final Written Decisions were entered in both IPR2021-00880

and -00881 on November9, 2022, finding all challenged claims ofboth

patents unpatentable. /d. Patent Ownerhassince appealed those decisions

tothe U.S. Court ofAppeals for the Federal Circuit as Regeneron Pharms,

Inc. v. Mylan Pharms. Inc., No. 2023-1395 (Fed. Cir.) and Regeneron
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Pharms., Inc. v. Mylan Pharms. Inc., No. 2023-1396 (Fed. Cir.),

respectively. /d.

Furthermore, in Mylan Pharms. Inc. v. Regeneron Pharms., Inc.,

IPR2022-01225, Mylan challenged the patentability ofclaims 1, 3-11, 13,

14, 16-24, and 26 ofUS 10,130,681. Pet. 7. Petitioner has separately

challenged the patentability ofthe sameclaimsofthat patent in in Samsung

Bioepis Co., Ltd. v. Regeneron Pharms., Inc. , 1PR2023-00442, institution of

whichwasgranted on July 19, 2023. See IPR2023-00442, Paper 10.

Celltrion, Inc. has similarly sought, and been granted, joinder with both

IPR2022-001225 and -01226, and has also assumed a “silent understudy”

posture in those cases. See IPR2023-00532, Papers 3, 7; IPR2023-00533,

Papers3, 7.

Theparties further identify Regeneron Pharms., Inc. v. Mylan

Pharms. Inc. 1:22-cv-00061-TSK (N.D. W. Va.)asa related matter. See,

e.g., Pet. 8. Petitioner also identifies as a related matter UnitedStatesv.

Regeneron Pharms., Inc., No. 1:20-cv-11217-FDS(D. Mass.). /d. Patent

Owneralso identifies Chengdu Kanghong Biotechnol. Co. v. Regeneron

Pharms., Inc., PGR2021-00035 (PTAB)(proceedingterminated).

Paper4, 2.

C. The Asserted Grounds ofUnpatentability

Petitioner contends that claims 10-12, 17-19, 21, 25-28, and 33 of

the °601 patent are unpatentable, based upon the following grounds:
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10-12, 18, 19, 1033 2009 Press Release’,
21, 26-28 Shams?

10-12, 18, 19, 2009 Press Release,

21, 26-28 Elman°®

17, 25, 33 103 2009 Press Release,

Elman, CATT’, PIER®

? Grounds1, 4, and 5 of the Petition challenged claims that have been
disclaimed by Patent Owner. See n.1, supra; Pet. 11. We therefore do not
address those Groundsin this Decision.

3 The Leahy-SmithAmerica Invents Act (“AIA”), Pub. L. No. 112-29, 125
Stat. 284 (2011), amended 35 U.S.C. §§ 102 and 103, effective March 16,
2013. Becausethe application from which the 601 patent issued has an
effective filing date afterthat date, the AIA versions of §§ 102 and 103
apply.

* Press Release, Regeneron, Enrollment Completedin Regeneron and Bayer
HealthCare Phase 3 Studies ofVEGF Trap-Eye in Neovascular Age-
Related Macular Degeneration (Wet AMD)(September 14, 2009) (the
“2009 Press Release”) Ex. 1009.

5 Shams (WO 2006/047325 Al, May 4, 2006) (“Shams”) Ex. 1010.

°M.J. Elmanet al., Randomized Trial Evaluating Ranibizumab Plus Prompt
or DeferredLaser or Triamcinolone Plus PromptLaserforDiabetic
Macular Edema, 117(6) OPHTHALMOLOGy 1064—1077.e35 (2010)
(“Elman”) Ex. 1006.

7 CATT Patient Eligibility Criteria, retrievedfrom: https://web.archive. org/
web/20100713035617/http:/www.med.upenn.edu/cpob/studies/documents/
CATTEhigibilityCriteria_000.pdf(“CATT’) Ex. 1018.

° C.D. Regillo et al., Randomized, Double-Masked, Sham-Controlled Trial of
RanibizumabforNeovascular Age-relatedMacular Degeneration: PIER
Study Year 1, 145(2) AM. J. OPHTHALMOL. 239-48 (2008) (“PIER”)
Ex. 1004.
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Petitioner also relies upon the Declaration ofDr. Edward Chaum (the

“Chaum Declaration,” Ex. 1002).

D. The ’601 Patent

The ’601 patent is directed to methods for treating angiogenic eye

disorders by sequentially administering multiple doses ofa vascular

epithelial growth factor (“VEGF”) antagonist to a patient. Ex. 1001, Abstr.

These methods include the administration ofmultiple doses ofa VEGF

antagonist to a patient at a frequency ofonce every 8 or more weeks, and are

useful for the treatment ofangiogenic eye disorders suchas, inter alia, age

related macular degeneration. /d.

In an exemplary embodiment, a single “initial dose” ofVEGF

antagonist (“VEGFT’) is administered at the beginning ofthe treatment

regimen(1.e., at “week 0”), two “secondary doses” are administeredat

weeks4 and 8, respectively, and at least six “tertiary doses” are administered

once every 8 weeksthereafter, 1.e., at weeks 16, 24, 32, 40, 48, 56,etc.).

Ex. 1001, cols. 2—3, Il. 63-2.

I. Representative Claim

Claim 10 is representative ofthe challenged claims, andrecites:

10. A method for treating diabetic macular edemain a patient
in need thereof, comprising intravitreally administering, to said
patient, an effective amount of aflibercept which is 2 mg
approximately every 4 weeksfor the first 5 injections followed
by 2 mg approximately once every 8 weeks or once every 2
months.

Ex. 1001, col. 22,Il. 40-46.
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Ff. Priority History ofthe ’601 Patent

The 601 patent issued from U.S. Application Ser. No. 16/397,267

(the “267 application”) filed on April 29, 2019, and claims thepriority

benefit of, inter alia, US Provisional Application Ser. No. 61/432,245,

whichwasfiled on January 13, 2011. Ex. 1001, code (60).

Theclaims ofthe 601 patent, including challenged claims 10-12, 17—

19, 21, 25-28, and 33 were allowed on November12, 2020, and the patent

issued on January 12, 2021. Ex. 1017, 5591; Ex. 1001, code (45).

I. ANALYSIS

A. Claim Construction

The Board applies the same claim construction standard that would be

used to construe theclaim 1n a civil action under 35 U.S.C. § 282(b). See

37 C.F.R. § 100(b) (2020). Under that standard, claim terms“are generally

given their ordinary and customary meaning”as understood bya person of

ordinary skill in the art at the time oftheinvention. Phillips v. AWH Corp.,

415 F.3d 1303, 1312-13 (Fed. Cir. 2005) (en banc). “In determining the

meaning ofthe disputed claim limitation, we look principally to the intrinsic

evidence ofrecord, examining the claim languageitself, the written

description, and the prosecution history, ifin evidence.” DePuy Spine, Inc.

v. Medtronic Sofamor Danek, Inc.,469 F.3d 1005, 1014 (Fed. Cir. 2006)

(citing Phillips, 415 F.3d at 1312-17). Extrinsic evidenceis “less significant

than the intrinsic record in determining ‘the legally operative meaning of

claim language.” Phillips, 415 F.3d at 1317 (quoting C.R. Bard, Inc. v. US.

Surgical Corp., 388 F.3d 858, 862 (Fed. Cir. 2004)).
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1. “A method for treating...”

Petitionerinitially accepts, for the purposes ofthis Decision, that the

preamble ofclaim 1 1s limiting, andagrees with the Board’s prior rejection,

in the related IPR2021-00881 Final Written Decision, ofPatent Owner’s

position that the preamble requires a particular level ofefficacy. Pet. 16

(citing Ex. 1002 4] 82-91). Specifically, Petitioner notes that the Board

found that administering a compound—therecitedVEGF antagonist—‘to

[a] patient for the purpose ofimproving or providingabeneficial effect on

their angiogenic eye disorder”satisfies the “treating” portion ofthe

preamble. /d. at 17 (quoting Ex. 1025, 19; and citing id. at 23; Ex. 1053, 9—

10; Ex. 1054).

Patent Ownerstates that, for the purposes ofthis Decision only,it

does not contest Petitioner’s proposed construction. Prelim. Resp. 11.

Therefore, for the same reasons we explainedin the Final Written

Decision in related IPR2022-00881 conceminga related patent having

claims with language similar to the presently challenged claims, and for the

purposesofthis Decision, we adopt Petitioner’s proposed construction of“a

method for treating...”

B. A PersonofOrdinary Skill in the Art

In determining the level of skill in the art, we consider thetype of

problems encounteredin theart, the prior art solutions to those problems, the

rapidity with which innovations are made, the sophistication ofthe

technology, and the educationallevel ofactive workersin the field. See

Custom Accessories, Inc. v. Jeffrey-Allan Industries, Inc. , 807 F.2d. 955, 962
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(Fed. Cir. 1986); see also Orthopedic Equip. Co. v. UnitedStates, 702 F.2d

1005, 1011 (Fed. Cir. 1983).

Petitioner notesthat, in the Final Written Decision in IPR2021-00881

and in the Decision to Institute in [PR2022-01226, the Board adopted the

following definition ofa person ofordinary skill in theart:

A person of ordinary skill in the art at the time of the invention
would have had (1) knowledge regarding the diagnosis and
treatment of angiogenic eye disorders, including the
administration of therapies to treat said disorders; and (2) the
ability to understand results and findings presented or published
by othersin the field, including the publications discussed herein.
Typically, such a person would have an advanceddegree, such
as an M.D. or Ph.D. (or equivalent, or less education but
considerable professional experience in the medical,
biotechnological, or pharmaceutical field), with practical
academic or medical experience in (1) developing treatments for
angiogenic eye disorders (such as AMD), including through the
use of VEGF antagonists, or (11) treating of same, including
through the use ofVEGF antagonists.

Pet. 14-15 (quoting Ex. Ex. 1025, 9-10). The Board found, in both

proceedings, that this definition was consistent with the properlevel ofskill

in theart. See, e.g., Ex. 1025, 10. Petitioner urges us to adopt this definition

as being consistent with the 681 patent, as well as the priorart cited by

Petitioner. /d. at 18.

Patent Ownerdoesnot disagree with Petitioner’s proposed definition

for the purposes ofthe present decision Prelim. Resp. 11.

Weagain determine,at this stage ofthe proceeding, that our previous

definition ofthe requisite level ofordinary skill in the art is reasonable and

consistent with the prior art ofrecord. See Okajima v. Bourdeau, 261 F.3d

1350, 1355 (Fed. Cir. 2001) (holding that “the priorart itself [may] reflect[]

9
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an appropriate level” as evidence ofthe ordinary level of skill in the art)

(quotingLitton Indus. Prods., Inc. v. SolidState Sys. Corp., 755 F.2d 158,

163 (Fed. Cir. 1985)). For the purposesofthis decision, and for the sake of

consistency, we adopt ourprior definition, quoted above,as the definition of

a person ofordinary skill in the art.

IV. ANALYSIS

A. Principles ofLaw

1. Burden ofProof

“Tn an [interpartes review], the petitioner has the burden from the

onset to showwith particularity why the patent it challengesis

unpatentable.” Harmonic Inc. v. Avid Tech., Inc., 815 F.3d 1356, 1363 (Fed.

Cir. 2016 (citing 35 U.S.C. § 312(a)(3) (requiring interpartes review

petitions to identify “with particularity ... the evidence that supports the

groundsfor the challengeto each claim”)). Therefore, in an interpartes

review,the burdenofproofis on the Petitioner to showthat the challenged

claims are unpatentable; that burden nevershifts to the patentee. See

35 U.S.C. §316(e); Inre Magnum Oil Tools Int’l, Ltd., 829 F.3d 1364, 1375

(Fed. Cir. 2016) (citing DynamicDrinkware, LLC v. Nat’! Graphics, Inc.,

800 F.3d 1375, 1378 (Fed. Cir. 2015)).

2. Obviousness

To ultimately prevail in its challenge to Patent Owner’s claims,

Petitioner must demonstrate by a preponderance ofthe evidencethat the

10
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claims are unpatentable.’? 35 U.S.C. § 316(e); 37 C.F.R. § 42.1(d). A patent

claim is unpatentable under 35 U.S.C. § 103 if the differences between the

claimed subject matter andthe prior art are such that the subject matter as a

whole would have been obviousat thetime the invention was made toa

person having ordinary skill in the art to which said subject matter pertains.

KSR Int’l Co. v. Teleflex Inc., 550 U.S. 398, 406 (2007). The question of

obviousnessis resolved on the basis ofunderlying factual determinations

including: (1)the scope and content ofthe priorart; (2) any differences

between the claimed subject matter andthepriorart; (3) the level ofordinary

skill in the art; and (4) objective evidence ofnonobviousness. Graham v.

John Deere Co., 383 U.S. 1, 17-18 (1966).

In determining obviousness whenall elements ofa claim are foundin

variouspiecesofpriorart, “the factfinder must further consider the factual

questions ofwhether a personofordinary skill in the art would be motivated

to combinethose references, and whether in making that combination, a

person ofordinary skill would have had a reasonable expectation of

success.” Dome PatentLP. v. Lee, 799 F.3d 1372, 1380 (Fed. Cir. 2015);

see also WMS Gaming, Inc. v. Int’] Game Tech., 184 F.3d 1339, 1355 (Fed.

Cir. 1999) (“When an obviousness determination relies on the combination

of two or more references, there must be some suggestion or motivation to

combine the references.”’). “Both the suggestion and the expectation of

” The burden ofshowing something by a preponderance ofthe evidence
requiresthetrier offact to believe that the existence ofa fact is more
probable thanits nonexistence before the trier offact may find in favor of
the party whocarries the burden. Concrete Pipe & Prods. ofCal., Inc. v.
Constr. Laborers Pension Tr. for S. Cal., 508 U.S. 602, 622 (1993).

11
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success must be foundedin the priorart, not in the applicant’s disclosure.”

Inre Dow Chemical Co., 837 F.2d 469, 473 (Fed. Cir. 1988); see also In re

Magnum Oil Tools, 829 F.3d at 1381 (findinga party that petitions the

Board for a determination ofunpatentability based on obviousness must

show that “a skilled artisan would have been motivated to combinethe

teachings ofthe prior art references to achieve the claimed invention, and

that the skilled artisan would have had a reasonable expectation of successin

doing so.”) (internal quotations and citations omitted).

An obviousness analysis “need not seek out precise teachings directed

to the specific subject matter ofthe challenged claim, for a court can take

account ofthe inferences and creative steps that a person ofordinary skill in

the art wouldemploy.” KSR,550 U.S. at 418; see Inre Translogic Tech,

Inc., 504 F.3d 1249, 1259 (Fed. Cir. 2007). In KSR, the Supreme Court also

stated that an invention may be found obviousiftrying a course ofconduct

would have been obviousto a person ofordinary skill in the art:

Whenthere is a design need or market pressure to solve a
problem and there are a finite numberofidentified, predictable
solutions, a person of ordinary skill has good reason to pursue
the known options within his or her technical grasp. Ifthis leads
to the anticipated success, it is likely the product not of
innovation but of ordinary skill and common sense. In that
instance the fact that a combination was obviousto try might
show that it was obvious under § 103.

550 U.S. at 421. “KSR affirmed the logical inverse ofthis statement by

stating that § 103 bars patentability unless ‘the improvement is more than

the predictable use ofprior art elements according to their established

functions.”” /nre Kubin, 561 F.3d 1351, 1359-60 (Fed. Cir. 2009) (citing

KSR, 550 U.S.at 417).

12
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Weanalyze the asserted grounds ofunpatentability in accordance with

the principles stated above.

B. Ground2: Obviousness under 35 U.S.C. § 103 ofclaims 10-12, 18,
19, 21, 26-28 over the 2009 Press Release (Ex. 1009) andShams
(Ex. 1010)

Petitioner challenges claims 10-12, 18, 19, 21, 26-28 ofthe 601

patent as unpatentable under 35 U.S.C. § 103 as being obviousoverthe

combination ofthe 2009 Press Release and Shams. Pet. 34—40.

1. Overview ofthe prior art

a. The 2009 Press Release

The 2009 Press Release was released by Patent Owner on September

14, 2009 andis prior art to the 601 patent. The 2009 Press Release

announces the completion ofpatient enrollment in two randomized, double-

masked, Phase 3 clinicaltrials evaluating VEGF Trap-Eye(aflibercept), its

VEGFinhibitor, in the treatment ofthe neovascular form ofage-related

macular degeneration (also known as “wet AMD”). Ex. 1009, 1. The 2009

Press Release discloses that, in each study (respectively, VIEW-1 and

VIEW-2), VEGF Trap-Eye wasbeing evaluated forits effect on maintaining

and improving vision when dosed as an intravitreal injection on a schedule

of 0.5 mg every four weeks, 2.0 mg every four weeks, or 2.0 mg every eight

weeks(following three monthly doses), as compared with intravitreal

ranibizumab (Lucentis®) administered 0.5 mg every four weeksduring the

first year of the studies. /d. The 2009 Press Release further discloses that

13
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as-needed (“PRN”) dosing with both agents would be evaluated during the

second year ofeach study. /d.

The 2009 Press Release further discloses that VEGF Trap-Eye was

also in Phase 3 developmentfor the treatment ofCentral Retinal Vein

Occlusion (CRVO), another cause ofblindness. Ex. 1009, 1. Patients in

both studies would receive six monthly intravitreal injections ofeither

VEGFTrap-Eye at a dose of 2 mg, or sham control injections. /d. At the

end of the initial six months, patients would be dosed on a PRN basis for

another six months. /d.

Additionally, the 2009 Press Release states that VEGF Trap-Eye was

also in Phase 2 developmentfor the treatment ofDiabetic Macular Edema

(DME)a type of diabetic retnopathy. Ex. 1009, 1. Patients wouldbe

administered VEGF Trap-Eyeat 0.5 mg or 2 mg monthly, 2 mg every eight

weeksafter three monthly loading doses, or 2 mg on a PRN basisafter three

monthly loading doses, and would be comparedto focal laser treatment,

which wasthe then-current standard ofcarein DME. /d. The2009 Press

Release relates that patient enrollment had been completed, with initial data

expectedin thefirst halfof2010. /d.

b. Shams

Shamsis WIPO International Application WO 2006/047325 A1,

published on May4, 2006,andis prior art to the ’601 patent. Ex. 1010,

codes (10), (43). Shamsis directed to methods ofadministering to a

mammal suffering from,or at risk for, an intraocularneovascular disorder,

with regular dosing ofa therapeutically effective amount ofa VEGF

14

Biocon Exhibit 1058 - Page 80



Biocon Exhibit 1058 - Page 81

IPR2023-00739

Patent 10,888,601 B2

antagonist, followed by less frequent dosing ofa therapeutically effective

amountofVEGF antagonist. /d. at Abstr.

Specifically, Shams teaches methods ofadministering toamammal a

numberoffirst individual doses ofa VEGFantagonist, followed by a

numberofsecondindividualdoses ofthe antagonist, with the second

individual doses administered less frequently than the first individual doses.

Ex. 1010, 4—S.

Specifically, Shams teaches exemplary embodiments in which the

first individual doses are administered at one-monthintervals (e.g., about 3

individual doses), and the second individual doses are administered at three-

month intervals (e.g., about 6 individual doses), with the second individual

doses administered beginning three months after the numberoffirst

individual doses. Ex. 1010,5. In another exemplary embodiment,thefirst

individual dose is administered at months 0, 1 and2. In another aspect, the

secondindividual dose is administered at months 5, 8, 11, 14, 17, 20 and 23.

Id.

Shamsfurther teachesthat “[t]he doses may be administered

according to any time schedule whichis appropriate for treatment ofthe

disease or condition. For example, the dosages may be administered on a

daily, weekly, biweekly or monthly basis in order to achieve the desired

therapeutic effect and reduction in adverse effects.” Ex. 1010,22. In this

respect, Shamsdisclosesthat:

The specific time schedule can be readily determined by a
physician having ordinary skill in administering the therapeutic
compoundbyroutine adjustments ofthe dosing schedule within
the method ofthe present invention. The time ofadministration
of the numberoffirst individual and secondindividual dosesas

15
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well as subsequent dosages is adjusted to minimize adverse
effects while maintaining a maximum therapeutic effect. The
occurrenceofadverse effects can be monitored by routinepatient
interviews and adjusted to minimize the occurrence of side
effects by adjusting the time ofthe dosing. Any dosing time Is
to be considered to be within the scope of the present invention
so long as the numberof first individual doses of the VEGF
antagonist is administered followed by a number of second
individual doses, which are less frequently administered. For
example, doses may be administered on a monthly schedule
followed by subsequent quarterly or more dose schedule.
Maintenance dosesare also contemplated by the invention.

Id. at 22-23.

2. Petitioner’s Argument

a. Independentclaims10, 18, and 26

Petitioner argues that independent claims 10, 18, and 26 recite treating

diabetic retinopathy (“DR’’) and diabetic macular edema (“DME”) by

intravitreally injecting aflibercept using a dosing regimenoffive initial

injections of2 mg (rather than two or more) that are spaced a monthapart,

followed by maintenance doses spaced eight weeksapart. Pet. 34 (citing

Ex. 1001, 11).

The 2009 Press Release teaches that Regeneron, the Patent Ownerand

manufacturer ofaflibercept, was beginning clinicaltrials studying the

efficacy of aflibercept to treat DME via three different dosing regimensfor

2 mg VEGF Trap-Eye (aflibercept), including the use ofthree initial

injections of2 mg that are spaced a monthapart, followed by maintenance

doses spaced eight weeks apart. Pet. 34—35 (citing Ex. 1009, 1; Ex. 1002

4 147). Furthermore, argues Petitioner, the 2009 Press Release taughtthat a

16

Biocon Exhibit 1058 - Page 82



Biocon Exhibit 1058 - Page 83

IPR2023-00739

Patent 10,888,601 B2

regimen with more than three loading doses wouldbe safe and tolerable and

morelikely to improve treatmentfor at least some patients. /d. at 35 (citing

Ex. 1009, 1; Ex. 1002 9 146-158).

Petitioner notes that the 2009 Press Release also discloses two

alternative regimensfor the PhaseII clinical trial: (1) a regimen of 12

monthly doses of2 mg aflibercept for the first year oftreatment ofDME—a

standardand provensafe regimenfor other anti-VEGF agents; and (2)a

regimenofthreeinitial loading doses followed by PRN dosingfor treatment

ofDME. Pet. 35. According to Petitioner, the 2009 Press Release teaches

that more than three initial doses would be safe and tolerable, and would

suggest toa person ofordinary skill in the art that some patients might

benefit from morethan three loading doses, which could provide a

reasonable expectation ofsuccess for such patients. /d.

Petitioner notes that Shamsteachesthat it was known in the art at the

time ofthe 601 patent’s filing that “monthly dosing ofa therapeutically

effective amount ofVEGF antagonist, followedby less frequent dosing ofa

therapeutically effective amount ofVEGF antagonist.” Pet. 35, 2 (quoting

Ex. 1010, 2; and citing Ex. 1002 4 155). Petitioner also points to Shams’

teaching “a treatment schedule comprising an initial interval of

administration ofa therapeutic compound [a VEGFantagonist], followed by

a Subsequent, less frequent interval ofadministration ofthe therapeutic

compound”allows“one to decrease subsequentdosesofthe therapeutic

compound, while at the same time maintaining the therapeutic efficacy.” Jd.

at 36 (quoting Ex. 1010, 22). Petitioner also notes that Shams further

explains that “[t]he specific time schedule [for administering doses] can be

readily determined by a physician having ordinary skill in administering the

17
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therapeutic compoundbyroutine adjustments ofthe dosing schedule within

the method ofthe present invention[1.¢., loading and maintenance dosing].”

Id. (quoting Ex. 1010, 23—24; and citingEx. 1002 4 155).

Petitioner contendsthat adjusting the 2009 Press Release protocol to

administer 5 initial doses would be a product ofa skilled artisan’s “routine

adjustments”to the initial dosing schedule,1.e., a “routine application ofa

well-knownproblem-solving strategy.” Pet. 36 (citing, e.g., Pfizer, Inc. v.

Apotex, Inc., 480 F.3d 1348, 1368 (Fed. Cir. 2007); Ex. 1002 49 146-158).

Accordingto Petitioner, a person ofordinary skill in the art would follow

such aroutine strategy when evaluating the appropriate dosing regimenfor

an individualpatient, based on their clinical judgment, precisely as described

in the art as early as 2006. /d. (citing Ex. 1002 §{] 58-61, 146-158).

Petitioner also points to the Specification ofthe *601 patent, which,it

argues, discloses no data specific to the efficacy offive monthly loading

doses versus three monthly loading doses, or to any efficacy dataon five

monthly loading dosesat all. Pet.37. Petitioner notes that the Specification

explains that “[t]he methods ofthe invention may comprise admmnistering to

the patient any numberofsecondary and/or tertiary doses ofa VEGF

antagonist” including “e.g. 2,3, 4,5, 6,7, 8, or more.” /d. (quoting

Ex. 1001, col. 4, Il. 13—22). Furthermore, argues Petitioner, the use offive

loading doses1s disclosed by the Specification patent only as part ofa list of

twenty other variations on loading/maintenance dosing regimensthat vary

the numberofinitial doses, including from twoto eight loading doses spaced

four weeksapart. /d. (see Ex. 1001, cols. 15—17,Il. 40-8). Petitioner states

that the Specification further discloses that “[a]ny ofthe foregoing

18
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administration regimens may be usedfor the treatmentof...” DME, among

other angiogenic eye disorders. /d. (quoting Ex. 1001, col. 17, ll. 16-27).

Petitioner asserts that person ofordinary skill in the art would have

therefore considered it obvious to vary thenumberofinitial loading doses

disclosed in the art for the treatment ofDR/DME before moving to

maintenancedosingfor individualpatients, including the use offive loading

doses. Pet. 38 (citing Ex. 1002 9 58-61, 146-158). Petitioner’s Declarant,

Dr. Chaum opinesthat such variation 1s a normalpart ofpractice in treating

DME andother angiogenic diseases. /d. Accordingto Dr. Chaum,it was,

and is, a routine clinical practiceto continue monthly loading dosesofanti-

VEGFagents until the point at which the dosing interval can be reduced. /d

Petitioner argues that varying the amount ofsecondary doses would

have been part ofthe basic problem solving strategy a skilled artisan would

undertakein treating a patient with DR/DME.Pet. 38 (citing Ex. 1002

4] 146-158). Petitioner contends that the motivation for making such

routine adjustments to a dosing regimenfor treatmentofa patient “flows

from the ‘normal desire ofscientists or artisans to improve upon whatis

already generally known.’” /d. at 38—39 (quotingPfizer, 480 F.3d at 1368

(quoting/n re Peterson, 315 F.3d 1325, 1330 (Fed. Cir. 2003)); also citing

Ex. 1002 ¥ 145-158).

Petitioner contendsthat a person ofordinary skill in the art would also

have hada reasonable expectation of successin using five initial loading

doses instead ofthe three described in the 2009 Press Release. Pet. 39.

Petitioner asserts that the 2009 Press Release’s disclosure ofa Phase IJ trial

using loading and maintenance dosingofaflibercept to treat DME would

have provided a skilled artisan with a reasonable expectation of successthat

19
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such aregimen would work, including the use ofmaintenance dosing. Jd.

Petitioner contendsthat the claimed combination merely adds an additional

loading dose, which would only increase a POSA’s expectation ofsuccess

given the proven superiority ofmonthly dosing in general. /d.

Petitioner notes that priorinitial testing ofonly a single injection of

aflibercept for DME improveda patient’s testedvisual acuity, witha

decrease of 79 um in retinal thickness as measuredby OCT, but then

showedregressionat six weeks without followup. Pet. 39 (citingEx. 1008;

Ex. 1002 9] 146-158). Petitioner contendsthat a person ofordinary skill in

the art wouldtherefore have reasonably expected that continuing regular

initial dosing beyond a single injection would increase the success ofthe

treatment. /d. at 39-40 (citing Ex. 1002 44 146-158).

b. Dependent claims 11, 19, and 27

Dependentclaim 11 is representative ofthese claims andrecites:

11. The method of claim 10, wherein approximately every 4
weeks comprises approximately every 28 days or approximately
monthly.

Ex. 1001, col. 22, Il. 47-49.

Petitioner argues that a person ofordinary skill in the art would have

understood that 4 weeks consist of28 days and that the term is used

interchangeably with “monthly.” Pet. 40 (citing Ex. 1006, 15; Ex. 1002

44 180).

C. Dependent claims 12, 21, and 28

Dependentclaim 12 is representative, andrecites:
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12. The method of claim 10, further comprising, after 20
weeks, administering, via intravitreal injection, 2 mg of
aflibercept once every 4 weeks.

Ex. 1001, col. 22, Il. 50-52.

Petitioner asserts that the language ofthe independentclaims,

including claim 10, requires dosing every 4 weeksforthefirst five injections

followed by dosing every 8 weeksstarting after week 16 (5 initial doses).

Pet. 40. Petitioner argues that the language ofclaims 12, 21, and 28

requiring dosing every 4 weeks“after 20 weeks”is therefore facially

inconsistent with the claims from which they depend. /d. (citing Ex. 1002

qq 181-184).

Petitioner arguesthat, to the extent that these claims should be read as

requiring dosing every 4 weeks (monthly), the 2009 Press Release discloses

such dosing as one arm ofthe VEGF Trap-EyePhase2 clinical trial for

DME.Pet. 40 (citing Ex. 1009; Ex. 1002 4 182).

Petitioner arguesthat, to the extent that these claims should be read as

requiring dosing every 4 weeks through week 16, followed by 8 week

intervals between doses, and then dosing every 4 weeksstarting at a later

point (“after 20 weeks’), such a regimen wouldbethe result ofroutine

experimentation, particularly in patients that show regression. Pet. 40-41

(citing Ex. 1006; Ex. 1008; Ex. 1045; Ex. 1002 99 157, 183, 191).

3. Patent Owner’s Preliminary Response

Patent Ownerrespondsthat each ofthe claims challenged uponthis

ground requires treating DR or DME usingafixed dosing regimenthat

consists of(a) five monthly initial injections of2 mg each, followedby (b)
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additional doses spread eight weeksapart, and arguesthat none of

Petitioner’s references discloses sucharegimen. Prelim. Resp. 11. Patent

Owneralleges that Petitioner use ofdifferent disclosures from the 2009

Press Release and Shams is impermissibly hindsight-driven andfails to cure

this deficiency. /d.

Patent Ownercontendsthat Petitioner’s reliance on the 2009 Press

Release suffers from two majorflaws: (1) none ofthe four dosing regimens

disclosed by the 2009 Press Releaseis the five-loading-dose regimen

required by the challenged claims; and (2) the 2009 Press Release was

issued before the disclosed clinical trials began and, therefore, the 2009

Press Release doesnot disclose theresults ofany ofthe four dosing

regimens. Prelim. Resp. 12. With respect to (2), Patent Owner contends

that there are consequently no results that would have motivatedaperson of

ordinary skill in the art to modify one ofthe proposed regimensto add

loading doses, despite the treatment burden,to arrive at the recited dosing

regimen. /d. at 12-13.

Patent Ownercontendsthat Petitioner “mixes and matches”the

different regimensdisclosedby the 2009 Press Release without providing a

rationale for doing so. Prelim. Resp. /d. at 13. According to Patent Owner,

Petitioner does not explain how the prospective regimenscould provide any

such motivation, given that the 2009 Press Release does not report the

results for these regimens, which were unavailable. /d.

Patent Ownerasserts that, even if, arguendo, results ofthe studies had

been available, Petitioner does not explain why the 2 PRN regimen would

suggest that some patients wouldbenefit from more than three loading

doses, muchless five loading doses. Prelim. Resp. 13. The 2q8 regimen
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involvesthree loading doses followedby dosesat eight-weekintervals, and

so doesthe2 PRN. /d. Patent Ownerargues that combining them doesnot

disclose or motivate, the administration offive loading doses. /d. Nor does

the Petition explain why the2 PRN regimen, which involvesa switch from

fixed dosingto individualizedpatient assessmentafter three doses, would

provide a skilled artisan with motivation to achieve the claimed dosing

regimen, which involvesfixed dosing throughout the course oftreatment.

Td. at 13-14.

Patent Ownercontendsthat Petitioner’s reliance upon Shamsdoesnot

cure these alleged deficiencies. Prelim. Resp. 14. According to Patent

Owner, Shams concernsa different drug, Lucentis (ranibizumab), and does

not disclose the recited dosing regimen,or any results that a person of

ordinary skill in the art could reasonably expect from implementing sucha

regimen. /d. Patent Owner contendsthat Petitioner has notarticulated any

reason to modify the dosing regimensofthe prior art beyond an alleged

hindsight desire to arrive at the invention oftheclaims. /d. (citing Life

Spine, Inc. v. Globus Medical, Inc. , 1PR2022-01603, Paper 8 at 41 (PTAB

June 12, 2023) (denying institution where record “d[i]d not reveal a reason

for makingthe multiple modifications other than a desire to arrive at device

[sic] with all the elements recited in claim’’).

Patent Ownerarguesthat, despite Petitioner’s reliance on Shamsfor

the general concept of“a treatment schedule comprising an initial interval of

administration ofa therapeutic compound [an VEGFantagonist], followed

by a subsequent, less frequent interval ofadministration ofthe therapeutic

compound,” Petitioneridentifies nothing in Shams that would point the way

specifically towardsthe recited dosing regimen. Prelim. Resp. 14 (citing
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Pet. 36 (quoting Ex. 1010, 22)). Indeed, Patent Ownerargues,Petitioner

acknowledgesthat, by its own logic, “other dosing regimens with a different

numberofmonthly doses—suchasthree, four, six, etc.” were also obvious.

Id. at 14-15 (quoting Pet. 38). Patent Owner contendsthat Petitioner’s

argument therefore ignores the law ofobviousness. /d. at 15 (citing KSR,

550 U.S. at 421 (holding thatthat it is not “obvious to try” multiple

possibilities unless “there are a finite number ofidentified, predictable

solutions”); also citing/n re NTP, Inc. , 654 F.3d 1279, 1299 (Fed. Cir.

2011); Jn re Bell, 991 F.2d 781, 784 (Fed. Cir. 1993)).

Patent Ownercontendsthat Petitionerfails to identify a finite (let

alone predictable) numberofoptions for the numerousvariables that can be

varied to generatea dosing regimenfrom the priorart references, including:

(1) the numberofloading doses; (2) howfar apart the extended doses are

spaced; (3) the amount ofeach dose; and (4) the identity ofthe VEGF

antagonist. Prelim. Resp. 15—16. Patent Owner contendsthat a claim is not

obvious where one must “vary all parameters or try each ofnumerous

possible choices until one possibly arrived at a successful result.” /d. at 16

(quoting/n re Kubin, 561 F.3d 1351, 1359 (Fed. Cir. 2009); also citing

Takeda Chem. Indus., Ltd. v. Alphapharm Pty., Ltd. , 492 F.3d 1350, 1359

(Fed. Cir. 2007)).

Patent Owner contendsthat Petitioner points to no considerationsthat

would leadaperson ofordinary skill in the art to modify these various

variables to arrive at the recited dosing regimen. Prelim. Resp. 16. Onthe

contrary, argues Patent Ownerthe considerationsthat a skilled artisan would

have to balance point in different directions. /d. By way of example, Patent

Ownerposits that adding more monthly loading doses to an extended dosing
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regimen,as Petitioner suggests, wouldresult in a greater treatment burden

from visits and an increased risk ofadverse events. /d. Onthe other hand,

hypothesizes Patent Owner, abandoning monthly dosing in favor of

extended dosing runs the risk ofreduced efficacy and undertreatment. /d. at

16-17. Patent Ownerarguesthat the lack ofany guidancein the prior art on

how to balance these various considerationsto arrive at the specific regimen

recited in theclaimsreflects the use ofimpermissible hindsight by Petitioner

to arrive at the claimed inventions. /d. at 17 (citing 7WIPharms,Inc.v.

Merck Serono SA, IPR2023-00050, Paper 8 at 21 (PTAB March28, 2023)).

Patent Ownernext argues that Shams teaches awayfrom the claimed

dosing regimen by disclosing dosing regimensin whichthe initial, more

frequent doses are administered only three times, not five. Prelim. Resp. 17

(citing Ex. 1010, 24 (disclosingthat “[t]he first dose may be administered,

for example, one, two or threetimes, typically three times before the less

frequent administration dose(s) is (are) administered” and“[i]n one aspect,

the first individual dose 1s administered at month 0, 1 and 2”).

Patent Owneraddsthat the sole example in Shams1s a prophetic

description ofGenentech’s Phase Hb PIER study, which involved three

monthly loading doses ofa different VEGF antagonist (ranibizumab)

followed by quarterly dosing. Prelim. Resp. 18 (citing Ex. 1010, 32-36).

Patent Ownerasserts that both the initial and secondparts ofthis dosing

regimen differ from the requirements ofthe challenged claims, as does the

VEGFantagonist used in the study (ranibizumabis an antibody fragment,

whereasaflibercept is a fusion protein). /d.

However, Patent Ownerargues, even if Shamsdoesnot teach away

from the challenged claims, a person ofordinary skill in theart wouldnot
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have had any motivation to adopt the regimen taught in Shams.

Prelim. Resp. 18. According to Patent Owner,by the priority date ofthe

challenged claims, the PIER study andits extended dosing regimen were

known to be failures. /d. Patent Ownernotesthat, by 2011, the PIER

dosing regimen disclosed in Shamswasregardedasineffective, “highly

disappointing,” anda “failure.” /d. (citing Ex. 2005 446-59). Therefore,

Patent Ownerargues, a skilled artisan would have been motivated to avoid,

not adopt asimilar regimen. /d.

In contrast, Patent Owner contends, by 2005, and based upon the

results ofGenentech’s Phase 3 ANCHOR and MARINAtrials, it was known

in the art that monthly ranibizumab successfully produced visual acuity

gains. Prelim. Resp. 19—20 (citing Ex. 2005 4] 32-38). Patent Owner

asserts that there would thus have beenlittle motivation to adopt PIER’s

extended dosing regimen whenother treatments that could produce visual

acuity gains were available. /d. at 20. Petitioner argues that the PIER data

led Genentech to recommendthat patients receive either monthly injections

of ranibizumab,or havetheir retreatment schedules determined through

individualized testing, reflecting an acknowledgment by Genentechthat

Shams’ extended dosing regimendid not work well. /d. (citingEx. 2004, 1).

Patent Owner contendsthat the recognizedfailure of Shams’ PIER

regimen is referred to in the Specification ofthe 601 patent.

Prelim. Resp. 21. Patent Owner contendsthat the Specification,after citing

the U.S. national phase application of Shams,states that “there remains a

needin the art for new administration regimensfor angiogenic eye disorders,

especially those which allowforless frequent dosing while maintaining a

high level ofefficacy.” /d. (quoting Ex. 1001, col. 1, ll. 64-67). Patent
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Ownerassertsthat Petitioner is not permitted to ignore these negative

teachings ofthe priorart but, rather, “[w]hether the prior art teaches away

from a reference may be dispositive ofa challenge set forth in an inter

partes review.” Id. (citing Apotex Inc. v. Novartis AG, IPR2017-00854,

2018 WL 3414289,at *12 (PTAB July 11, 2018)).

Patent Ownernext arguesthat Petitioner’s argumentthat a person of

ordinary skill in the art would be motivated to make “routine adjustments,”

based on exercising the artisan’s “clinical judgment” during regular visits,

fails to render the challenged claims obviousfor at least two reasons.

Prelim. Resp.22.

First, Patent Owner contends, Petitioner does not showthat making

these “routine adjustments” to the dosing regimensdisclosed in the 2009

Press Release or Shams would,in fact, result in the dosing regimen ofthe

challenged claims. /d. Patent Ownerasserts that Petitionerfails to point to

disclosure of“routine adjustments”resulting in a single patient receiving

five loading doses followed by a dose every eight weeks. /d. at 22—23.

According to Patent Owner,this applies even ifart involving VEGF

antagonists other than aflibercept (such as Lucentis or Avastin) are

considered. /d. at 23 (citing Ex. 1008, 5).

Second, Patent Ownerasserts that the challenged claimsare directed

to methods for treating DME and DRusing a fixed, extended dosing

regimen, andnot one based upon individualized patient assessments.

Prelim. Resp. 23. Patent Ownerasserts that a fixed approach providesfor

treatment on a predetermined schedule regardless ofwhether reaccumulated

fluid has been detected, while assessment-based approachestake a

fundamentally different approach by makinginjections conditional on
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patient characteristics. /d. (citing Ex. 2009 1617-18, 1618; 643-44, 781).

Patent Ownerasserts that the 601 patent’s achievementofthefirst fixed,

extended dosing regimen wasa departure from prior assessment-based

approaches,rather than an obviousvariant ofthem. /d. at 23-24.

Patent Ownerarguesthat a major advantage ofa fixed dosing regimen

as compared to one based on individualized assessmentsis that monitoring

visits are unnecessary. Prelim. Resp. 24. Patent Owner points to the 2009

Press Release, which explains that the regular monitoring visits necessary to

implementPetitioner’s “routine adjustments” dosing regimen would result in

a significant burden as compared toafixed dosing regimen,like the one

reflected in the claims. /d. (citing Ex. 1009, 1; also citing Ex. 1002 4 62).

Therefore, argues Patent Owner, even ifPetitioner showed that a

patient on PRN dosing were coincidentally administered PRN doses on a

schedule approximating that recited in the claims, such a PRN dosing

strategy is fundamentally different than the advantageousfixed, extended

dosing regimen recited in the challengedclaims. Prelim. Resp. 24—25.

Patent Owner contendsthat such happenstance would not have motivated a

person ofordinary skill in the art to pursue any particular fixed regimen

except with the benefit ofhindsight. /d. at 25.

4. Petitioner’s Reply

Petitioner replies that, Patent Owner’s argumentsto the contrary

notwithstanding, the challenged claims do not require “a fixed, extended

dosing regimen.” Reply 6.

Petitionerfirst argues that there is no claim language that supports

Patent Owner’s interpretation ofthe claims. Reply 6. Petitioner asserts that
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the claimsdo notrecitethat the method oftreatmentis “fixed”or

“predetermined”at the start, nor that “assessmentbased approaches”that are

“conditional on patient characteristics” are excluded.” /d. at 6—7.

Accordingto Petitioner, the claim does not require that the recited doses be

“predetermined,” and theclaim would be practiced if'a patient was assessed

every month and only received doses according to the claimed dosing

regimen. /d. at 7.

Petitioner further contendsthat the intrinsic evidence contradicts

Patent Owner’s position. Reply 7. Petitioner points again to the

Specification ofthe ’601 patent, which explainsthat “the frequency at which

the secondary and/ortertiary doses are administered to a patient can vary

over the course ofthe treatment regimen.” /d. (citing Ex. 1001, col. 4,

Il. 32-46). Petitioner notes that the Specification further discloses that these

adjustments are based on an assessmentofthe patient’s characteristics,

stating that “[t]he frequency ofadministration mayalso be adjusted during

the course oftreatment by a physician depending on the needsofthe

individualpatient following clinical examination.” /d. Petitioner argues

that, should such an adjustmentresult in extended 8-weekdosing after five

initial monthly doses—t.e., based on an assessmentthat the patient has

improvedafter five doses such that bi-monthly injections are sufficient—

those circumstances wouldfall within the scope ofthe challenged claims.

Id. at 7-8.

Petitioner argues that dependent claims 12, 21, and 28 are similarly

inconsistent with “a fixed, extended dosingregimen.” Reply 8. Petitioner

contends that these claims recitereturning to monthly dosing after beginning

the extended dosing. /d. Petitioner contends that such a course oftreatment
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makesnosenseifpredetermined, but would make senseifarrived at based

on a clinical assessmentofa patient that showsregressionafter trying

extended dosing. /d. Petitioner asserts that a person ofordinary skill in the

art would notinterpret the recited method oftreatment to exclude arriving at

the claimed sequencesofdoses through a routine evaluation ofthe patient

for improvement(or regression), consistent with clinical practice. /d. at 9.

Petitioner next arguesthat, even assuming, arguendo,that Patent

Owneris correct that the claims require “fixed” dosing, Petitioner’s grounds

are based on the 2009 Press Release’s disclosure ofa regimenthat, as Patent

Owneracknowledges,is “fixed.” Reply9. Petitioner asserts that Patent

Owner acknowledgesthat “the 2009 Press Release does disclose an arm with

fixed eight-week dosing (after three initial monthly doses).” /d. (citing

POPRat 34). Petitioner emphasizesthat 1ts argument, on all grounds ofthis

interpartes review,1s that a person ofordinary skill in the art would find the

use of five initial monthly doses as claimed, rather than three as disclosed in

the 2009 Press Release, to be obvious, based either on the 2009 Press

Release alone, or in combination with Shams (Ground 2) or Elman 2010

(Ground3). /d. Petitioner asserts that Patent Owner acknowledgesthat this

is a disclosure ofthe sort of“fixed” dosing regimenit claimsis required. /d.

at 9-10.

5. Patent Owner’s Sur-Reply

Patent Owner respondsthat Petitioner’s arguments on reply are

contradictedby its own evidenceandbythe disclosures ofthe 601 patent.

Sur-Reply 7. Patent Ownerpoints to the testimony ofPetitioner’s declarant,

Dr. Chaum, who describes non-PRN dosing requiredby the labels ofthe
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major VEGFantagonists (including the claimed schedule) as “fixed dosing

schedules,” contrasting them with administering the drugs“at frequencies

that vary based on physician preference and individual patientresponse.” /d

(citing Ex. 1002461). According to Patent Owner, Petitioner’s preferred

nomenclature 1s inconsistent with the patentitself, which refers to dosing on

a particular schedule as “fixed interval” dosing, and reserves the terms“as

needed”or “PRN”for dosing according to retreatmentcriteria. /d. (citing

Ex. 1001, col. 8, Il. 39-44, col. 14, Il. 60-65, col. 15, ll. 29-34).

Patent Ownerpoints to the language ofclaim 10, which requires

dosing “approximately every 4 weeksfor thefirst 5 injections followed by 2

mg approximately once every 8 weeks or once every 2 months,” which

standsin stark contrast to other claims in the same family ofpatents, which

require dosing “on an as-needed/pro re nata (PRN) basis, based on visual

and/or anatomical outcomesas assessed by a physicianor other qualified

medical professional.” Sur-Reply 7—8 (quotingUS 9,669,069,col. 21,

Il. 50-54). Patent Ownerinsists that it is giving the claim languagetts plain

and ordinary meaning, and that no formalclaim construction 1s neededto see

that claim 10 would not be met by a physician whovariedthe label regime

for Eylea to administer three initial monthly doses instead offive. /d. at 8.

Patent Ownercontendsthat Petitioner implicitly recognizes that the

dosing regimen disclosed in the 2009 Press Release is not the same as the

regimen described in the challenged claims. Sur-Reply 9. According to

Patent Owner,Petitioner argueseither that the disclosure ofthree loading

doses would make any numberofloading doses obviousor, alternatively

that 1t wouldbe obvious to combine the 2009 Press Release with the very

different class ofreferences disclosing assessment-based dosing. /d. at 9-10
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(citing Prelim. Resp. 11-37). Patent Owner contends that Petitioner has

failed to articulateany motivation to combinethese two different types of

references. /d. at 10.

6._Analysis

Having considered the parties’ arguments and the evidence ofrecord

as developed at this stage ofthe proceeding, we concludethatPetitioner has

demonstrated a reasonable likelihood ofprevailing at trial upon Ground 2.

Asan initial matter, we acknowledge that neither the 2009 Press

Release nor Shamsexpressly teaches the dosing regimen of“2 mg

approximately every 4 weeksforthefirst 5 injections followed by 2 mg

approximately once every 8 weeks or once every 2 months,”as recited in the

independent claims. However, the question guiding our analysis 1s not one

of anticipation, but ofobviousness. Specifically, the question is whether the

differences between the claimed subject matter and the priorart are such that

the subject matter as a whole would have been obviousat the time the

invention was made to a person having ordinary skill in the art to which said

subject matter pertains. KSR,550 U.S. at 406. We therefore tum to that

analysis.

The 2009 Press Release discloses a numberofclinical trials

employing aflibercept that were beginning or already underway. Most

relevant ofthese studiesis the disclosure that:

VEGFTrap-Eyeis also in Phase 2 developmentfor the treatment
of Diabetic Macular Edema (DME). VEGF Trap-Eye dosedat
0.5 mg or 2 mg monthly, 2 mg every eight weeks after three
monthly loading doses, or 2 mg on an as-needed (PRN) basis
after three monthly loading doses is being comparedto focal
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laser treatment, the current standard of care in DME. The
primary efficacy endpoint evaluation is mean improvementin
visual acuity at six months. Patient enrollment has been
completed with initial data expected in the first halfof2010.

Ex. 1009, 1 (emphasis added). The2009 Press Release thus teaches the use

of aflibercept (VEGF Trap-Eye) in the clinicaltrial for the treatment of

DME,and a dosage regimenthat differs only from the regimenrecited in the

challenged claimsin that there are only three initial monthly loading doses

as opposed tofive.

Petitioner’s Declarant, Dr. Chaum,testifies that:

A [person ofordinary skill in the art] reading the [... ] 2009 Press
Release would have understood that Regeneron was pursuing
multiple different dosing regimens with 2 mg ofaflibercept to
optimize dosing frequency for efficaciously treating DME with
aflibercept, while minimizing the numberof injectionsso as to
minimize potential complications from repeated intravitreal
injections.

Ex. 1002, 4 148. Dr. Chaum further opines that suchaskilled artisan

“would have also had a strong motivationto further optimize these dosing

regimensto achieve the same twogoals, especially given the success with

other anti-VEGFagents in treating DME and knowledge from prior courses

of treatment ofDMEwith anti-VEGFagents.” /d. at § 149 (citing

Ex. 1009).

Summarizing, Dr. Chaum opinesthat:

In my opinion, including additional doses to treat DME would
have been a matter ofroutine experimentation fora POSA. For
instance, to arrive at the recited dosing regimen from the 2009
Press Release’s disclosure of a regimen usingthree initial doses
for DME, the only modification required is a sing/e additional
injection at week 12, as shown below in reference to the ’601
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patent’s sole figure, which discloses a regimeninvolving three
initial doses as disclosed in the press release: 

   
 

As can be seen above, the addition of a single dose at week 12
(red arrow) discloses the recited regimen

Ex. 1002 4] 152 (internal citation omitted, emphasis in original).

Shams1s directed to a method “for administering to a mammal

suffering from, orat risk for, an intraocular neovascular disorder with

regular dosing ofa therapeutically effective amount ofVEGF antagonist,

followed by less frequent dosing’ ofthe same. Ex. 1010, Abstr.

Specifically, Shams teaches “administering to a mammal a numberoffirst

individual doses ofa VEGFantagonist, followed by administering to the

mammal a numberofsecond individual doses ofthe antagonist, wherein the

second individual doses are administered less frequently than the first

individual doses.” /d. at 4-5. Shamsfurther discloses:

The doses may be administered according to any time schedule
which is appropriate for treatment of the disease or condition.
For example, the dosages may be administered on a daily,
weekly, biweekly or monthly basis in order to achieve the desired
therapeutic effect and reduction in adverse effects. The dosages
can be administered before, during or after the development of
the disorder. The specific time schedule can be readily
determined by a physician having ordinary skill in administering
the therapeutic compound by routine adjustments of the dosing
schedule within the method of the present invention. The time
of administration of the numberoffirst individual and second

individual doses as well as subsequent dosages is adjusted to
minimize adverse effects while maintaining a maximum
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therapeutic effect. The occurrence of adverse effects can be
monitored by routine patient interviews and adjusted to minimize
the occurrenceofside effects by adjusting the time ofthe dosing.
Anydosing timeis to be considered to be within the scope ofthe
present invention so long as the numberoffirst individual doses
ofthe VEGFantagonist is administered followed by a number of
second individual doses, which are less frequently administered.
For example, doses may be administered on a monthly schedule
followed by subsequent quarterly or more dose schedule.

Td. at 22-23.

The disclosures of Shamsare,in this regard, not limited to a single

species of VEGF antagonist but, rather, Shamsteachesthat “[a|ny

compound which bindsto VEGF ora VEGFreceptor and reduces the

severity of symptomsor conditions associated with an intraocular

neovascular disease may be used in this embodimentofthe invention.”

Ex. 1010 26. These include “[o|ne category ofpolypeptide compounds,are

compoundscontaining an antibodyor a fragment thereofwhich

immunologically recognize and bind to cell surface receptors or ligands,” a

genus expressly encompassing aflibercept. See Ex. 1010, 28, 6 (“VEGF

antagonists include ... fusions [sic] proteins, e.g., VEGF-Trap (Regeneron).”

We acknowledgethat, in its exemplary embodiments, Shams

generally teaches three initial doses followedby the secondary dosesat

greater intervals. See, e.g., Ex. 1010, 5 (“the first individual doses are

administered at one month intervals (e. g., about 3 individual doses).... In

another embodiment, the second individual doses are administeredat three

month intervals (e.g., about 6 individual doses”); see also id. at Example 1.

Nevertheless, Shams expressly discloses that the scope ofits disclosures

includes “the doses... be[ing] administered according to any time schedule
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which is appropriate for treatment ofthe disease or condition.” /d. at 22

(emphasis added)

Petitioner’s Declarant, Dr. Chaum,testifies that, with respect to the

scheduling ofdosage regimensin the treatment ofDME andrelated

diseases:

DME 1s characterizedby leakage offluid and blood and swelling
from damage to blood vessels at the back inner wall of the eye
(retina). The principal way to treat DME effectively in thefirst
instance therefore was to “dry”the liquid and stop the leakage
with a series of anti-VEGF injections. VEGF-antagonists are
relatively short-acting compared to focal laser treatment, thus a
series of initial injections are required.

Because there was a need to “dry”the retina before proceeding
to reduce the frequency of injections, POSAs would have thus
sought, through routine variation in the numberofinitial doses,
to determine the optimal number of initial injections, before
movingto eight-week dosing.

In my opinion, including additional doses to treat DME would
have been a matter of routine experimentation for a [person of
ordinary skill in the art].

Ex. 1002 49 150-152.

We concludethat, on the record as presently developed, Petitioner has

demonstrated a reasonable likelihood ofsuccess in demonstrating that a

person ofordinary skill in the art wouldhave foundit obvious to modify the

dosage regimentofthe 2009 Press Release by adding a single dose at week

twelve, in view ofthe teachings of Shams,to arrive at the claimed invention.

Wefind that a person ofordinary skill in the art would have considered this

addition ofa single dose to be routine optimization to ensure, as Dr. Chaum

relates, “to determine the optimal numberofinitial injections, before moving
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to eight-week dosing.” Ex. 10024151. Furthermore, and at this stage of

the proceeding, we agree with Petitioner that a person ofordinary skill in the

art would have had a reasonable expectation ofsuccess in modifying the

2009 Press Release dosing protocolto include an additional dose at week

twelve to ensure sufficient “drying” ofthe inner wall ofthe retina prior to

increasing the interval ofthe doses two eight weeks/two months.

Patent Ownerarguesthat Petitioner points to no considerationsthat

would lead a person ofordinary skill in the art to modify the 2009 Press

Release protocols to arrive at the claimed regimen, contending that adding

more monthly loading dosesto an extended dosing regimen wouldresult in a

greater treatment burden from visits and an increasedrisk ofadverse events.

Prelim. Resp. 16. Weare not persuadedthat the addition ofbut a single

dose at week 12 would necessarily pose a significantly greater treatment

burden or adverserisk to the patient. Moreover, we credit Dr. Chaum’s

testimony that a physician ofordinary skill would wantto ensure sufficient

“drying”ofthe retina before proceeding to increase the dosageinterval.

Ex. 1002 4 151. Weagree that this interest in maintaining the standard of

care would provide motivation to add the single additional dosageat 12

weeks, and would notstep outside the boundsofroutine optimization ofthe

regimen.

Shamsfurther confirmsthis opinion, teachingthat “[t]he doses may

be administered according to any time schedule whichis appropriate for

treatment ofthe disease or condition”andthat “The specific time schedule

can be readily determined by a physician having ordinary skill in

administering the therapeutic compound byroutine adjustments ofthe
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dosing schedule within the method ofthe present invention.” Ex. 1010, 22—

23.

Patent Owneralso argues that Shams “teaches away” from the

claimed method. A reference teaches away when “a person ofordinary skill,

upon reading the reference, would be discouraged from following the path

set out in the reference, or would be led in a direction divergent from the

path that was taken by the applicant.” /n re Gurley, 27 F.3d 551, 553 (Fed.

Cir. 1994). Patent Ownerpoints to Shams’ Example 1, which it cites as

representing Genentech’s PIER Phase Hb study. See Prelim. Resp. 18. The

PIER study, argues Patent Ownerinvolvedthree monthly loading doses ofa

different VEGF antagonist (ranibizumab) followed by quarterly dosing, and,

according to Patent Owner, was widely perceived asa failure. /d. Patent

Owner contends that, based uponthis single example, a person ofordinary

skill in the art would have been discouraged from following the teachings of

Shams. /d.

We disagree. As we have explained above, the disclosures of Shams

encompassa larger variety ofregimen options than merely that embodied in

Example 1. Shamsis directed expressly to “methods including

administering ... a numberoffirst individual doses ofa VEGF antagonist,

followed by administering ... anumberofsecond individual dosesofthe

antagonist, wherein the second individual doses are administered less

frequently than the first individual doses.” Ex. 1010, 4—S; see also id., claim

1. Furthermore, Shams expressly teaches that “[the doses may be

administered according to any time schedule which1s appropriate for

treatment ofthe disease or condition.” /d. at 22. Wefind that these broad

teachings of Shams would, rather than discouraging a skilled artisan from
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followingits teachings, encourage a person ofordinary skill in the art to

optimize the numberoffirst and second individual doses to maximize the

therapeutic effect ofthe regimen ofVEGFantagonist dosage administration.

Shamsplaces no expresslimits upon the numberoffirst individual doses

and, as we have explained above, the addition ofa single additional dose at

week twelve wouldfall well within the scope of Shams’ disclosures.

Finally, Patent Ownerarguesthat the challenged claimsare directed

to “fixed dosing throughout, with a transition from monthly to eight-week

dosingafterfive fixed monthly loading doses.” See, e.g., Prelim. Resp.3.

Patent Ownerasserts that a fixed approach is advantageous becauseit

providesfor treatment on a predetermined schedule regardless ofwhether

reaccumulated fluid has been detected, while assessment-based approaches

take a fundamentally different approach by makinginjections conditional on

patient characteristics. /d. at 23. Patent Ownerasserts that the 601 patent’s

achievementofthefirst fixed, extended dosing regimen wasa departure

from prior assessment-based approaches, rather than an obviousvariant of

them. /d. at 23-24.

Weare not persuaded that Patent Owner’s argument overcomes

Petitioner’s showing. The language ofthe challenged claims nowhere

require that the doses required therein are “fixed” or “determined.” See, e.g.,

Ex. 1001, claim 10. Furthermore, the disclosures ofthe Specification ofthe

601 patent expressly undermine Patent Owner’s argumentthat the doses of

the VEGFantagonist afliberceptare “fixed” and invariable.
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Specifically, the Specification ofthe *601 patent expressly teaches

that:

The methods of the invention may comprise administering to a
patient any numberof secondary!® and/ortertiary doses of a
VEGFantagonist. For example, in certain embodiments, only a
single secondary dose is administered to the patient. In other
embodiments, two or more (e.g., 2, 3, 4, 5, 6, 7, 8, or more)
secondary doses are administered to the patient. Likewise, in
certain embodiments, only a single tertiary dose is administered
tothe patient. In otherembodiments, two or more (e.g., 2, 3, 4,
5, 6,7, 8, or more) tertiary doses are administered to thepatient.

Ex. 1001, col. 4, ll. 13-19. Furthermore, the Specification expressly

contemplates that a physician ofordinary skill in theart might contemplate

altering the amount ofsecondary or tertiary doses:

For example, the amount of VEGFT and/or volume of
formulation administered to a patient may be varied based on
patient characteristics , severity of disease, and other diagnostic

10 The ’601 patent defines “secondary dose”as those immediately following
the “initial dose”:

In one exemplary embodimentofthe present invention, a single
initial dose ofa VEGFantagonist is administered to a patient on
the first day of the treatment regimen(1.e., at week 0), followed
by two secondary doses, each administered four weeksafter the
immediately preceding dose (1.e., at week 4 and at week 8),
followed by at least 5 tertiary doses, each administered eight
weeksafter the immediately preceding dose(1.e., at weeks 16,
24, 32, 40 and 48).

Ex. 1001, col. 4, ll. 1-8. As defined by the Specification, then, the language
of the claims reciting “administering, to said patient, an effective amount of
aflibercept which is 2 mg approximately every 4 weeksfor thefirst 5
injections” encompassesan initial dose (at week 0) and 4 secondary doses
(at weeks 4, 8, 12, and 16). There is no dispute betweentheparties with
respect to this interpretation
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assessments by a physician or other qualified medical
professional.

Ex. 1001, col. 11-15. In fact, the only reference to “fixed” dosesis in

Example II of the Specification, which describesa clinical study in which

“[p]atients were dosedat a fixed intervalfor the first 12 weeks, after which

they were evaluated every 4 weeksfor 9 months, during which additional

doses were administered based on pre-specified criteria.” /d. at col. 8,

Il. 39-42. This is not the dosing regimenrecited in the challenged claims.

“[C]laimsare interpreted in light ofthe specification and with the

knowledge ofone ofordinary skill in the art.” Vitronics Corp. v.

Conceptronic, Inc. ,90 F.3d 1576, 1582 (Fed. Cir. 1996). We can discern no

evidencein the language ofthe claimsor the Specification ofthe 601 patent

to indicatethat a person ofskill in the art wouldunderstandthat the claimed

regimen offive dosesfirst administered at 4 week intervals was necessarily

a “fixed”or “determined” dose. Moreover, Patent Owner adduces no

evidence that providingthefirst five doses at the prescribed interval

provided a surprising, or even superior result that would have been

unexpected by those ofordinary skill in the art.

Consequently, at this stage ofthe proceeding, we conclude that

Petitioner has demonstrateda reasonable likelihood ofsuccess in

demonstrating that the challenged claims ofGround 2 are obvious over the

2009 Press Release and Shams. Wealso concludethat Patent Owner’s

arguments, as presently developed, are insufficient to overcomePetitioner’s

demonstration ofa reasonable successin prevailing upon this ground.

Furthermore, because we determinethat Petitioner has showna

reasonablelikelihood ofprevailing at trial in demonstrating that at least one
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claim is unpatentable on at least one ofthe stated Grounds, weinstitute inter

partes review ofall challenged claims ofthe °601 patent, based onall of the

remaining groundsidentified in the Petition. See SAS/nst., Inc. v. lancu,

138 S.Ct. 1348, 1359-60 (2018); PGS GeophysicalAS v. Iancu, 891 F.3d

1354, 1360 (Fed. Cir. 2018) (interpreting the statute to require “a simple yes-

or-noinstitution choice respecting a petition, embracing all challenges

included in the petition’’). Nevertheless, we provide our preliminary views

with respect to remaining Grounds3 and 6 below,based uponthe parties’

arguments and the evidenceofrecord as presently developed.

C. Ground 3: Obviousness under 35 U.S.C. § 103 ofclaims 10-12, 18,
19, 21, 26-28 over the 2009 Press Release (Ex. 1009) andElman
(Ex. 1006)

Petitioner challenges claims 10-12, 18, 19, 21, 26-28 ofthe 601

patent as unpatentable under 35 U.S.C. § 103 as being obviousoverthe

combination ofthe 2009 Press Release and Elman. Pet. 3440.

1. Overview ofElman (Ex. 1006).

Elmanisa 2010 article published in the peer-reviewedjourmal

Ophthalmology entitled Randomized Trial Evaluating Ranibizumab Plus

Prompt or DeferredLaser or Triamcinolone Plus PromptLaserfor Diabetic

Macular Edema. Elman describes multicenter, randomized clinical trialto

evaluate the efficacy ofthetreatment ofsubjects with diabetic macular

edema (DME)witheither intravitreal 0.5 mg ranibizumab (Lucentis® a

VEGF-antagonist) or 4 mg triamcinolone combined with focal/grid laser

compared with focal/grid laser alone. Ex. 1006, Abstr.
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Relevantly, the treatmentprotocol described by Elman included a

baseline (initial) treatment followed by intravitreal study drug or sham (1.e.,

control) injection retreatments every 4 weeks through the 12-week study

visit (1.e., injections at weeks 0, 4, 8, and 12). Ex. 1006, 1066. From the 16-

week(1.e., the fifth) study visit andthereafter, a retreatment algorithm for

study drug injections and sham injections wasdesignedto require

retreatments unless a study visit was deemed a “success,” at which point

retreatment wasat investigator discretion. /d. From the 24-weekstudy visit

and, thereafter retreatment wasat investigator discretion ifthe study visit

was deemed “no improvement.” /d.; see also id. at 1077.e1. “Success”

“improvement,” and “no improvement”criteria were scored on the basis of

visual acuity test performance or optical coherence tomography (“OCT”)

central subfield thickness measured at each visit from week 16 onwards. /d.

at 1077.e11 (Table 1).

2. Petitioner’s arguments

Petitioner repeats its arguments presented above,noting again that the

only difference betweenits disclosure and that ofthe challengedclaimsis

that the claimsrecite five initial loading doses, rather than three. Pet. 41.

Petitioner argues that Elman was the most significant study ofthe

treatment ofDR/DME via an anti-VEGFagentin theart priorto the filing

date ofthe 601 patent. Pet.42. Petitioner contends that Elmanstrongly

suggests the useoffive initial monthly loading doses,at least for some

patients. /d. (citing Ex. 1002 §] 159-184). Petitioner asserts that, even if

substantially less than 78% ofpatients requiredafifth dose, the fact that

Elmandescribes such dosesafter clinical evaluation would be sufficient to
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suggest toa person ofordinary skill in the art, at least for the treatment of

somepatients, the use offive initial loading doses. /d. Petitioner assertsthat

that is all thatthe claims require. /d.

Petitioner contendsthat a person ofordinary skill in the art, reviewing

the 2009 Press Release, would have foundit natural to adopt, at least for

some patients, teachings from the study ofanother anti-VEGF agent,

ranibizumab,that five monthly loading doses were deemed desirable for at

least 78% of patients. Pet. 43 (citing Ex. 1002 7§ 164—172). According to

Petitioner, modifying the dosing regimen disclosed by the 2009 Press

Release would have required only ensuring a greater likelihood of successin

treating at least some patients by adopting a dosing regimen with two

additional monthly doses(in effect, a single dose administered between

months 3 and 5). /d. (citing Ex. 1002 4 146-158, 164—172;also citing

Ex. 1001, 9).

Petitioner also arguesthat a skilled artisan would have been further

motivated to takethis step based on clinical experience and trial results that

showedthat without sufficient initial monthly dosing, it was more difficult

to use the “less frequent” maintenance dosingto sustain “control of

neovascular leakage and.... gains in visualacuity....” Pet. 43-44 (quoting

Ex. 1005; also citing Ex. 1007; Ex. 1002 4 164-172).

Petitioner also arguesthat one ofordinary skill in the art would have

reasonably expected success in making and using the claimed combination.

Pet. 44. Petitioner contends that the 2009 Press Release’s disclosure ofa

PhaseII trial using loading and maintenancedosingofafliberceptto treat

DMEwould have provided an ordinarily skilled artisan with a reasonable

expectation that such a regimen would work,including the use of
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maintenance dosing. /d. (citing Ex. 1002 §§ 173-179). Petitioner

additionally argues that the dosing regimenstaught by the 2009 Press

Release suggests that additional initial loading doses(e.g., five, rather than

three) would be safe and tolerable, because one ofthe PhaselItrials

disclosed was for monthly injections only—a standard and provensafe

regimenfor otheranti-VEGFagents. /d. (citing Ex. 1002 4 174-178).

3. Patent Owner’s Preliminary Response

Patent Ownerarguesthat the cited references forming the basis of

Ground3 do not disclose, and instead teach awayfrom, the dosing regimen

recited in thechallenged claims. Prelim. Resp.25.

First, argues Patent Owner, contrary to Petitioner’s assertions, the

dosing protocol disclosed by Elman did not involve five fixed monthly

loading doses for any arm. Prelim. Resp. 27. According to Patent Owner,

Elmandoesnotdisclose that the study included even a single patient who

receivedfive (and only five) initial monthly doses ofranibizumab. /d.

Rather, Patent Owner argues, Elman’s protocol providedfor four initial

monthly dosesfor all patients, and madeit likely that patients would receive

at least six initial monthly doses; and allowedfor patients to receive even

more monthly doses. /d. (citing Ex. 1006, 1066). Patent Owner summarizes

the Elman 2010 protocol in the diagram below:
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Diagram illustrating the protocol for injections as disclosed by Elman

Patent Ownerdisputes Petitioner’s focus on Elman’s disclosure that

22% of patients did not receiveafifth dose at the 16-weekvisit to conclude

that 78% ofpatients did receivefive initial monthly doses. Prelim. Rep. 28

(citing Pet. 25-26). According to Patent Owner, there is no disclosure that

that 78% ofpatients receivedjust five initial monthly doses, as the

challenged claimsrequire, nor any disclosure that five would have been a

desirable numberofdoses. /d. at 28-29. Patent Ownercontendsthat the

78% may also have included no suchpatients and consist only ofpatients

whoreceived six or more initial monthly doses. /d. at 29.

Patent Ownernext argues that Elman doesnotdisclose the subsequent

fixed eight-week dosing required by the challenged claims.

Prelim. Resp. 30. Patent Owner contends that the design ofthe trial makesit

unlikely that a patient whoreceivedfive initial monthly doses would have

subsequently received fixed eight-week doses. /d.

Patent Ownerdisputes Petitioner’s contention that the recited dosing

regimen would involve nine dosesover the course of52 weeks, and that

Elmandiscloses that the median numberofinjectionsthat the ranibizumab

with deferred laser groupreceived was also nine. Prelim. Resp. 31 (citing

Pet. 26). Patent Ownerasserts that the median numberofdosesdisclosed by
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Ellmanis derived from a// the patients in the deferred laser arm, including

those whodid not receiveafifth dose. /d.

Patent Ownernext argues that even ifElman haddisclosed that the

median appliedto the subgroupPetitioner contendsis relevant(1.¢e., those

whoreceived a dose at week 16), that median figure says nothing about

whetherthose patients receivedfive initial loading doses. Prelim. Resp.32.

According to Patent Owner, receiving nine doses over the course ofa yearis

consistent with receiving morethanfive initial monthly doses. /d.

Patent Ownerarguesfurther that, even ifa patient received exactly

five initial monthly doses, and even ifthat same patient received nine doses

over the course ofa year, that does not mean that they received any doses on

an eight-week schedule. Prelim. Resp. 32.

Patent Owneradditionally arguesthat, Petitioner’s reliance on the

median nine doses has no connectionto the recited dosing regimenis

misplaced, because only asmall numberofpatients received nine doses over

the courseofa year. Prelim. Resp. 32—34 (citing Ex. 1006, Fig. 2). Patent

Owner emphasizesthat trial subjects receiving nine doses does not mean that

they received any doses on an eight-week schedule, and that the small

numberofpatients who received nine doses does not even makeit likely that

any received eight-week dosing by pure chance. /d. at 34.

Finally, Patent Ownerarguesthat Petitioner has failed to demonstrate

a reason fora personofordinary skill in the art to combine the references.

Prelim. Resp. 34. Patent Owner acknowledgesthat the 2009 Press Release

discloses an arm with fixed eight-week dosing(after three initial monthly

doses), however, it asserts that Petitioner does not provide any reason why a

skilled physician would have been motivated to choosethat particular arm
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out ofthe three others disclosed. /d. Patent Ownerarguesthat Petitioner

also fails to provide a reason to change the 2009 Press Release’s disclosure

of three initial monthly dosesto five based on Elman. /d. PatentOwner

asserts that the 2009 Press Release does not disclose any results for the arms

it discloses, and Elman doesnot contain data on the results (muchless any

difference in results) between using three initial monthly doses andfive. /d.

Patent Ownernotesthat Petitioner’s argumentis based on two post-

priority date articles (Ex. 1005,!! Ex. 10071”) that one ofordinary skill

would have been motivated to “add”loading doses (presumably to the eight-

week dosing arm described in the 2009 Press Release) “based on clinical

experience andtrial results that showedthat without sufficient initial

monthly dosing, it was moredifficult to use the ‘less frequent’ maintenance

dosing to sustain “control ofneovascular leakage and.... gains in visual

acuity....”” Prelim. Resp. 35 (quoting Pet. 43—44(citations omitted)).

However, argues Patent Owner, both articles make this statementin

the context ofdiscussing the benefits ofthree initial monthly doses, notfive,

and neither suggests increasing the numberofinitial monthly doses would

have been desirable. Prelim. Resp. 35. Patent Ownerarguesthat

Petitioner’s argumentis at best an argumentthat adding doses would have

'l JS. Heieret al., The 1-year Results ofCLEAR-IT 2, a Phase 2 Study of
Vascular Endothelial Growth Factor Trap-Eye DosedAs-neededafter 12-
weekFixed Dosing, 118(6) OPHTHALMOLOGY 1098-106 (2011)
(“Heier 2011”) Ex. 1005.

2 JS. Heieret al., /ntravitrealAflibercept (VEGF Trap-Eye) in WetAge-
relatedMacular Degeneration, 119(12) OPHTHALMOLOGY 2537-48
(2012) (“Heier 2012”) Ex. 1007.
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been “obviousto try,” but notes that “[w]here the prior art, at best gives only

general guidance asto the particular form ofthe claimed invention or how to

achieveit, relying on an obvious-to-try theory to support an obviousness

finding is impermissible.” /d. (quoting Leo Pharm. Prods., Ltd. v. Rea, 726

F.3d 1346, 1356 (Fed. Cir. 2013) (citations omitted)). More fundamentally,

argues Patent Owner, even ifa skilled artisan would have been motivated to

add dosesto the regimensdisclosed in the 2009 Press Release, there are

innumerable ways to add doses. /d. at 36.

4. Preliminary Analysis

Atthis stage ofthe proceeding, andbased uponthe record presently

before us, we concludethat Petitionerhas reasonably demonstratedthatit is

likely to prevail in proving that a person ofordinary skill in theart would

have found the challenged claims obvious over the combination ofthe 2009

Press Release and Elman. Our preliminary reasoning in this regard mirrors

our reasoning with respect to Ground 2.

The 2009 Press Release expressly disclosesa trial protocol for the

treatment ofDME with a regimen comprisingthree initial four week loading

doses, followed by maintenance dosesat eight week intervals. As we have

explained above, the addition ofa fourth loading dose at week 12 would,

with the week 16 dose disclosed by the reference, provide the regimen

recited in the challenged claims.

Elmanteachesan optional dose at week 12, depending upon the

evaluation ofthe subject accordingto the retreatment algorithm disclosed in

the study. A single patient, obtaining an “unsuccessful”score on the

retreatment algorithm at week 12, and then receiving another dose at week
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16, would meetthe first requirementrecited in the challenged claims(1.e., 5

initial doses at 4-week intervals). As we have explained with respect to

Ground? above, we agree with Petitioner that a person ofordinary skill

would have been motivated to perform the evaluative step at week 12, as

Dr. Chaum explains, to ensure that the retinahad“dried”prior to

transitioning to the eight-week interval maintenance dose at week 18. This

is strengthenedby the fact that, whereas the 2009 Press Release and Elman

relate to published protocols for clinical trials, the claims are not so

restricted and that evaluation ofthe effectiveness ofthe loading doses before

proceeding to maintenance doses would be within the standard ofmedical

care ofa practicing physician ofordinary skill. See Ex. 1002 49 149-151.

Consequently, we agree, on the record as presently developed, that a

person ofordinary skill would have foundit obvious to provide an additional

loading dose, ifneeded, at week 12 and, based uponthe teachings ofthe

references, would have hada reasonable expectation ofsuccess in doing so.

As we have explained above, we are not persuaded,at this stage ofthe

proceeding by Patent Owner’s argumentthat the protocolrecited in the

challenged claims requiresa “fixed dose.” We haveexplained why,based

on the record as presently developed, this contention 1s not supported by the

Specification ofthe 601 patent. See Vitronics,90 F.3d at 1582. Nor, for

the reasons we have explained, are we presently persuadedthat the

references teach away from the recited claims. See Gurley, 27 F.3d at 553.

Moreover, Patent Owner’s arguments with respect to the individual

references do notyet, to our mind,sufficiently address what the combined

references would teach or suggest to a person ofordinary skill in the art. See

Inre Keller, 642 F.2d 413, 425 (C.C.P.A. 1981) (holding that “the test for
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obviousness1s ... what the combined teachingsofthe references would have

suggested to those ofordinary skill in the art’’).

Furthermore, andatthis stage ofthe proceeding, given the similarity

of the VEGFinhibitor treatment protocols in the references citedby

Petitioner, Patent Owner’s arguments, citing KSR, that there are almost an

infinite numberofprotocolvariationspossible, appear exaggerated and do

not seem consistent with the level of skill in the art. See KSR,550 U.S.at

420 (noting that “[a] person ofordinary skill is also a person ofordinary

creativity, not an automaton”). Patent Owner maywishto further develop

their argumentsattrial.

D. Ground 6: Obviousness ofclaims 17, 25, and 33 over the 2009 Press
Release alone or in view ofElman, CATT (Ex. 1018), andPIER
(Ex. 1014).

Dependentclaim 17 is representative ofthese claims, andrecites:

17. Themethod ofclaim 10 wherein exclusioncriteria for the

patient include (1) active intraocular inflammation; or (2) active
ocular or periocularinfection.

Ex. 1001, col. 2, Il. 65-67.

Petitioner arguesthat these limitations (the “exclusion criteria”) are

not entitled to patentable weight. Pet. 22.

In our Decision to Institute interpartes review in the related -01226

interpartes review, we agreed with Petitioner that identical claims 9 and 36

of the 601 patent werenotentitled to patentable weight under the printed

matter doctrine. IPR2022-01226, Paper 22, 11-15. Briefly, applying the

analysis set forth by our reviewing court in Praxair Distrib., Inc.v.

MallinckrodtHosp. Prods. IP Ltd. , 890 F.3d 1024, 1032 (Fed. Cir. 2018),
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we concludedthat, on the record as then-developed:(1) that the exclusion

criteria are directed to informational content; and (2) that the exclusion

criteria ofthe challenged claimsare not functionally related to the rest ofthe

claim, because “the claims do not expressly recite any positive step to be

performed (or a negative step not to be performed) should a patient meet the

exclusion criteria.” /d. at 13—14 (emphasisin original).

Weapply the samereasoning here, and conclude, on the record as

presently developed, that identical claims 17, 25, and 33 are similarly not

entitledto patentable weight. Wealso notethat, in the related district court

litigation, the court’s Markman orderarrived at the same conclusion with

respect to the exclusion criteria. Regeneron Pharms., Inc. v. Mylan Pharms.

Inc., 1:22-cv-00061-TSK(N.D. W. Va.), Order on Claim Construction,

29-37 (April 19, 2023). Although our Decisionto Institute was not binding

uponthedistrict court’s Markman order, or vice versa, the reasoning and

conclusionis nevertheless consistent in both decisions. See Novartis AGv.

Noven Pharms. Inc. , 853 F.3d 1289, 1293-1294 (Fed. Cir. 2017) (holding

that “the PTAB properly may reach a different conclusion based on the same

evidence,” for the PTABanddistrict courts function underdifferent

evidentiary standards and burdensofproof(preponderance ofthe evidence

before the PTAB,clear and convincing evidence before the district court’).

The Federal Circuit has recognized that “ideally” both district courts andthe

PTAB would reach the sameresults on the same record. See In re Baxter

Int'l, Inc., 678 F.3d 1357, 1365 (Fed. Cir. 2012). Such is the case in the

present proceeding.
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EI. Discretionary Denial ofInstitution under 35 U.S.C. § 314(a@)

Finally, Patent Ownerurgesus to exercise ourdiscretion to deny

institution of interpartes review under35 U.S.C. § 314(a). Prelim.

Resp. 37-44. Petitioner takes a contrary position, arguing that the Board

should not denyinstitution. Pet. Reply 1-6. We addressthe parties’

arguments below.

1. Legal standard

Underourprecedential decision in Apple Inc. v. Fintiv, Inc. , IPR2020-

00019, Paper 15 at 12-17 (PTAB May 13, 2020), the Board, in deciding

“whether efficiency, fairness, and the merits support the exercise of

authority to deny institution in view ofan earlier trial date in the parallel

proceeding,” should consideravariety offactors, and, in evaluating these

factors, “takes a holistic view ofwhetherefficiency and integrity ofthe

system are best served.” Fintiv, Paper 11 at 5—6; see also Samsung Elecs.

Am., Inc. v. Uniloc 2017LLC, IPR2020-00117, Paper 11 at 7-11 (PTAB

May28, 2020) (same). According to Patent Owner,granting the Petition for

interpartes review would be an inefficient use ofBoard resourcesandis

contrary to Congress’s intent in establishing IPR proceedings.

Prelim. Resp. 17.

In Fintiv, the Boardset forth six factors relating to whetherefficiency,

fairness, andthe merits support the exercise ofauthority to deny institution

in view ofan earlier trial date in the parallel proceeding:

1. Whetherthe court granted a stay or evidence exists that
one maybe grantedifa proceeding1sinstituted;
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2. Proximity ofthe court’s trial date to the Board’s
projected statutory deadline for a final written decision;

3. Investmentin the parallel proceedingby the court and the
parties;

4. Overlap betweenissuesraised in the petition and in the
parallel proceeding;

5.|Whether the petitioner and the defendantin the parallel
proceeding are the sameparty; and

6. Other circumstances that 1mpact the Board’s exercise of
discretion, including the merits.

Fintiv at 21.

In our analysis, we are also guided by the USPTO’s /nterim

Procedurefor Discretionary Denials in AIA PostgrantProceedings with

ParallelDistrict CourtLitigation, June 21, 2022 availableat:

https://www.uspto.gov/sites/default/files/documents/internm_procdiscretion

arydenialsaiaparalleldistrictcourtlitigationmemo20220621_.pdf

(last visited September 24, 2023) (the “Guidance”). As stated by the

Guidance, the Board will not rely on the Fintiv factors to discretionarily

denyinstitution in view ofparallel district court litigation when: (1) a

petition presents compelling evidence ofunpatentability; (2) a petitioner

presents a stipulation (a “Sofera stipulation’) not to pursue in a parallel

proceeding the same groundsor any groundsthat could have reasonably

been raised before the PTAB!3; and (3) ifall other /intiv factors weighing

against exercising discretion to denyinstitution, or are neutral, the proximity

13 See Sotera Wireless, Inc. v. Masimo Corp. , 1PR2020-01019, Paper 12
(PTAB December1, 2020) (precedential).
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to trial should not alone outweighall ofthose other factors.'* Guidanceat

1-8.

Weconsiderthese interrelated factors, as they apply to the facts ofthe

Petition, as follows.

2. Analysis

a. Fintiv factor 1

Patent Ownerfirst notes that the bench trialin the district court

litigation concerning validity ofclaims 11 and 19 (the only claimsat issue in

the district court litigation) ofthe 601 patenttook place from June 12 to

June 23, 2023, and post-trial closing argument has by now takenplace.

Prelim. Resp. 40 (citing Ex. 2019). Patent Ownertherefore arguesthat,

given the advanced stage ofthe district court proceeding and the overlap of

the challenged claimsandpriorart in both proceedings,five out ofsix Fintiv

factors favor denial. /d.

With respect to Fintiv factor 1, Patent Ownerasserts that the district

court has not, and no longer can,stay the proceedings, and that factor 1

therefore favors denial. Prelim. Resp. 40.

Weagree with Patent Owner that the issue ofa stay of the

proceedingsin the district court litigation is now moot,trial having already

taken place. Fintiv factor 1 therefore favors denial.

4 The Guidance notesthat the Fintiv factors do not apply to parallel
litigation before the U.S. International Trade Commission (ITC).
Guidance at 2-3, 5—7.
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b. Fintiv factors 2 and 3

Patent OwnerarguesthatFintiv factor two weighsin favor ofdenial

because any Final Written Decision will necessarily be after thetrial.

Prelim. Resp. 40. Furthermore, argues Patent Owner, an appeal ofthe

district court’s judgment is expected to proceed expeditiously. /d. (citing

Ex. 2020, 20). Patent Owner contendsthat, because “the claims remain

subject to furtherjudicial review during the appeal ofthe district court’s

invalidity determination,’ the Board should “determine whetherto exercise

discretion to denyinstitution based on the parallel proceeding under Fintiv.”

Id. (quoting Volvo Penta ofthe Ams., LLC v. Brunswick Corp. , IPR2022-

01366, Paper 15, 7-9 (PTAB May2, 2023) (Director Review Decision).

With respect to factor 3, Patent Ownerarguesthat Patent Owner and

the district court’s investmentin the parallel proceeding has been extensive,

as nearly all work, including statutory pre-litigation exchanges, claim

construction, discovery, expert reports, substantive motions,pre-trial

submissions,trial itself, and the bulk ofpost-trial briefing, has been

completed. Prelim. Resp. 41. Patent Ownerarguesthat this factor, too,

favors discretionary denial. /d.

Petitioner respondsthat only claims 11 and 19 are at issue in the

district court litigation and, accordingly, no matter what happensin that

proceeding, the validity often ofthe twelve Challenged Claimswill go

unaddressed. Reply 1. Petitioner contends that there remainsnorisk of

duplication ofeffort as to those ten challenged claims (Fintiv Factors 1-3)

and the claimsare not the same claimsas presented in the district court

(Fintiv Factor 4). Petitioner notes that the ten non-overlapping challenged

claims recite,inter alia, a different dosing regimen (claims 12, 21, and 28)
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than claims 11 and 19, as well as exclusion criteria (claims 17 and 25) that

Patent Owner has argued rendersimilar claims patentable. /d. at 2.

Petitioner also reasons that whetheror not the district court invalidates

claims 11 and 19, the remaining challenged claims will stand, and the

district court litigation will do nothing to resolve the validity ofthe full set

of challenged claims. Pet. Reply 2.

Wefind that, because certain ofthe challenged claims,including

independent claim 26, are not expressly at issuein the district court

litigation, /intiv factor 3 favors institution. As an aside, however, we do not

accept Petitioner’s contention that independent claims 10 and 18 are not at

issue atall in that litigation. Claim 11 dependsdirectly from claim 10, and

claim 19 dependsdirectly from claim 18. As such, claims 11 and 19, which

are at issue before the district court, incorporate all ofthe limitations of

independent claims 10 and 18; the latter claims, therefore, are potentially at

issue in the litigation. See Monsanto Co. v. Syngenta Seeds, Inc. , 503 F.3d

1352, 1357 (Fed. Cir. 2007) (holding that “[a] claim in dependent form shall

be construed to incorporate by referenceall the limitations ofthe claim to

whichit refers” (quoting 35 U.S.C § 112 4 4 (2000)).

Furthermore, the district court, in its Markman Order, determined that

dependent claims 17, 25, and 33, which recite the exclusioncriteria, are not

entitledto patentable weight. See Section IV.D, supra. Consequently,

although the court’s Markmantruling with respect to these claims may be

appealed by Patent Owner, the claimswill not play any significant role in

the district court litigation’s resolution.

Nevertheless, there remains independent claim 26, as well as

dependent claims 12, 21, 27, and 28, which are challengedin the present
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Petition, andare notat issuein the district court litigation. We see no reason

why weshould not address these claimsin an inferpartes review. We

acknowledge that independent claim 26is similar to the other independent

claims (10 and 18) that are implicitly at issue in the district court litigation in

terms ofthe dosing protocols cited in each. Nevertheless, the fact remains

that claim 26 is not at issue in the district court litigation.

Becausethe district court action does not includeall ofthe challenged

claims within the scope ofthelitigation, we find that Fintiv factors 2 and 3

favors institution.

C. Fintiv factor 4

Fintiv factor 4 considers the overlap betweenissuesraised in the

petition and in the parallel proceeding. See Fintiv at 21. Patent Owner

contends that claims 11 and 19,at issue in the district court litigation, are

representative ofclaims 10-12, 18-19, 21, and 26—28 challengedin the

Petition presently before us. Prelim. Resp. 42. Patent Ownerasserts that

these claimsare all similar in scope. /d. PatentOwnerasserts that Claims

10-12 and claims 18—19 and 21 are identical to claims 26—28, except that,

whereasthe former twosets require treatment ofDR or DME,claims 26—28

require treatment of“diabetic retinopathy in a patient with diabetic macular

edema”(1.e., the sametwodisorders as theclaimstried). /d. at 42-43.

Patent Owneralso points to Petitioner’s reliance on the same primary

prior art reference (the 2009 Press Release) in both the district court

litigation and in Grounds 2, 3, and 6 of the present Petition. Prelim.

Resp.43 (citing Pet. 2, 10-11). Patent Ownerasserts that both Petitioner

and the district court defendants start with the point that the 2009 Press
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Release discloses multiple aflibercept dosing regimens for DME,including

“initial doses spaced 4 weeks/1 month apart, followed by extended dosing

intervals, such as 8 weeks/2 months.” /d. (citing Ex. 2018, 26; Pet. 34-35).

Petitioner respondsthat the district court litigation and the present

Petition present different theories ofunpatentability ofthe claims ofthe 601

patent. Pet. Reply 3. According to Petitioner, district court defendant

Mylan’s primary argumentfor unpatentability ofclaims 11 and 19 is based

uponanticipation ofclaims 11 and 19 by the disclosure ofthe 2009 Press

Release of three monthly loading doses followed by a PRN dosing regimen.

Id. at 4 (citing Ex. 1058 at 14-17). In contrast, Grounds 2 and 3 of the

present Petition challenge the claimson the basis ofobviousness overthe

2009 Press Release and either Shams (Ground 2) or Elman (Ground3). /d.

Petitioner asserts that its obviousnesschallengeis also based, in part, upon

the 2009 Press Release’s disclosure ofthree monthly loading doses followed

by extended-interval maintenance dosesat 8-week intervals, and not PRN

dosing. /d. (citing Ex. 1009). Petitioner argues that, even putting aside the

prior art combinations not argued by Mylan,Petitioner’s fundamental

argumentis a substantially different and simpler obviousness theory than

Mylan’s anticipation and obviousnesstheories based on a PRN dosing

regimen. /d. at 5.

Wefind that Fintiv factor 4 weighsin favor ofinstitution. We agree

with Petitioner that, although the district court litigation andthe present

Petition rely, in different degrees, upon the samereference (the 2009 Press

Release) the theories ofthe case are different in each ofthe parallel actions

and rely upon different disclosures ofthe reference (PRN maintenance

dosing versus 8-week maintenance dosing). Furthermore, we also note that
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Petitioneralsorelies, in at least Grounds 2 and 3 ofthe Petition, upon Shams

and Elman,respectively; these referencesare not at issue in the district court

action.

Given the differences with respect to the theories ofunpatentability of

the challenged claims ofthe 601 patent raised in the district court litigation

and the present Petition, we find that Fintiv factor 4 weighsin favor of

institution.

d. Fintiv factor 5

Patent OwnerarguesthatFintiv factor 5, which looks to whether

Petitioner and the defendantin the parallel proceeding are the sameparty,is

neutral. Prelim. Resp. 44. Patent Owner acknowledgesthat Petitioneris not

a party to the district court litigation. /d. Patent Owner argues, however,

that “[e]ven whenapetitioner is unrelated to a defendant, ... if the issues are

the sameas, or substantially similar to, those already or aboutto belitigated,

or other circumstances weigh against redoing the workofanothertribunal,

the Board may, nonetheless, exercisethe authority to deny institution.” /d.

at 44-45 (quotingFintiv at 13-14; Google LLC v. PersonalizedMedia

Commce’ns, LLC, IPR2020-00724, 2020 WL 6530785, at *3 (PTAB

November 5, 2020). Patent Ownerasserts that Petitioner has offered no

persuasive reason “why addressing the sameorsubstantially the same issues

would not be duplicative ofthe prior case.” /d. at 45 (quotingFintiv at 14).

Weare not persuaded by Patent Owner’s arguments. It 1s undisputed

that Petitioner is nota party to the district court action. Furthermore, and as

we have explained with respect to Fintiv factor 4 above,Petitioneris not

advancing the same theory ofthe case as is the defendantin the district court
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litigation, but is arguing a different theory ofunpatentability ofthe

challenged claims ofthe *601 patent, and using additional references to

advance that argument. Wefindthat Fintiv factor5 weighsin favor of

institution.

e. Fintiv factor 6

Fintiv factor 6 inquires into other circumstancesthat impact the

Board’s exercise ofdiscretion, including the merits. Prelim. Resp. 44.

Patent Ownerarguesthat the merits ofthe Petition are weak, butafull

merits analysis is not necessary to evaluate this factor. /d. Patent Owner

arguesthat, even “ifthe merits ofthe grounds raisedin the petition are a

closer call,” this factor “has favored denying institution when otherfactors

favoring denialare present.” /d. (quoting Fintiv at 15).

We disagree. As we have explained above, Petitioner has

demonstrated a reasonable probability ofsuccess on the merits at least with

respect toGround2. See SectionV.B, supra. Furthermore, for the reasons

that we have explained above, wefind that Fintiv factors 2—5 weigh in favor

of institution. We consequently find that Fintiv factor 6 also weighsin favor

of institution.

3. Conclusion

For the reasons we have explained above,wefindthat, although

Fintiv factor 1 weighsagainstinstitution, Fintiv factors 2-6 weigh in favor

of institution. We consequently decline to exercise our discretion to deny

institution of interpartes review under35 U.S.C. § 314(a).
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V. CONCLUSION

For the reasons we have explained, we conclude that Petitioner has

demonstrated a reasonable likelihood of showingthat at least one of

challenged claims 10-12, 18, 19, 21, 26—28 of the ’601 patents

unpatentable as being obviousover the 2009 Press Release and Shams.

Furthermore, because we determinethat Petitioner has shown a reasonable

likelihood ofprevailing at trial in demonstrating that at least one claim is

unpatentable on at least one ofthe stated Grounds, weinstitute inferpartes

review ofall challenged claims ofthe 601 patent, based on all of the

groundsidentified in the Petition. See SASInst., Inc. v. lancu, 138 S.Ct.

1348, 1359-60 (2018); PGS GeophysicalAS v. lancu, 891 F.3d 1354, 1360

(Fed. Cir. 2018) (interpreting the statute to require “a simple yes-or-no

institution choice respecting a petition, embracingall challenges included in

the petition”). We additionally deny Patent Owner’s request that we

exercise our discretion to denyinstitution under 35 U.S.C. § 314(a).

VI. ORDER

In consideration ofthe foregoing, it is hereby:

ORDERED,pursuant to 35 U.S.C. § 314(a), that the Petition for inter

partes review of the challenged claims ofUS Patent 10,888,601 B2is

GRANTEDwith respect to all groundsin the Petition; and

FURTHER ORDEREDthatinterpartes review is instituted.
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