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U.S. Patent No. 10,130,681: The Challenged Claims

1. A method for treating an angiogenic eye disorder in a 14. A method for treating an angiogenic eye disorder in a
patient, said method comprising sequentially administering patient, said method comprising sequentially administering
to the patient a single initial dose of a VEGF antagonist, to the patient a single initial dose of a VEGF antagonist,

mmn|  followed by one or more secondary doses of the VEGF

antagonist, followed by one or more tertiary doses of the
a2 United States Patent (10) Pa 7 L
Vancopanlos wnl  VEGF antagonist;

3 ANTAGONIST T0 TREAT
ANGIOGENIC EYE DISORDERS

followed by one or more secondary doses of the VEGF
antagonist, followed by one or more tertiary doses of the
VEGF antagonist;
wherein each secondary dose is administered 2 to 4 weeks
after the immediately preceding dose: and
wherein each tertiary dose is administered at least 8 weeks
after the immediately preceding dose:

wherein each secondary dose is administered 2 to 4 weeks
after the immediately preceding dose; and

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

wherein the VEGF antagonist is a VEGF receptor-based

o chimeric molecule comprising (1) a VEGFR1 compo- Wher.ein t‘he VEGF alltagonis_':t_is a VEGI receptor-based
nent comprising amino acids 27 to 129 of SEQ ID chimeric molecule comprising VEGFR1R2-FcAC1(a)
NO:2; (2) a VEGFR2 component comprising amino encoded by the nucleic acid sequence of SEQ ID NO:1;
acids 130-231 of SEQ ID NO:2; and (3) a multimeriza- wherein exclusion criteria for the patient include all of:
@ tion component comprising amino acids 232-457 of (1) active intraocular inflammation;
SEQ ID NO:2; (2) active ocular or periocular infection;
wherein exclusion criteria for the patient include all of: (3) any ocular or periocular infection within the last 2
(1) active intraocular inflammation; weeks prior to treatment.

(2) active ocular or periocular infection;

(3) any ocular or periocular infection within the last 2
weeks prior (o treatment.

T

REGENERON DEMONSTRATIVE EXHIBIT — NOT EVIDENCE Ex.1001, Claim 1,14 2



Exclusion Criterion 2 and Exclusion Criterion 3
Are Separate and Distinct Claim Limitations

REGENERON DEMONSTRATIVE EXHIBIT — NOT EVIDENCE K}




Exclusion Criterion 2 (EC2) and Exclusion Criterion 3 (EC3)

LI
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1. A method for treating an angiogenic eye disorder in a
patient, said method comprising sequentially administering
to the patient a single initial dose of a VEGF antagonist,
followed by one or more secondary doses of the VEGF
antagonist, followed by one or more tertiary doses of the
VEGF antagonist;

wherein each secondary dose is administered 2 to 4 weeks

after the immediately preceding dose; and

wherein each tertiary dose is administered at least 8 weeks

after the immediately preceding dose;

wherein the VEGF antagonist is a VEGF receptor-based

chimeric molecule comprising (1) a VEGFR1 compo-
nent comptising amino acids 27 to 129 of SEQ ID
NO:2; (2) a VEGFR2 component comprising amino
acids 130-231 of SEQ ID NO:2: and (3) a multimeriza-
tion component comprising amino acids 232-457 of
SEQ ID NO:2;
wherein exclusion criteria for the patient include all of:
(1) active intraocular inflammation;
@ ec2
(3) any ocular or periocular infection within the last 2

weeks prior to treatment. « EC3

(2) active ocular or periocular infection;

14. A method for treating an angiogenic eye disorder in a
patient, said method comprising sequentially administering
to the patient a single initial dose of a VEGF antagonist,
followed by one or more secondary doses of the VEGF
antagonist, followed by one or more tertiary doses of the
VEGF antagonist;

wherein each secondary dose is administered 2 to 4 weeks

after the immediately preceding dose; and

wherein each tertiary dose is administered at least 8 weeks

after the immediately preceding dose;

wherein the VEGF antagonist is a VEGF receptor-based

chimeric molecule comprising VEGFR1R2-FcACl(a)
encoded by the nucleic acid sequence of SEQ 1D NO:1;
wherein exclusion criteria for the patient include all of:

(1) active intraocular inflammation;

(2) active ocular or periocular infection; EC2

(3) any ocular or periocular infection within the last 2

weeks prior to treatment. EC3

REGENERON
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Petitioner’s Original Construction for EC2 and EC3

Petitioner construed EC2 and EC3 as separate and distinct limitations

Recited Condition Plain and Ordinary Meaning

Active intraocular inflammation Active, on-gomg inflammation in the
interior of the eye, including the uvea

Active ocular or periocular infection Active, on-going infection in or on the
eye (including the anterior and posterior
sections) (“ocular”) or in the area
surrounding the eye and within its orbit

(1.e. the conjunctiva or muscles
controlling the eye, etc.) (“periocular™)

Any ocular or periocular infection | Recent infection within the prior two
within the last two weeks weeks 1n or on the eye or in the area
surrounding the eye and within its orbit

Ex.1002 at 1 92; IPR Petition for '681 Patent, Paper 2 at 2
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R
Petitioner’s Change in Position

Petitioner now conflates EC2 and EC3

sovsi o co. Patent Owner’s construction also unnecessarily interjects an artificial

distinction between “active” and “resolved” into the claims.

Petitioner's Reply, Paper 40 at 7

Q. ...So you don't view exclusion criteria number two and exclusion
criteria number three to be different?

A. |think they're substantially the same from the perspective of
the practitioner.

Dr. Edward Chaum

Petitioner’s Expert

Ex.2384 at 122:18-24 (objections omitted); see also PO’s Response, Paper 26 at 3, 18-19

REGENERON DEMONSTRATIVE EXHIBIT — NOT EVIDENCE 6



Petitioner’s Proposed Construction Renders EC2 Superfluous

1. A method for treating an angiogenic eve disorder in a
patient, said method comprising sequentially administering

oo to the patient a single initial dose of a VEGF antagonist,
» United States Patent o Pt o US 10130681 B2 followed by one or more secondary doses of the VEGF

antagonist, followed by one or more tertiary doses of the
VEGF antagonist;

wherein each secondary dose is administered 2 to 4 weeks
i s R .53 after the immediately preceding dose; and

ANTAGONIST TO TREAT 20050260203 A1 112005
YE DISORDERS S04 AL 32006

20060172944 Al 82006
20070190058 AL X2007

FOREIGN PATENT DOCUMENTS

1 A

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

wherein the VEGF antagonist is a VEGF receptor-based
chimeric molecule comprising (1) a VEGFR1 compo-
nent comprising amino acids 27 to 129 of SEQ ID
NO:2; (2) a VEGFR2 component comprising amino
acids 130-231 of SEQ ID NO:2; and (3) a multimeriza-
tion component comprising amino acids 232-457 of
SEQ ID NO:2;

wherein exclusion criteria for the patient include all of:

(1) active intraocular inflammation:
S EEL. e, (2) wetine-conianonperioonianinfootion: gy EC2
s (3) any ocular or periocular infection within the last 2
l weeks prior o treatment. . EC3

(@1) Appl. No: 15471506
(@2) Filed:  Mar.28,2017

©5) Prior Publication Data

(2006.01)

cpc AGIK 38/179 (2013.01); AGIK 90048
(201301). COTK 14771 2013.01): COTK 1622
(QO13.01); A6IK 2039505 (2013.01): COIK
2319/30 (2013.01): CO7K 2319/32 (2013.01)

1d of Classification Search

See

cle search history.

(56) References Cited

PO’s Response, Paper 26 at 20; PO’s Sur-Reply, Paper 45 at 6; Ex.1001, Claim 1
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Petitioner’s Proposed Construction Ignores the Express Temporal
Language of the Claims

1. A method for treating an angiogenic eye disorder in a
patient, said method comprising sequentially administering
WEINENA R to the patient a single initial dose of a VEGF antagonist,
" e e B et pue a0 208 followed by one or more secondary doses of the VEGF
antagonist, followed by one or more tertiary doses of the

VEGF antagonist;

3 wherein each secondary dose is administered 2 to 4 weeks

U e s after the immediately preceding dose; and

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

after the immediately preceding dose;

wherein the VEGF antagonist is a VEGF receptor-based
chimeric molecule comprising (1) a VEGFR1 compo-
nent comprising amino acids 27 to 129 of SEQ ID
NO:2: (2) a VEGFR2 component comprising amino
acids 130-231 of SEQ ID NO:2; and (3) a multimeriza-
tion component comprising amino acids 232-457 of

SEQ ID NO:2;
wherein exclusion criteria for the patient include all of:
(1) active intraocular inflammation;
(2) eetmpe=ocular or periocular infection; « EC2
I (3) any ocular or periocular infection within the last 2

| weeks prerto=trertmrent. « EC3

(54) USE OF A VEGF ANTAGONIST TO TREAT
ANGIOG YE DISORDERS

ERON
MACEUTICALS, INC.

) Inventor: poulos, Yorkiown

(@1) Appl. No: 15/471.806

(22) Filed:  Mar 28, 2017

®5) Prior Publication Data
US2017/0202011 AL Jul. 20, 2017

) C

(1) It CL

(2006.01)
(2006.01)
(52) USs.CL
cpc AGIK 38/179 (2013.01); AGIK 90048
(2013.01); COTK 14/71 01301, COTK 1622
(2013.01); 461K 2039/505 (2013.01); COIK.
2319/30 2013.01): CO7K 231932 (2013.01)
(58) Field of Classification Search
N

See application file for complete search history:

(s6) References Cited

LS. PATENT DOCUMENTS

PO’s Sur-Reply, Paper 45 at 6; Ex.1001, Claim 1
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Petitioner’s Proposed Construction Has No Support in the

Intrinsic Evidence

Dr. Edward Chaum

Petitioner’s Expert

“l don’t have any direct

experience in the design and
language of clinical trials.”

Ex.2384 at 297:25-298:1

REGENERON

Q. ...So you don't view exclusion criteria number two and exclusion
criteria number three to be different?

A. |think they're substantially the same from the perspective of
the practitioner. _ . |

Ex.2384 at 122:18-24 (objections omitted)

Q. And to arrive at your interpretation of what each of these exclusion
criteria limitations mean, you did not consult the specification of
the 681 patent, correct? . . .

A. Correct.

Q. Okay. And also, in arriving at your plain and ordinary meaning of
these exclusion criteria limitations of the challenged claim, you did
not consult or rely on the prosecution history of the 681 patent,
correct?

A. |did not.

Ex.2384 at 263:12-264:3 (objections omitted)

DEMONSTRATIVE EXHIBIT — NOT EVIDENCE PQO’s Response, Paper 26 at 18, 20; PO’s Sur-Reply, Paper 45 at 6




Petitioner’s Proposed Construction Is Contrary to the Intrinsic
vidence

US 10,130,681
1 1
cizumab) was allowed up to 3 months prior to first dose in Any systemic or ocular treatment with an
the sudy, and such (reatimenis were nof alowed during he  ivestigationsl sgeni n e past 3 monls prior o Day 1. 33
study. Prior treatment with an approved anti-VEGF therapy  The use of long acting steroids, either systemically or
in the fellow eye was allowed (c) Prior syst. i-VEGE in the 6 months prior 1o day 1. 34, Any history
y therapy, investigational or FDA/lealth Canada approved. 5 of allergy to povidone iodine. 35. Known serious allergy to
was only allowed up 10 3 months ndwas  the fluorescein sodium for injection in angiography. 36.
s alovied during the sy, 4. Toal leion eize >12 s Presence of any eontminciatons indicsied in the FDA
arcas (30.5 mm2, inchudiny and neovascular-  Approved label for ranibizumab. (Lucentis®). 37. Females
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CNV.) 6. Scar or fibrosis, making up >50% of total lesion in  implants: bilateral wbal ligation: vasectomy; condom or
the study eye. 7. Sear, fibrosis, or atrophy involving the 15 diaphragm plus cither eontraceptive sponge,
center of the fovea, 8. Presence of retinal pigment epithelial
ars or rips invalving the macula in the study eye. 9. History
of any vitreous hemorrhage within 4 weeks prior to Visit 1

Example

Phase III Clinical Trials of the Efficacy, Safety, and
Tolerability of Repeated Doses of Intravitreal
VEGFT in Subjects with Neovascular Age-Related
Macular Degeneration

a» United States Patent (10 P4
Yancopoulos (4s) Dy
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investigational agents for treatment of thei
iy eye other than their assigned study treatment with

10 TREAT 20050268
2 200600587

200601729]
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wo  wo opathy,  the siudy and/or fellow eye.
(73) Assignee: REGENERON bk i e any other vascular disease affect. 25 The study procedures are summarized
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(56) References
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US. PATENT DOCUMENTS vaseul

7396664 B2 72008 Daly et al
20030171320 AT 92003 Guyer
20050163798 A 72005 Papadopouios e al speci

bjcet in any clinical study within the 12 woeks prioe to

=TT

PO’s Response, Paper 26 at 19; PO’s Sur-Reply, Paper 45 at 6; Ex.1001, 11:39-41
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o
Patent Owner’s Construction for EC2 and EC3

EC2 and EC3 are distinct limitations, with express temporal language

Claim term PO’s Proposed Construction

“(2) active ocular or periocular | active, ongoing ocular or periocular infection
infection”

“(3) any ocular or periocular any ocular or periocular infection within the
infection within the last 2 last 2 weeks prior to treatment, which is no
weeks prior to treatment” longer active at the time of treatment

PO’s Response, Paper 26 at 19; Ex.2056 at 120

REGENERON DEMONSTRATIVE EXHIBIT — NOT EVIDENCE 11



Proposed Constructions for EC2 and EC3

PO’s Proposed Petitioner’s Proposed
Construction Construction

Honors the temporal
language of the claims ‘/ X

Is supported by the
intrinsic evidence ‘/ x

Avoids rendering EC2
superfluous ‘/ X

REGENERON DEMONSTRATIVE EXHIBIT — NOT EVIDENCE PO’s Sur-Reply, Paper 45 at 5-7 12



The Word “Any” Refers to Disease Type, Not Timing
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1
USE OF A VEGF ANTAGONIST TO TREAT
ANGIOGENIC EYE DISORDERS

ERENCE TO RELATED
PPLICATIONS

‘This application is a continuation of U.S. patent applica-
tion Ser. No. 14/972,560, filed Dec. 17, 2015 . now U_S. Pat
No. 9,669,069 issued Jun. 6, 2017 which is a continuation of
USS. patent application Ser. No. 13/940,370 filed Jul. 12,
2013, now US. Pat. No. 9254338 issued Feb. 9, 2016
which is a continuation-in-part of International Patent Appli-
cation No. PCTAUS2012/020855, filed on Jan. 11, 2012,
which claims the benefit of US Provisional Application Nos.
617432, 245 HEME n!v Jan. 13, 2011, 617434,836, filed on Hr\,
1, 2011, 1957, filed on Nov. 21, 2011,
St hereby incorporated by sateenat in
their entireties.

FIELD OF THE INVENTION

The present invention relates 10 the field of therapeutic
treatments of eye disorders. More 5pcuﬁt' ally, the invention
relates 1 the administration of VEGF antagonists to treat
eye disorders caused by or associated with angiogenesis.

BACKGROUND

0. course m treatment (i. : the fert;
osi.

somprise sequentally adicisterng multiple doses of a
VEC onist 10 a patient over time. In particular, the
muhndg ui the invention comprise sequentially administer-
ing to the patient a single initial dose of a VEGF antagonist
followed by oae o more secondaey dvscs of the VEGE
antagonist, followed by one or more tertiary doses of the
VEGE antagonists. The present inventors have surprisingly
discovered that beneficial therapeutic cffects can be
achieved in patients suffering from angiogenic eye disorders
by administering a VEGF antagonist to a patient at a
frequency of once every 8 or more weeks, especially when
such doses are proceded by about three doses administered]
0 the patient at a freguency of about 2 to 4 weeks. Thus
according 1o the methods of the present invention, cach
seoondary dose of VEGE saiagouis -wlnnmswred 2104
wesks it the immediacly preveding dose, and. <ach
entary dose s adminticred ot Jet § weeks afer the
immediately preceding dose. An example of a dosing regi-
men of the present invention is shown in the FIGURE.
advantage Of such o dosing regimen is hat fa

ertia

~ministrations roughoul the. entre
- (See oz, preserbing mformation for

m muhnds m :m - presnt invenion can be wsd o |
anio order. ing, eq. age related

Several eye disorders are associated with
angiogenesis. For example, the development of age-related
macular degeneration (AMD) is associated with a process
called choroidal neovaseularization (CNV). Leakage from
the CNV causes macular edema and collection of fuid
beneath the macula resulting in vision loss. Diabetic macular
edema (DME) is another eye disorder with an angiogenic
component. DME is the mast prevalent cause of moderate
vision loss in patients with diabetes and is a common

tion of diabetic retinopathy, & discase affecting the
Flood vessels of the. retin. Clinieally significant DME
secuis whest i sk f e cester of i macila the
light-sensitive part of the refina responsible for sharp, direc
vision. Fluid in the macula can cause severe vision loss or
b

al
CRVO is caused hv obstruction of the central retinal vein
that leads to a back-up of blood and fluid in the retina. The
retina can also become ischemic, resulting in the growth of
e, ingppropiste blood vessels that < canse frther
vision. loss and more serious complications. Relcase of
vascular -.ndmhLIml growth factor ) contributes to
increased vascul in the eye and

new vessel gmw\h ‘Thus, inhibiting the angiogenic-promot-
ing properties of VEGT appears (o be an effective sirategy
for reating angiogenic eye disorders,

FDA-approved treatments of angiogenic eye disorders
such as AMD and CRVO include the adminisiration of an
ani-VEGE antibody called  ranibizumab (Lucentis®,
Genentech, Inc.) on a monthly basis by intravitreal injection.

Methods for treating eye disorders using VEGF antago-
nists are mentioned in, eg. US. Pat. Nos. 7303.746:
7,306,799; 7,300,563; 7,303,748; and US 20070190058
Nonetheless, there remains a need in the art for new admin-
istration regimens for angiogenic eye disorders, especially
those which allow for less frequent dosing while maintain-
ing @ high level of efficacy.

BRIEF SUMMARY OF THE INVENTION

The present dnvention provides methods for trcating
angiogenic eye disorders. The methods of the invention

W

45 was approved by the FDA in November 2011, for the
d

s

abetic etinops

cdem cenlml etina] vein oeclusion, comeal neovascular-|

The present MVeRRON Comprise adminis-
tering any VEG : patient. [n one embodi-
ment, the ntagonist comprises SGE
reseplorbased chimericmoieeul(), (s reerrd 0 et

exemplary VEGF
1m1gnmsv m can be. ma in m= context of the present
invention is a multimeric VEGT-binding protein comprising
two or more VEGH receptor-based. chimeric molecules
refrred to herein as “VEGER IR2-FeACl(a)” or “afliber-
cept.”

Various administration routes are contemplated for use in
the methods of the present invention. including. e.g., topical
administration or intraocular administration (c.g., intravit-
real administration).

flibercept (EYLEA™, Regeneron Pharmaceuticals, Inc)

treatment of patients with neovascular (wet) age
macular degeneration, with a recommended dose of 2 mg
administered by intravitreal injection every 4 weeks for the
fint ires mentie, felowed by, 2 g ‘sdmiiserd, by
intavitcalievion once every 8 wes!

er embodiments of the present ivention will become
npmmm from a review of the ensuing detailed description

BRIEF DESCRIPTION OF THE FIGURE

‘The FIGURE shows an exemplary dosing regimen of the
present invention. In this regimen, a single “initial dose” of
VEGF antagonist (“VEGFT") is administered at the begin-
ning of the treatment regimen (ie. at “weck 07), two
“secondary doses” are administered at weeks 4 and 8
respectively, and at least six “tertiary doses” are adminis-
tered once every 8 weeks thereafier, .., 1t weeks 16, 24,32,
40, 48, 36, eic.).

DETAILED DESCRIPTION

ibed, it is to be
mited 10 particular

Before the present fnvention is des
understood that this invention is not

The methods of the present invention can be used to treat
any angiogenic eye disorder, including, e.g., age related
macular degeneration, diabetic retinopathy, diabetic macular
edema, central retinal vein occlusion, corneal neovascular-
1zation, etc.

REGENERON

PO’s Sur-Reply, Paper 45 at 7-8; Ex.1001, 2:25-29
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Ground 1: Petitioner’s References Do Not
Render All Exclusion Criteria Obvious
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Ground 1: Petitioner’s References

Dixon Ex.1006

CATT Ex.1031

MACTEL Exs.1032-33

PIER Ex.1034

Expert
Opinion

Itroduction

,WNA
£
H

Expert opinion

informa

healthcare

Drug Evaluation

VEGF Trap-Eye for the treatment
of neovascular age-related
macular degeneration

James A Dixon, Scote CN Ofive Jefey L Olson & Narsh Mandava

1675 Norhdurrs o, PO B 6510, Ml S F-731, A, CO 80045250, USA

Background: Age-related macular degeneration (AMD) affects > 1 million
individuals worldwide. Although 90% of patients with AMD have the dry
form, neovascular AMD accounts for the vast majorlty of patients who
dovelop legal bndness. Until recenty, fow treatmant options existed for
treatment of neovascular AMD. The advent of anti-VEGF therapy has sig-
nificantly improved the safe and effectivo traatment of neovascular AMD.
n 2ddition to two ant-VEGF arugs currently n widespread use, ranlblzumab

nd bevacizumab, a number of medications that interrupt anglogenas’s are

AMD. Methods: Literature review. Resultsiconclusion: VEG Trap-Eye is @

ovel anthVEG therapy, with Phase I and I tial data indicating saety, toler-

ability and fficacy for the treatmant of neovascular AMD. Two Phaso i cini-

cal trals (VIEW-1 and VIEW-2) comparing VEG Trap-£ye 1o ranibizumab are
il provide vital

of this arug.

Keyworde e, AMD, sngogsocs,sorsesbiion, VEGH VEGE s, VECH Tap

Exer Opn. i, Drgs (2009) (10115731580

1. Introduction

el s dprcion (PMD) bt 175 il e n e
US and i is estimated that by 2020 this number will incease 10 s 3 illion 1.

oo AND e d o 16 g Yl vt

ity of paticnts sufing from AMD have che dy form, ~ 80 — 9096 of pasents i
deelop severe vision loss have the neovascla or wet fom of the discase 1. Uncl

o, bl chorsil oo ) s el
sidelines from the Macubr Photocosgulaion

e e s sxting of subfovel disase, was Unatisfictony for
& pumber o s, ncini the ke benci i il sbllzion and he
High ik of inducing centel vision deficis 1. Treatment outcomes improved with

e ol of o gy (P whi il pesensiing

dye While more eficacious than preious

esments, it e t0 cperi-

ence . decline in viual acity (10 and the treatment was of quesionable cost

efctivenss 1,
The

development of sgents that inkibit VEGE hus lurgely
supplanted these previous rcatmens. The pathogenesis of CNV in the seting of

7

‘Samsung Biosis Exhit 1006
Page !

CATT PATIENT ELIGIBILITY CRITERIA

Inclusion Criteria

All patients smust meet the followving eriteria for entry info the CATT: Lucentis-Avastin Trial

- Signed informed consent form
o Age 50 years of cither gender
« Women must be postmenopausal for at least 12 months prior o trial entry. or
surgically steile. If of child bearing potential,  serum pregnancy fest with a
negative result must be obiained within 14 days prior fo the first ireatment
Women of child bearing potential must be practicing <ffestive contraception
implemented during the trial and for at least 60 days following the last dose of
study medication.

« No condition that precludes follow-up for

+ No contmaindication to intraviteal njection of Lucentis® or Avastin® as specified
in the exclusion criteria below

Eligibility criteria for study eyes
the CATT: L Trial:

Study eyes must 2 crteria for

Newly diagnosed. angiographically documented, previously uatreated, active
CNV lesion (ic., leakage on fluorescein angiography AND subretinal
intrarctinal, or sub-RPE fluid on OCT) secondary o age-related macular
degeneration.

Best cormected visual acuity in the study cye, using c-ETDRS testing. between
20725 and 201320 (Snellen equivalent). inclusive.

Only one eye will be enrolled in the Study. IF both eyes are ligible,

the patient and study ophthalmologist will sclect the ey for entry.

or sequela of the CNV (ic., pigment epithelium detachment, subretinal
‘hemorrhage. blocked fluorcscence. macular cdema. or subretinal sub-
RPE o intraretinal fluid) must involve the center of the fovea

o The total area of fibrosis must comprise less than 50% of the total lesi
« =1 drusen (>63 microns) in either eye OR late AMD in fellow eye

= o previous treatment for CNV in the study cye

Clear ocular medin and adequate pupillary dilation to permit good quality fimdus

Dise and macula color stercoscapic photographs and fluorescein angiogram
within 7 days of randomization.

« OCT of the macula within 7 days of randomization.

3, 515 A0 History of Changes for St NCTODGE5E54

ClinicalTrials.gov archive

History of Changes for Study: NCTO0GBS05¢

e ———— 100 0 0 Page 5

Samsung Bloepis ot 1031
Pages

REGENERON

The Wayback Mcine - S
ClinicalTrials.gov E—

Fuil Text View ||| Tabular View No Study

Ranibizumab Injections to Treat Macular Telangiectasia Without New Blood Vessel
Growth

This study is currently recruiting participants.
Verfied by National Insiutes of Healh Ciinical Center (CC), Aprl 2008

‘sponsored by: | National Eve Institute (NEI)
Information provided by: | National Institutes of Health Clinical Center (CC)

ClinicarTrials.gov Identtier: | NCT00685854

> Purpose
ek S
o s
) 26 g vt e diease
v St
pecpe o
i o o S han 204

Paricpants undergo the flloving procedures:

over 12 weeks.
P!

Injection fo prevent infection

 History and physical examination.

acury. For

retina are also aken.

Muorescein or

o Preg
ranibizumab iecton

[ rarotnsa o msanss =

‘Drug Information avaiable for: Ranibizumab
LS FDA Resources

Stugy Type: _ Interventional
‘Study Design: Treatment, Non-Randomized, Open Label, Unconirolled Single Group Assignment, Safety/Effcacy Study

Offcial - Piot Study of Inravirea Injection of Macua
(MACTEL2)

‘Samsung Bospis Exio 1053
Page 1

Randomized, Double-Masked, Sham-Controlled Trial of
Ranibizumab for Neovascular Age-related Macular
Degeneration: PIER Study Year 1

CARL D. REGILLO, DAVID M. BROWN, PREMA ABRAHAM, HUIBIN YUE, TSONTCHO IANCHULEY,
SUSAN SCHNEIDER, AND NAVEED SHAMS, ON BEHALF OF THE PIER STUDY GROUP
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eovaseu 4 recombinant, humsnized, monoclo-
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classic CNV lsio seovascuaiaton (CNV) seconday o ag et mac
~eTHoDS. Paens were randomizad 11+ 10 03 mg | I dgenrtion (AMD). I the v v phe 1
enibizunab (o = 60, 05 g rnbicuma (o = 61, o | wl-che MARINA Sudy I mlwﬂb with minimally
s = 6) it g T ey y ffcacy | clasicoroccult with oo clasic CNV and the ANCHOR
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METHODS
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Ground 1: Petitioner’s References for EC3

CATT Ex.1031 MACTEL Exs.1032-33

22, 550 sy of Crangs for S NCTODGBSES!
CATT PATIENT ELIGIBILITY CRITERIA Y ——.
Inctsion Criteria ClinicalTrials.gov archive
Al patieats st meet the following crteria for entry inta the CATT: Lucentis-Avastin Trial Historyof Changes fo Study: NCTOUGHS8S
« Signed informed conséat form i
RO
« Age 50 years of cither gender
+ Women amust be postmenopmusal for a least 12 months prior 1o trial eaty. or e e o g
surgically sterile. If of child bearing potential. a serum pregnancy test with a S S i I
negative result must be obtained within 14 days prior to the first freatment. s
Women of ehild bearing potential must be practicing cffestive contraception o A R
implemented during the tial and for at least 60 days following the last dose of " ‘
study medication. o v e e S e v sy e s e
+ No condition that precludes follow-up fo P ——
« No consindication to intraviteal njection of Lucentis” or Avastn® as specified st -,
in the exclusion criteia belory
i e The Wayback Machine - Toosssss
ity criteria for study eyes
R o ClinicalTrials.gov LR T T
Study eyes must g citeia for the CATT: L Tial: Rasblod bl bl AL Search
« Newly disguosed. angiographically documented, previously wntreated. active
ONV lesion (ie. leskage on fluorescein angiogphy AND subretina, e Test e o s
intrarctinal. or sub-RPE fluid on OCT) sccondary to age-rclated macular e
degencration
o Bestetmésted-visuil sty ishe sy eve, uiing <HTDRS pefing betwesiy Ranibizumab Injections to Treat Macu‘lzar 'Cilra‘ngleclasla Without New Blood Vessel
20125 and 201320 (Snellen equivaleat), inchusive ot
Only one eye will be cnrolled in the Study. If both eyes are cligible, This study i currently recruiting participants.
he patient aad study ophthalmologist will sclec the ey for enty. Verified by Nationalinsiues of Healt Cinical Center (CC), Apr 2008
« The NV or sequela of the € pigment epithelium detachment, subretinal Sronseaty | National Evo Inatitute (NE
or sub-RPE hemorrhage, blocked fluorescence, macular edema, or subretinal sub- L £ National By )
RPE or intraretinal fluid) must involve the center of the fovea information provided by: | National Instutes of Health Clinical Center (CC)
« The total area of fibrosis must comprise less than 50% of the total lesi CilnloalTnais gov dentifer: | NCT00685854
« 21 drusen (63 microns) in cither eye OR late AMD in fellow eye
+ o previous treatmeat for CNV in the srudy eye B Purpose
* Clear oculr medinad adequae pupillay diion t pemit good qualy s s sty sl
imagmg ases astocialed
« Disc and macula color stercoscopic photographs and fluorescein angiogram (VEGF) EGF aug nal eye disease,
within 7 days of randomization. o SR
o People von
+ OCT of the macula within 7 days of randomization. e s !
Partcpants undergo the folwing procedures:
. over 12 weeks.
plo 1 year
nfection foprevent niecton
et [T T o e e
Samung Bosps inon 1031 H
e acuy. For
e
_— Tetina ar a0 aken.
Tuorescein or
« Preg
fanibizumab necton
[Focar Tongciasa [orus Fantzama Traer |
‘Diug nfomation avaiablefor: Ranibzumab
S FDAResources
Sty Type: _ nerventonal
Stucy Design: Trealment, Non-Randomized, Open Label, Uncontalie, Sigie Group Assignment, Safety/Effcacy Sty
OffcialTe: Pt Stay of Inavtreal Injecton of Macuiar Teangy
ACTEL')
Samsung Soepis Exit 1033
Page 1
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Ground 1: Petitioner’s References for EC3

CATT Ex.1031

MACTEL Exs.10

32-33

CATT PATIENT ELIGIBILITY CRITERIA|

rteria for entry into the CATT: Lucentis-Avastin Triak:

Eligibility criteria for study eves

ity of Changes for Suay: NCTIOg85a54

Wistory of Changes for Study: NCTO0685054

Table 1

EC3

‘The Wayback Machine

ClinicalTrials gov

Search

Ranibizumab Injections to Treat Macular Telangiectasia Without New Blood Vessel
Growth

This study is currently recruiting participants.

Veriied by National Instutes of Healtn Cinical Center

(CC), Apni 2008

‘sponsored by: | National Eye Institute (NEI)

Information provided by: | National Institutes of Health Clinical Center (CC)

ClinicaiTnals.gov Identiner: | NCT00685854

» Purpose
telangiec Sucn
are soon cated
(VEGH) IVEGF dng
Gegeneraton, wih
people bom ae
may be el for s study. They mus have Vison beier an 201400 i the Study eye.
Particpants undergo e folowing procectres
. iimes over 12 weeks.
po 1 year
necion to prevent nfecton
attne e e weeks afer te
© History and physical examination
acuty. Sujects St
Telina ae ako aken.
heayeasit
« Pregnancy test
anDzumAD eclion
[Mocier s [ i =
‘Druq nfomaton avaable for. Ranbizumat
S FDAResources
Study Type:  iterventonal
Study Design: Treament |, Open Label, Uncontrole,
Offca Tite: ot Stuc Macuar
(MACTELD)
Samsung Boepis xhibt 1033
Paget

Exclusion Criteria Recited in
Independent Claims

Prior Art Exclusion Criteria for Anti-
VEGF Intravitreal Injections Relied
on by Petitioner

*(3) any ecular or periocular infection
within the last 2 weeks prior to
treatment”™ — ie. a recenf infection
anywhere on/in or suwrrounding the eye
Id.

“History within the past 30 days of a
chronic ocular or periocular infection
(including any history of ocular herpes
zoster)” and “[c]urrent acute ocular or
periocular infection.” Exs. 1032-33.
MACTEL Study.

“Active or recent (within 4 weeks)
intraocular inflammation (grade trace
or below) in the study eye.” Ex. 1031,

CATT Study.

REGENERON

DEMONSTRATIVE EXHIBIT — NOT EVIDENCE

IPR Petition for '681 Patent, Paper 2 at 43, Table 1;

See also Ex.1002 (Chaum Decl.) at 133;

Ex2384 (Chaum Tr.) at 199:15-21, 201:22-202:12
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Petitioner’s MACTEL References Are Inconsistent and Unreliable

MACTEL Ex.1032 MACTEL Ex.1033
e, — T o e eneeneool NCT00685854

ClinicalTrials.gov archive

A service of the U.S. Nationa Insttutes o Heath

NCIOOBASERL | s T e Ranibizumab Injections to Treat Macu(i;ur ':t:tlﬁngiectasia Without New Blood Vessel
ro

TETCg DY TCaOr o ToToes O TTeaTt CrCa Cemer
- ot "Campare 106 i companonanashow e aerences.

- Sekct o sy versons o compare. On e o cotunes A48

Sponsored by: | National Eye Institute (NEI),

- v e ent stat Information provided by: | National Institutes of Health Clinical Center (CC)
oty s reons s Sxpipes 0 66

ClinicalTrials.gov Identifier: [ NCT00685854

Pilot Study of Intravitreal Injection of Ranibizumab for Macular Telangiectasia With Neovascularization (MACTEL 2) B Purpose

his study wil examine whether the drug ranibizumab (Lucents) can help prevent vision loss in people with macular
telangiectasia, a condition in which new blood vessels grow in the retina at the back of the eye and can leak. Such

T g changes in blood vessels are seen in other diseases associated with changes in a body chemical called vascuiar
endothelial growth factor (VEGF). Ranibizumab is an anti-VEGF drug that is effective in treating another eye disease.

CI: 24 2508 Sy Cesrpton, ey S 3 5y errcsion ‘age-related macular degeneration, with similar changes in eye blood vessels.

) AR et S A, People 18 years of age and older with macular telangiectasia in both eyes with no new blood vessel growth in either eye

— may be eligible for this study. They must have vision better than 20/400 in the study eye.

g Participants undergo the following procedures:

e - Ranibizumab injections in the study eye at least four times over 12 weeks. Depending on the response to treatment
© and the side effects, additional injections may be given every 4 weeks for up o 1 year. The ey is numbed before:

> the injection and the eye area is cleaned with an antiseptic. Antibiotic drops are used for 3 days following the
injection to prevent infection.
B ey Oesig s 50y e
v o o s 200 swey s + Evaluations before starting treatment, at the time of each injection, and 8 weeks after the last treatment

e o History and physical examination.

o Eye examination with dilation, microperimetry and photography: The eye examination measures visual

° aculy, eye pressure and eye movements. For the microperimetry test, Subjects Sitn front of a computer
B— screen and press a bution when they see a light on the Screen. Measurements and photographs of the

BN ey retina are also taken.

o Fluorescein and indocyanine green angiography to examine the blood vessels in the eye: A dye called

. R e T —— — fluorescein or indocyanine green s injected info a vein in the arm. The dye travels through the veins to the

2 e bl e blood vessels in the eyes. A camera takes pictures of the dye as it flows through the blood vessels.

EXCLUSION CRITERIA: EXCLUSION CRITERIA:

st

w0 o ssummaromg Rewsss s oue s

" e Participant has neovascularization in either eye. » Participant has neovascularization in either eye.
Official Title: (lel‘:‘ S‘m;zﬂ’f Intravitreal Injection of i for Macular th:;m

PO’s Response, Paper 26 at 32-33, 34-35
REGENERON DEMONSTRATIVE EXHIBIT — NOT EVIDENCE 18



MACTEL Is Not a Reliable Source

Petitioner’s expert was unfamiliar with the contents of Exs.1032 and 1033

* Incorrectly believed Ex.1032 to be directed to a
study of a different a patient population than Ex.1033

Ex.2384 at 220:15-221:25

* Relied on an admittedly incorrect heading to
conclude that Ex.1032 would treat patients with
neovascularization Ex.2384 at 221:14-222:25

* Did not independently locate Ex.1032 or Ex.1033

Ex.2384 at 222:25-223:23

Dr. Edward Chaum - Did not compare Ex.1032 or Ex.1033 with the
Petitioner’s Expert MACTEL study protocol or MACTEL publication

Ex.2384 at 222:25-223:23

PO’s Response, Paper 26 at 32-33, 34-35
REGENERON DEMONSTRATIVE EXHIBIT — NOT EVIDENCE



CATT Is Not a Reliable Source

Ex.1031 (“CATT")

CATT PATIENT ELIGIBILITY CRITERIA

Inclusion Criteria

All patients must meet the following criteria for entry into the CATT; Lucentis-Avastin Trial:

& Signed informed consent form
o  Age > 50 years of either gender

* Women must be postmenopausal for at least 12 months prior to trial entry, or
surgically sterile. If of child bearing potential. a serum pregnancy test with a
negative result must be obtamed within 14 days prior to the first treatment.
Women of clild bearing potential must be practicing effective contraception
miplemented during the trial and for at least 60 days following the last dose of
study medicaton.

+ No condition that precludes follow-up for 2 years,

e

« Unauthenticated excerpt from unknown source document

» Pulled by counsel from UPenn website on the mistaken belief that
UPenn was a study sponsor

« Unknown: author, source document, draft or final, complete or
incomplete

PO’s Response, Paper 26 at 35-38 (citing Ex.2384 at 189:10-190:3, 198:16-199:6, 199:7-14)

REGENERON DEMONSTRATIVE EXHIBIT — NOT EVIDENCE 20



CATT Is Not a Reliable Source

Petitioner’s expert could not authenticate Ex.1031

Dr. Edward Chaum

Petitioner’s Expert

REGENERON

Testified incorrectly (Ex.1002 at [ 101) that University
of Pennsylvania—the source of Ex.1031—was the
CATT study sponsor Ex2384 at 199:7-14

e Did not know who authored or created Ex.1031

Ex.2384 at 189:10-15

* Did not know if Ex.1031 actually came from the CATT
StUdy protocol Ex.2384 at 198:16-199:3

* Did not know whether Ex.1031 was a draft or final
version Ex.2384 at 189:20-22

 Did nothing to verify whether Ex.1031 was a complete
listing of CATT exclusion criteria Ex.2384 at 189:16-190:3;

198:16-199:6

DEMONSTRATIVE EXHIBIT — NOT EVIDENCE PO’s Response, Paper 26 at 35

21



MACTEL and CATT Are Not Sources that the POSA Would Have
Consulted

Ex.1032/Ex.1033 (“MACTEL") Ex.1031 (“CATT")

B2, 515 AM History of Changes for Study’ NCT00585854 ] |
BB .. Mationai Libeary of Madicin
ClinicalTrials.gov archive CATT PATIENT ELIGIBILITY CRITERIA
History of Changes for STudy: NCT00685854 Inclusion Criteria
Pilat Study of Intravitreal Injection of Ranibi for Macular giectasia With N ization (MACTEL 2)

All patients must meet the following entenia for entry into the CATT; Lucentis-Avastin Trial:

»  Signed informed consen t form
*  Age > 50 years of emther gender

*» Women must be postmenopausal for at least 12 months prior to trial entry. or
surgically sterile. If of child bearing potential. a serum pregnancy test with a
negative result must be obtamed within 14 days prior to the first treatment
Women of child bearing potential must be practicing effective contraception
mmplemented during the trial and for at least 60 days following the last dose of
study medication.

+ No condition that precludes follow-up for 2 years

 The Exclusion Criteria of MACTEL and CATT were untested
« MACTEL was a prospective eight-subject study

« MACTEL planned to treat a rare and different (non-angiogenic) ocular
condition

REGENERON DEMONSTRATIVE EXHIBIT — NOT EVIDENCE PO’s Response, Paper 26 at 32-40; PO’s Sur-Reply, Paper 45 at 17-18 22



MACTEL Does Not Disclose or Teach EC3

EXCLUSION CRITERIA:

= History within the past 30 days of a chronic ocular or periocular infection (including any history of ocular herpes zoster).
= Current acute ocular or periocular infection.

Ex.1032, 4 (‘MACTEL”)

wherein exclusion criteria for the patient include all of:
(1) active intraocular inflammation;
(2) active ocular or periocular infection:

(3) any ocular or periocular infection within the last 2
weeks prior to treatment.

Ex.1001, Claim 1

REGENERON DEMONSTRATIVE EXHIBIT— NOT EVIDENCE PO’s Response, Paper 26 at 45-48, 50-51; PO’s Sur-Reply, Paper 45 at 9-13 23



MACTEL: Chronic Infection Is Different from Non-Chronic

Infection

Dr. Diana Do
Patent Owner’s Expert

Dr. Edward Chaum

Petitioner’s Expert

“[Tlhe POSA would have understood that
a recent chronic infection was likely to
recur. ... This same concern of recurrence
would not be present in the case of an
acute infection that had resolved prior to
treatment.”

Q. ... You can have chronic infection, but you
can also have an infection that is not chronic,
correct?

A. Correct.
Ex.2384 at 266:19-22

Q. Are there any chronic ocular infections that
do not recur?

A. ldon’t know....
Ex.2384 at 251:3-20

Ex.2056 at{] 152;
PO’s Response, Paper 26 at 47-48

PO’s Response, Paper 26 at 48, FN29

REGENERON DEMONSTRATIVE EXHIBIT — NOT EVIDENCE 24




MACTEL: Exclusion of Current Acute Infection Does Not Teach
Exclusion of Prior Infection

Petitioner’s reading of MACTEL conflates current and resolved infection

EXCLUSION CRITERIA:

s History within the past 30 days of a chronic ocular or periocular infection (including any history of ocular herpes zoster).
e Current acute ocular or periocular infection.

Ex.1032, 4 (“MACTEL”)

Additionally excluding “acute™ infections would necessarily exclude
any other infections that had presented within the weeks immediately before

treatment (i.e. generally one to three weeks) whether resolved or ongoing through

treatment. Pet. 42-47; Ex.1002, 49141-149; Exs.1023-1024.

Petitioner's Reply, Paper 40 at 10-11

REGENERON DEMONSTRATIVE EXHIBIT — NOT EVIDENCE 25



MACTEL: Exclusion of Current Acute Infection Does Not Teach
Exclusion of Prior Infection

 The POSA can identify active infection on physical exam

* Neither MACTEL nor any other cited reference discloses exclusion of
historic infection that is acute (i.e., non-chronic)

« Rationale for excluding historic chronic infection does not apply to
historic acute infection

REGENERON DEMONSTRATIVE EXHIBIT — NOT EVIDENCE 26



CATT Does Not Disclose or Teach EC3

Exclusionary Concurrent Ocular Conditions

"~ e Active or recent (within 4 weeks) intraocular inflammation (grade trace or above) in
the study eye

Ex.1031, 6 (“CATT”)

wherein exclusion criteria for the patient include all of:

(1) active intraocular inflammation:

(2) active ocular or periocular infection;

(3) any ocular or periocular infection within the last 2
weeks prior to treatment.

Ex.1001, Claim 1

PO's R P 26 at 45-51; PO’ -Reply, Paper 4 -1
REGENERON DEMONSTRATIVE EXHIBIT — NOT EVIDENCE O's Response, Paper 26 at 45-51; PO's Sur-Reply, Paper 45 at 9-13 27



CATT: “Inflammation” and “Infection” Have Different Meanings in

the Art

Dr. Edward Chaum

Petitioner’s Expert

Dr. Diana Do
Patent Owner’s Expert

Q. [Inflammation and infection] are not
synonymous terms, correct?

A. They are not synonymous, no.

Ex.2384 at 215:6-7

» “[T]he rationale for excluding people with
historic intraocular inflammation is
different than the rationale for excluding
... ocular or periocular infection.”

Ex.2056 at {1 157

REGENERON DEMONSTRATIVE EXHIBIT — NOT EVIDENCE PO’s Response, Paper 26 at 49-50; PO’s Sur-Reply, Paper 45 at 11-12
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CATT: Excluding “Intraocular Inflammation” Does Not Inherently
Exclude “Ocular or Periocular Infection”

Dr. Edward Chaum

Petitioner’s Expert

Dr. Diana Do
Patent Owner’s Expert

Q. But there's also inflammation that is
not associated with infection, correct?

A. Yes.

Ex.2384 at 215:3-5;
See also, id. at 119:18-25

“Many common ocular infections do not
always have intraocular inflammation.”

Ex.1070 at 40:15-17

“[Pleriocular infection does not
manifest as intraocular inflammation.”

Ex.2056 at | 158

REGENERON

DEMONSTRATIVE EXHIBIT — NOT EVIDENCE

PO’s Response, Paper 26 at 49-50
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MACTEL and CATT Each Mandate Exclusion of Their Respective
Conditions for One Month

EXCLUSION CRITERIA:

» History within the past 30 days of a chronic ocular or periocular infection (including any history of ocular herpes zoster).

Ex.1032, 4 (‘MACTEL”)

Exclusionary Concurrent Ocular Conditions

" e Active or recent (within 4 weeks) intraocular inflammation (grade trace or above) in
the study eye

Ex.1031, 6 (“CATT”)

PO’s Response, Paper 26 at 40-41; PO’s Sur-Reply, Paper 45 at 14
REGENERON DEMONSTRATIVE EXHIBIT — NOT EVIDENCE 30



MACTEL and CATT Prohibited Treatment of Patients Eligible for
Treatment under the Challenged Claims

Dr. Edward Chaum

Petitioner’s Expert

REGENERON

Q. [T]he MacTel exclusion criteria told investigators, do not treat

A. That’s what the criteria says, yes.

Q. And if a MacTel investigator did reduce that 30-day exclusion

o »

patients having a history within the past 30 days of a chronic
ocular/periocular infection?

period, that would be a protocol violation, right?

Yes.
Ex.2384 at 253:16-24

[Tlhe CATT exclusion criteria told investigators, do not treat
patients having intraocular inflammation within the past four
weeks, right?

Within the past four weeks, yes.

And if an investigator reduced that four-week exclusion period of
CATT, that would be a protocol violation, correct?

Yes.
Ex.2384 at 212:24-213:13

DEMONSTRATIVE EXHIBIT — NOT EVIDENCE

See also Ex.2056 at ] 164; PO’s Response, Paper 26 at 41-44. 31



© %N

t‘\ Amneal v. Jazz, IPR2016-00546

Present IPR

All patients having had excluded conditions
within the last 4 weeks

Amneal
All patients taking CNS depressants

Patients taking Patients with ocular or
valproate (a CNS periocular infection that
depressant) resolved >2 weeks prior

Eligible
Treatment
Population

As Claimed

REGENERON DEMONSTRATIVE EXHIBIT = NOT EVIDENCE PO’s Response, Paper 26 at 42-44; PO’s Sur—reply, Paper 45 at 15-16. 32

Amneal Pharms. LLC v. Jazz Pharms. Ireland Ltd., IPR2016-00546,
2016 WL 5222883, *2, *7 (P.T.A.B. July 28, 2016).



Petitioner’s “Standard-of-Care” Theory Has No Support

Dr. Edward Chaum

Petitioner’s Expert

REGENERON

Q. Do you know if other practitioners exclude from treatment
patients who have had recent infections that are not active
and ongoing?

A. 1 don't know how they practice in that regard.

Ex.2384 at 140:2-6

Q. Do you know if your partners, in taking the medical
history, ask if their patients have had recent infection?

A. | don’t know what their technicians do.

Ex.2384 at 140:14-17

DEMONSTRATIVE EXHIBIT — NOT EVIDENCE PO’s Sur-reply, Paper 45 at 16-17.
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Petitioner’s “Standard-of-Care” Theory Has No Support

Dr. Edward Chaum

Petitioner’s Expert

REGENERON

Q. ...You've cited a bunch of publications for the proposition
that endophthalmitis was the most feared complication of
injection?

A. Yes.

Ex.2384 at 142:13-16

Q. None of those publications cite a concern about injecting
for a recent as opposed to active infection; is that correct?

* % *

A. | would have to review those.

Ex.2384 at 142:23-143:2 (objection omitted)

DEMONSTRATIVE EXHIBIT — NOT EVIDENCE PO’s Sur-reply, Paper 45 at 16-17.
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None discloses Petitioner’s alleged “standard of care”

Dixon Ex.1006

PIER Ex.1034

Ex.2109

Petitioner’s Additional References
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References cited in Petitioner's Reply, Paper 40 at 16; see also PO’s Sur-reply, Paper 45 at 16-17.
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Petitioner’s Additional References

None discloses Petitioner’s alleged “standard of care”

Ex.1059 (Jager) Ex.1040 (Jaffe) Ex.1041
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