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’069 Patent: Anticipation Grounds 1-3

- The dosing regimen disclosures of Dixon, Heier-2009, and Regeneron
April 2009 Press Release are undisputed.

- E.g., Dixon (Ground 2) discloses the VEGF Trap-Eye CLEAR-IT-2 trial: PRN dosing after 4
monthly loading doses (i.e., an initial dose and one or more secondary doses)

« Heier-2009 (Ground 1)
discloses the same trial and
regimen (Ex.1020)

(IPR2021-00880, Paper 1, 32-36, 45-50)

RIVIMS DEMONSTRATIVE EXHIBIT — NOT EVIDENCE 2

LIFE SCIENCE LAW
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2.62 Phase li -  Dngkwurion
CLEAR-IT-2 trial (451 was a prospective, randomized, xpert [rCion il cqmen
muld-center, controlled dose- and interval-ranging Phase 1T |
trial in which 157 patients were randomized to tive dose f.
groups and treated with VEGF Trap-Eye in one eye. The
mean age of the group was 78.2 years and all angiographic
subtypes of CNV were represented at baseline. The mean
ETDRS BCVA in letters at baseline was 56. Two groups
received monthly doses of either 0.5 or 2.0 mg for 12 weeks

(at weeks 0, 4, 8 and 12) and three groups received quar-

terlly doses of either 0.5, 2.0 or 4.0 mg for 12 weeks

(at weeks 0 and 12). Fellowing this fixed dosing period,
patients were treated with the same dose of VEGF Trap-Eye

on a p.t.n. basis. Criteria for re-dosing included an increase in yma
central retinal thickness of = 100 pm by OCT; a loss of 2 5 ©
ETDRS letters in conjunction with recurrent fluid by OCT,
persistent fluid as indicated by OCT, new onset classic neo-
w.;culanza.l:hlzr:: new or persistent leak on FA or new macular Ex.1006, Dixon, 1576
subretinal hemorrhage.

Mylan Exhibit 1006
Mylan v. Regeneron, IPR2021-00880
Page 1




’069 Patent: Anticipation Grounds 1-3

The dosing regimen disclosures of Dixon, Heier-
2009, and Regeneron April 2009 Press Release
are undisputed.

- The Press Release discloses the VEGF Trap-Eye Phase 3 CRVO
trials - PRN dosing after six monthly loading doses (i.e., an REGENERON
initial dose and one or more secondary doses) S
(IPR2021-00880, Paper 1, 45-53)

Program for VEGF Trap. Retnat Prase3

About the Phase 3 CRVO Program

In the Phase 3 CRVO program for VEGF Trap-Eye, Regeneron and Bayer HealthCare will conduct two identical multinational clinical studies:
COPERNICUS (COntrolled Phase 3 Evaluation of Repeated iNtravitreal administration of VEGF Trap-Eye In Central retinal vein occlusion: Utility and £
Safety) will be led by Regeneron and GALILEO {General Assessment Limiting InfiLtration of Exudates in central retinal vein Occlusion with VEGF
Trap-Eye) will be led by Bayer HealthCare. Enrollment will be initiated later in 2009.

Patients in both studies will receive 6 monthly intravitreal injections of either VEGF Trap-Eye at a dose of 2 milligrams (mg) or sham control injections. =
The primary endpoint of both studies is improvement in visual acuity versus baseline after 6 months of treatment. At the end of the initial 6 months, all &
patients will be dosed on a PRN (as needed) basis for another 6 months. All patients will be eligible for rescue laser treatment.

Mylan Exhibit 1028
Mylan v. Regeneron, IPR2021-00880
Page 1

Ex.1028, Regeneron (30-April-2009)

RIVIMS DEMONSTRATIVE EXHIBIT — NOT EVIDENCE
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’069 Patent: Anticipation Grounds 1-3

- Thus, Petitioner’s asserted
references cover each and What is claimed is:
every limitation of the claims

- Itis undisputed that the references
disclose the dosing regimen steps
and the molecule, VEGF Trap-Eye,
also known as aflibercept

[ETT

US 9.669.069 B2
“dun. 6, 2017

- The sole dispute over Petitioner’s
anticipation grounds is over the

sequence element wherein the VEGF antagonist is a receptor-based chime-
ric molecule comprising (1) a VEGFR] component
(IPR2021-00880, Paper 68, 25-36) comprising amino heids %7(1-.5. 129 of SEQ ID NOw: @)
a VEGFR2 component comprising amino acids 130-
231 of SEQ ID NO:2; and (3) a multimerization
component comprising amino acids 232-457 of SEQ
ID NO:2.

5 HE G
Pk B
iz i

Mylan Exhibit 1001
Mylan v. Regeneron, IPR2021-00880
Page 1

Ex.1001, ‘069 patent, claim 1

RIVIMS DEMONSTRATIVE EXHIBIT — NOT EVIDENCE
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’338 and 069 Patents: The claimed molecule

- Claim 1 of each patent sets forth the

sequence of VEGF Trap-Eye/aflibercept
(IPR2021-00880, Paper 1, 45-50; IPR2021-00881, Paper 1, 39-44)

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 VEGE antagonist,  mmwmmmn
followed by one or more secondary doses of the VEGF oo
antagonist, followed by one or more tertiary doses of the [~
VEGF antagonist;
wherein each secondary dose 1s 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 VEGE receptor-based
chimeric molecule comprising (1) a VEGFR1 compo-
nent comprising amino acids 27 o 129 of SEQ D NO:2;
(2) a VEGFR2 component comprising amino acids 130-
231 of SEQ ID NO:2: and (3) a multimerization com-
ponent comprising amino acids 232-4570f SEQ 1D

1. A method for treating an angiogenic eve disorder in a
patient, said method comprising sequentially administering |
to the patient a single initial dose of a VEGI antagonist, (T
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 on an as-
needed/pro re nata (PRN) basis, based on visual and/or
anatomical outcomes as assessed by a physician or
other qualified medical professional:
wherein the VEGF antagonist is a receptor-based chime-
ric molecule compnsing (1) a VEGFR] component
comprising amino acids 27 to 129 of SEQ 1D NO:2: (2)
a VEGFRZ component comprising amine acids 130-

NO:2. 231 of SEQ ID NO:2; and (3) a multimerization
1 component comprising amino acids 232-457 of SEQ
ID NO:2.
Ex.1001, ‘338 patent, claim 1 Ex.1001, ‘069 patent, claim 1
RVIMS DEMONSTRATIVE EXHIBIT — NOT EVIDENCE 5
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’338 and 069 Patents: The claimed molecule

- No confusion among

POSAs
Background: Age-related macular degeneration (AMD) affects > 14 millien L
- Dixon discloses the use of individuals worldwide. Although 90% of patients with AMD have the dry —
. . form, neovascular AMD accounts for the vast majority of patients Who g rrap-gye for the treatment
VEGF Trap-Eye/afliberceptin | 0 o piindness, Wl recently, few treatment options existed for Meovscr agereiated
AMD treatment of neovascular AMD. The advent of anti-VEGF therapy has sig- Bomoomnnomsy
nificantly improved the safe and effective treatment of neovascular AMD. &
In addition to two anti-VEGF drugs currently in widespread use, ranibizumab
and bevacizumab, a number of medications that interrupt angiogenesis are
currently under investigation. One promising new drug is aflibercept (VEGF
Trap-Eye), a fusion protein that blocks all isoforms of VEGF-A and placental ‘
growth factors-1 and -2. Objective: To review the current literature and clini- ¢
cal trial data regarding VEGF Trap-Eye for the treatment of neovascular |
AMD. Methods: Literature review. Resultsiconclusion: VEGF Trap-Eye is a
novel anti-VEGF therapy, with Phase | and Il trial data indicating safety, toler- |
ability and efficacy for the treatment of neovascular AMD. Two Phase Il clini-
cal trials (VIEW-1 and VIEW-2) comparing VEGF Trap-Eye to ranibizumab are
currently continuing and will provide vital insight into the clinical applicability ¥

e these

TYEEEE

FIETE

of this drug. ‘ _
(IPR2021-00880, Paper 1, 26-34, 54-58; Paper 56, 10-15) i et o 5
(IPR2021-00881, Paper 1, 23, 39-44; Paper 61, 23-27) Ex.1006. Dixon. 1573
RIVIMS DEMONSTRATIVE EXHIBIT — NOT EVIDENCE
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’338 and 069 Patents: The claimed molecule

- No confusion among POSAs
- Adis discloses the use of VEGF Trap-Eye/aflibercept in AMD

A

Aflibercept is a fully human recombinant fusion protein composed of the
second Ig domain of VEGFR1 and the third Ig domain of VEGFR2, fused to the
Fc region of human IgG1. Aflibercept is in clinical development with Regeneron
Pharmaceuticals and sanofi-aventis for the treatment of cancer, while Regeneron
and Bayer are developing the agent for eye disorders. Aflibercept binds to all
VEGF-A isoforms as well as placental growth factor (PIGF), thereby preventing
these factors from stimulating angiogenesis. Blockade of VEGF can also prevent
blood vessel formation and vasuclar leakage associated with wet age-related

= — — - - — I's proprieta-
trap) certain

Table |. Features and properties

CAS number 862111-32-8

WHO ATC code A10X (Other Drugs Used in Diabetes)
S01X (Other Ophthalmologicals)
LO1 (Antineoplastic Agents)

EphMRA ATC code A10X (Other Drugs Used in Diabetes)

S1X (Other Ophthalmologicals)
L1 (Antineoplastics)

w

Originator Regeneron Pharmaceuticals: USA
Licensee companies Bayer HealthCare: world; sanofi-aventis: world
Highest development phase Phase Il (World)

(IPR2021-00880, Paper 1, 26-34, 54-58; Paper 56, 10-15)
(IPR2021-00881, Paper 1, 23, 39-44; Paper 61, 23-28)

ADIs R&D PROFILE

Aflibercept

AVE 0005, AVE 005, AVE0005, VEGF Trap — Regeneron,
VEGF Trap (R1R2), VEGF Trap-Eye

Abstract

Mylan Exhibit 1007
Mylan v. Regeneron, IPR2021-00881
Page 1

Ex.1007, Adis, 261, 264

RIVIMS DEMONSTRATIVE EXHIBIT — NOT EVIDENCE
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’338 and 069 Patents: The claimed molecule

- No confusion among POSAs

- The aflibercept sequence was publicly available
(IPR2021-00880, Paper 1, 26-29, 38-39; Paper 56, 7-9, 13-15)
(IPR2021-00881, Paper 1, 24-25, 36-37; Paper 61, 22-28)

afiibarcoptum®

aflibarcapt des-432-lysine-[human vascular endothefial growth factor receplor
e e e e e
protein an vascular en ia or
2-(208-308)-peplide (containing Ig-like C2-type 3 domain fragment) NI @)L VAY R IO\
fusion protein with human immunoglobulin G1-(227 C-terminal = —= v
residues)-peplide (Fe fragmant)], (211-211"214-214)-bisdisulfide S S R S L e
dirmar

VHO DRUG

|

WHO Drug Information, Vol 20, No. 2, 2005 Proposed [NM: List 85 |

lll(IOSEE INP LI‘T 9

WORLD HEALTH ORGANIZATION + GENEVA

CanaHerpaMyisdOizeaS B45771-T8-0

Muaamer / Maonosses / Mandmero

SOTGRPFVEM YSEIFEIIRM TEQRELVIPC EVTSPHITVT LEKFPLOTLI #
POGERIIWDS REGFIISHAT YEELGLLTCE ATVHGHLYKT NYLTHROTNT (&
IIDVVLSPESH GIELEVGEKL VLHCTARTEL NVGIDFHMEY PSSKHOHKEL 130
VHROLETQSG SEMERFLSTL TIDGVTRSDQ GLYTCAASSG LMTKKHSTEV
FVAEKDETHT CPPCPAFELL GGPSVFLFFF KPEDTLMISR TPEVTCVWVD 1%
VESHEDPEVEEF WWIVDGVEVH HAKTKPREEQ YHSTYRVVEV LTVLHODWLE Moo
GEEYKCKVEN KALPAPIEKT ISKAKGQFRE POQVYTLPPSR DELTHNQVSL 1% Mylan Exhibit 1107

TCLVEGFYPS DIAVEWESNG QPERNYKTTF FVLOSDGSFF LYSKLTVDKS ex b s
REQOGHVTSC FVMHEALANH YTOKSLSLSF G ol
N perr e e Mo T ifiure ] Posicimuts de kot puemie diselorn Ex.1107, WHO 2006 Drug Info, 118-119

eI Dadd0d e ME Moal AT

RIVIMS DEMONSTRATIVE EXHIBIT — NOT EVIDENCE
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’338 and 069 Patents: The claimed molecule

- No confusion among POSAs

- The VEGF Trap-Eye/aflibercept sequence was available to interested POSAs

(IPR2021-00880, Paper 1, 26-29, 38-39;
Paper 56, 7-9, 13-15)

(IPR2021-00881, Paper 1, 24-25, 36-37;
Paper 61, 22-28)

/ Ex.1004, Holash, 11397

Herein we describe the engineering of an anti-VEGF agent, termed

VEGF-Trapgr: is a derivative of perhaps the
most potent VEGF binder known, VEGFR1. Soluble forms of
VEGFR1 suffer from poor pharmacokinetic properties, which
seem to correlate with their nonspecific interactions with extracel-
lular matrix. was engineered to have minimal
interactions with extracellular matrix, and this property apparently
accounts for its satisfying pharmacokinetic profile. The combina-

o

Ex.1008, 173 Patent, 1:48-52

and VEGFRIRZ-FcAClI(a). In a specific and
qdiment, the\ EGE trap is VEGFRIR2-FeAC
0 1 2« zipe) comprising the nucleotide
sequence set fo A 1D NO: 1 and the amino acid
sequence set forth mSLQ [y NO: 2, The invention comprises

Ex.1010, 758 Patent, 10:15-17

* FIG. 24A-24C. Nucleotide (SEQ ID NO:15) and deduced
amino acid sequence (SEQ 11D NO:16) of the modified Fltl
receptor termed VEGFRIR2-FeAC 1 (a).

fl\/lultiple VEGF Trap-Eye and aflibercept references refer back to Holash:

* Ex.2080, Heier (“VEGF Trap-Eye includes specific extracellular components of VEGF receptors 1
and 2 fused to the constant region (Fc) of IgG1,” and citing to, and presenting data from, Holash)

* Seealso, e.g., Ex.1119 (referencing aflibercept and citing Holash); Ex.1120 (same); Ex.1123

\_ (discussing VEGF Trap-Eye and citing Holash); Ex.1115, Gerritsen Reply Decl., 9] 36-56

~

)

RIVIMS
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DEMONSTRATIVE EXHIBIT — NOT EVIDENCE




’338 and 069 Patents: The claimed molecule

SEQ ID 2 (338 & 069) MYSYWDTGVLLEALLSCLLLTGSSSGSDTGRPFVEMYSEIPEIIHMTEGRELVIPCRYTS 60
Afibarcapt (WHO 2006) == - - === === 2e-ooomoaon SOTGRPFVEMYSEIPEIIHMTEGRELVIPCRVTS 34
° 758 SEQ 1D 16 MVSYWDTGYLLCALLSCLLLTGSSSGSDTGRAFVEMYSEIPEIIHMTEGRELVIPCRYTS &0
PY No confuslon among POSAS 955 SEQ ID 16 MY SYWDTEVLLCALLSCLLLTGSSSGSDTGRPFVEMYSEIPEIIHMTEGRELVIPCRVTS 60
B ) . SEQID 2 (338 B 069) PNITVTLKKFPLOTLIPOGKRIIWDSRKGFIISNATYKEIGLLTCEATVNGHLYKTNYLT 120
. 069 338 I d - Afibercept (WHO 2006)  PNITVTLKKFPLOTLIPOGKRIIWDSRKGFIISNATYKEIGLLTCEATVNGHLYKTNYLT o4
Ex'1122' / cilaime sequence 758 SEQ 1D 16 PNITVTLKKFPLDTLIPDGKRIIWDSRKGFIISNATYKEIGLLTCEATVNGHLYKTNYLT 120
. 2006 H D I f fl'b 959 SEQ IO 16 PNITVTLKKFPLOTLIPOGKRIIWDSRKGFIISNATYKEIGLLTCEATVNGHLYKTNYLT 120
. ) ) SEQ 1D 2 (338 8 069) HRQTNTIIDVVLSPSHGIELSWGEKLVLNCTARTELNVGIDFNWEYPSSKHQHKKLYNRD 180
Sequence (Ex.1107) = prlor art 758/ 959 Afbercept (WHO 2005) HRQTNTILIDVVLSPSHBIELSVGEKLVLNCTARTELNVGIDFHWEYPSSKHOHKKLYNRD 154
758 SEQ ID 16 HRQTNTIIDVVLSPSHGIELSVGEKLVLNCTARTELNVGIDFNWEYPSSKHQHKKLYNRD 180
. 959 SEQ 1D 16 HRQTNTIIDYVLSPSHGIELSYGEKLVLNCTARTELNVGIDFNWEYPSSKHQHKKLYNRD 180
Fig. 24 sequence of VEGFR1R2AC1(a) (SEQ
. SEQID 2 (338 & 069) LKTQSGSEMKKFLSTLTIDGVTRSDQGLYTCAASSCGLMTKKNSTFVRVHEKDKTHTCPPC 240
D N . EX. Afibercept (WHO 2006) LKTQSGSEMKKFLSTLTIOGYTRSDQGLYTCAASSGLUTKKNSTFVRVHEKOKTHTCPPC 214
758 SEQ ID 16 LKTQSGSEMKKFLSTLTIOGVTRSDQGLYTCAASSGLMTKKNSTFVRVHEKDKTHTCRRC 240
959 SEQ ID 16 LKTQSGSENKKFLSTLT[DG\I’TRSDQGLYTC#‘SSEL“TKKNSTFURV“EKDKTHTEPPC 240
SEQ ID 2 (338 B 069) PAPELLBGPSVFLFPPKPKDTLMISRTPEVTICYYVDVSHEDPEVKENWYVDGVEVHNAKT 300
S I Ex.1117 I. i th ’338 Afibercept (WHO 2006) PAPELLGEPSVELFPPKPKDTLNISRTPEVTCYVYDVSHEDPEVKFNWYVDEVEVHNAKT 274
ee a so’ e.g., x- a Ignlng e 758 SEQ 1D 16 PAPELLGGPSVFLFPPKPEKDTLMISRTPEVTICYYYDVEHEDPEVEENWYVDGVEVHNAKT 300
959 SEQ ID 16 PAPELLGGPSVFLFPPKPKDTLMISRTPEVTCYYVDVSHEDPEVKENWYVDGVEVHNAKT 100
. .
claimed sequence, the WHO aflibercept
SEQ ID 2 (338 & 069) KPREEQYNSTYRVVSVLTVLHQDWLNGKEYKCKVSNKALPAPIEKTISKAKGQPREPQVY 360
sequence and the ’173 atent SEQ ID NO-Z AfFbereept (WHO 2008) KPREEQYNSTYRVVSVLTVLHQDWLNGKEYKCKVSNKALPAPTEKTISKAKGQPREPOVY 33
) ) ° 758 SEQ ID 16 KPREEQYNSTYRVVSVLTVLHOQDWLNGKEYKCKVSNKALPAPIEKTISKAKGQPREPQVY 350
) 959 SEQ 10 16 KPREEQYNSTYRVVSVLTVLHQDWLNGKEYKCKVSNKALPAPIEKTISKAKGQPREPQVY 360
SEQ ID 2 (338 & 069) TLPPSRDELTKNQVSLTCGLYKGFYPSDIAVEWESNGQPENNYKTTPPYLDSDGESFFLYSK 420
(IPR2021_00880 Pa er 56 13_15) Afibarcept (WHO 2006) TLPPSRDELTKNQVSLTCLYKGFYPSDIAVEWESNGQPENNYKTTPPVLOSDEGSFFLYSK 394
’ p ’ 758 SEQ 1D 16 TLPPSRDELTKNQVSLTCLYKGFYPSDIAVEWESNGQPENNYKTTPPVLDSOGSFELYSK 420
959 SEQ ID 16 TLPPSRDELTKNQVSLTCLWKGFYPSDIAVEWESNGQPENNYKTTPPVLDSDGSFFLYSK 420
(IPR2021-00881, Paper 61, 27-28)
SEQ ID 2 (338 B 069} LTYDKSRWQQGHNVFSCSVMHEALHNHYTQKSLSLSPGE ase
Afibercept (WHO 2006) LTVDKSRWQQGNVFSCSVMHEALHNHYTQKSLSLSPG- 431
758 SEQ ID 16 LTVDKSRWOQGNVFSCSVMHEALHNHYTQKSLSLSPGE 458
959 SEQ ID 16 LTVOKSRWQQGNVFSCSVMHEALHNHYTQKSLSLSPGK 458

Ex.1122, Amino Acid Alignment (see also,
e.g., Ex.1024 (Nucleic Acid Alignment))

RIVIMS

DEMONSTRATIVE EXHIBIT — NOT EVIDENCE

LIFE SCIENCE LAW




’338 and 069 Patents: The claimed molecule

PROTECTIVE ORDER MATERIAL

- PO’s counter-arguments lack merit

¢ Dixon diSC|OS€S that VEGF Trap'Eye and Q. Do you still agree with your pre;fio;s testimony |
aflibercept have the llsame mOIECUIar that: "It is understood among biochemists that one can
Structure-” EX.1006, 1575 change an amino acid sequence of a protein by
. . ubstituting or chemically changing an existi idue, Bz w. xuismvov, F.D
. Any other trap species would have a different |*"°""" Y changing em existing residve Pu
. either way resulting in a new molecule"? i o
molecular structure from aflibercept o e o
(|PR2021_00880’ Paper 56’ 10_16) THE WITNESS: Yes, I agree with that statement. -
(IPR2021-00881, Paper 61, 23-27)| 5v e. weraveHLIxN: :
0. Do you also agree with the statement in the
first sentence of paragraph 83 that says: "Changing even o ——

i veritext com 888-391-3376

Mylan Exhibit 1108
Mylan v. Regeneron, IPR2021-00860
Page 1

one bond in such a complex molecule as a protein,
transforms it inteo a new molecular entity, with different
(sometimes drastically so) chemical structure and

properties"?

7O N, G e, e, 3 Ex.1108, Klibanov Tr., 32-35; 184:1-189:10
certainly agree with that. But, again, as I said before, EX,1103’ K“banov Dep, EX. 3’ 1]1-' 76’ 82-83

it has to be read in the context of the entire document,

as all other statements have to be.

RIVIMS DEMONSTRATIVE EXHIBIT — NOT EVIDENCE
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’338 and 069 Patents: The claimed molecule

- PO’s counter-arguments lack merit

RIVIMS

VEGF Trap-Eye not a genus

Dixon and Adis refer to the agent in the singular, and disclose it in

Phase 2 and Phase 3 clinical trials

Regeneron’s public disclosures make clear the ophtho and onco

products contained the same active ingredient (aflibercept)
(IPR2021-00880, Paper 56, 13-15; IPR2021-00881, Paper 61, 26-27)

1. Aflibercept (VEGF Trap) — Oncology

Aflibercept is a protein-based product candidate designed to bind all forms of Vascular Endothelial Growth Factor-A (called VEGF-A,

also known as Vascular Permeability Factor or VPF), VEGF-B and the related Placental Growth Factor (called PIGF), and prevent their B¥=

interaction with cell surface receptors. VEGF-A (and fo a less validated degree. VEGF-B and PIGF) is required for the growth of new

| blood vessels (a process known as angiogenesis) that are needed for fumors fo grow and is a potent regulator of vascular permeability and

2. VEGF Trap-Eye — Ophthalmologic Diseases

VEGF Trap-Eye is a specially purified and formulated form of VEGF Trap for use in intraocular applications. We and Baver
HealthCare are testing VEGF Trap-Eve in a Phase 3 program in patients with the neovascular form of age-related macular degeneration
(wet AMD). We and Bayer HealthCare also are conducting a Phase 2 study of VEGF Trap-Eye in patients with diabetic macular edema
(DME). Wet AMD and diabetic retinopathy (which includes DME) are two of the leading causes of adult blindness in the developed
world. In both conditions, severe visual loss is caused by a combination of retinal edema and neovascular proliferation. We and Bayer
HealthCare also initiated a Phase 3 program in Central Retinal Vein Occlusion (CRVO) in July 2009. In connection with the dosing of the
first patient in a Phase 3 study in CRVO, we received a $20.0 million milestone payment from Bayer HealthCare.

LIFE SCIENCE LAW

DEMONSTRATIVE EXHIBIT — NOT EVIDENCE

P s g e 2SS 00 0BT LSO Tregemeren 132 =

Mylan Exhibit 1021
Mylan v. Regeneron, IPR2021-D0880
Page 1

Ex.1021, 2009 10-Q, 18-19




’338 and 069 Patents: The claimed molecule

- PO’s counter-arguments lack merit

- Regeneron’s public disclosures make clear the ophtho and onco

products contained the same active ingredient (aflibercept) Angiogenesis

An Integrative Approzch From Science to Medicine

I E—
Abstract: The inhibition of angiogenesis is proving to be

. Ex_1113’ Rudge 2008 at 417-418: an effective strategy in treating diseases involving pathologi- |
cal angiogenesis such as cancer and ocular vaseular diseases, &

«“ ‘et
promising results...supported the Since its discovery in the 1980s, vascular endothelial cell

introduction O_f VEGF Trap into the | growth factor (VEGF) has been shown to play a vital role in B

L. both physiological and pathelogical angiogenesis, resulting in
clinic .f or treatment Of both wet the dEx-'glupmegm of nm*Eernus approaches to block VEGEF ﬁnd
AMD and diabetic macular WEGF signaling, ranging from small molecule tyrosine kinase
. i inhibitors to protein-based and RNA-based therapeutic
edema, using a version of VEGF candidates. VEGF Trap is one such protein-based agent that
has been engineered to bind and sequester VEGF, as well as

Springer

Mylan Exhibit 1113
Mylan v. Regeneron, 1PR2021-00880
Page 1

ifically formul r
Trap Spec f cally f 0 i u a_tEd f o placental growth factor (PIGF), with high affinity. VEGF Trap
intra-ocular admlnlstratlon, has been shown to effectively inhibit pathological angiogen-
_ ” esis in numerous preclinical models of cancer and eye disease,
termed VEGF Trap Ey €. and is now being evaluated in clinical trials in several types of
(IPR2021-00880, Paper 56, 13-15) cancer, as well as the ‘wet’ or neovascular form of age-related

B B macular degeneration (AMD). This chapter will summarize
(IPR2021-00881, Paper 61, 26 n.13, 26-28) the basic biology of VEGF and the progress of the VEGF Trap

from the bench 1o the clinic.

RIVIMS DEMONSTRATIVE EXHIBIT — NOT EVIDENCE

LIFE SCIENCE LAW
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IPR2021-00880 - Ground 4

- PO Should Be Held To Its Prosecution Representations

“In accordance with a dosage regimen as claimed in independent claim 1”
(IPR2021-00880, Paper 56, 18-20)

The Heier et al. paper shows results of a treatment protocol of the type claimed on over 2,400

PRELIMINARY
AMENDMENT

patients. The studies summarized in the Heier et al. paper correspond to the clinical trials disclosed in

Example 4 of the present application which involve the use of the VEGF receptor-based chimeric

molecule known as aflibercept or "VEGF Trap."' The results clearly show that by administering the -

VEGF antagonist in accordance with a dosage regimen as claimed in independent claim 1, it is possible
to treat angiogenic eye disorders such as AMD while administering doses on a less frequent basis than
previously thought possible. This provides enormous benefits to patients. reduces health care cost,
Within the “Discussion™ section of the Heier et al. paper, it is noted that the treatment group
treated every two months achieved a visual acuity score within 0.3 letters of the group treated on a

monthly basis. See also the results summarized in Table 1, page 15, of the present application. Thus. it

is indicated that the treatment group which received the drug far less frequently than the monthly dosing yan S 1017

Mylan v. Regeneron, IPR2021-00880

arm achieved remarkably similar improvements without requiring the monthly monitoring and visits to

the health care provider. EX1017, ’069 PH, 136-137

RIVIMS DEMONSTRATIVE EXHIBIT — NOT EVIDENCE
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IPR2021-00880 - Ground 4

- Dixon Anticipates

- Dixon discloses VIEW’s second year of PRN dosing |
(IPR2021-00880, Paper 56, 20-21)

Expert VEGF Trap-Eye for the treatment

H of neovascular age-related
Opinion b

LOben

............

2.6.3 Phase Hi

A two part Phase 111 trial of VEGF Trap-Fye was initiated in
August of 2007. The first part, VIEW 1 (VEGF Trap:
Invesdgation of Efficacy and safety in Wet age-related macular
degeneration) (45 will enroll ~ 1200 patients with neovascu-
lar AMD in the US and Canada. This non-inferiority study
will evaluate the safety and cfficacy of intravitreal VEGF
Trap-Eye at doses of (.5 and 2.0 mg administered ar 4-week
dosing intervals and 2.0 mg at an 8 week dosing interval
(following three monthly doses), compared with 0.5 mg of 1
ranibizumab administered every 4 weeks. After the first year
of the study, patients will enter a second year of p.r.n. dosing i e e
evaluation. The VIEW 2 (47] study has a similar study design |

and is currently enrolling patients in Europe, Asia Pacific, | EX.1006, Dixon, 1576
Japan and Latin America. In both trials, the primary out-

come will be the proportion of patients who maintain vision

at week 52 (defined as a loss of = 15 ETDRS letters).

RIVIMS DEMONSTRATIVE EXHIBIT — NOT EVIDENCE
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IPR2021-00880 - Ground 4

- Dixon Renders Obvious

- 3 monthly loading doses + PRN maintenance |
(IPR2021-00880, Paper 56, 21-24) Drug Evluton

Expert VEGF Trap-Eye for the treatment

H of neovascular age-related
Opinion b

LOben

............

2.6.3 Phase Hi

A two part Phase 111 trial of VEGF Trap-Fye was initiated in
August of 2007. The first part, VIEW 1 (VEGF Trap:
Invesdgation of Efficacy and safety in Wet age-related macular
degeneration) (45 will enroll ~ 1200 patients with neovascu-
lar AMD in the US and Canada. This non-inferiority study
will evaluate the safety and cfficacy of intravitreal VEGF
Trap-Eye at doses of (.5 and 2.0 mg administered ar 4-week
dosing intervals and 2.0 mg at an 8 week dosing interval
(following three monthly doses), compared with 0.5 mg of 1
ranibizumab administered every 4 weeks. After the first year
of the study, patients will enter a second year of p.r.n. dosing i e e
evaluation. The VIEW 2 (47] study has a similar study design |

and is currently enrolling patients in Europe, Asia Pacific, | EX.1006, Dixon, 1576
Japan and Latin America. In both trials, the primary out-

come will be the proportion of patients who maintain vision

at week 52 (defined as a loss of = 15 ETDRS letters).

RIVIMS DEMONSTRATIVE EXHIBIT — NOT EVIDENCE

LIFE SCIENCE LAW




IPR2021-00880 - Ground 4

Dixon Renders Obvious

- Dixon sets forth motivation. ..

Drug Evaluation

(IPR2021-00880, Paper 56, 21-24, 25-31) Expert  VeceTpie for e smens

of neovascular age-related
OD"‘"O" macular degeneration

As previously mentioned, the MARINA (26) and the |
ANCHOR (27.28) trials examined the efficacy of ranibizumab |
when administered monthly. The time and financial burden
of monthly injections has led to the initiation of studies to
_examine the efficacy of alternative dosing schedules In the
Current treatment regimens with either ranibizumab or
bevacizumab now afford stabilization of vision in > 90%
of patients, with significant vision gain in one-third of all
patients treated. There have been no significant, proven
adverse systemic effects with the intraocular use of either
drug. However, limitations of current therapy include the
need for frequent intraocular injections, as often as
monthly, without a defined stopping point. Each injection
subjects patients to risks of cataract, intraocular inflamma- | Fx 1006, Dixon, 1574, 1577
ton, retinal detachment and endephthalmids. A signifi-
cant time and financial burden falls on patients during
their treatment course,

mforma

cccccc

Mylan Exhibit 1006
Mylan v. Regeneron, IPR2021-00880
Fage 1

RIVIMS DEMONSTRATIVE EXHIBIT — NOT EVIDENCE
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IPR2021-00880 - Ground 4

- Dixon Renders
Obvious

- Dixon provides
motivation and a
reasonable expectation
of success . ..

(IPR2021-00880, Paper 56, 21-24)

RIVIMS

LIFE SCIENCE LAW

d
2.6.2 Phase Il

CLEAR-IT-2 trial (45) was a prospective, randomized,
muld-center, controlled dose- and interval-ranging Phase II
trial in which 157 patients were randomized to five dose
groups and treated with VEGF Trap-Eye in one eye. The
mean age of the group was 78.2 years and all angiographic
subtypes of CNV were represented ar baseline. The mean
ETDRS BCVA in letters at baseline was 56. Two groups
received monthly doses of either 0.5 or 2.0 mg for 12 weeks
(at weeks 0, 4, 8 and 12) and three groups received quar-
telly doses of either 0.5, 2.0 or 4.0 mg for 12 weeks
(ar weeks 0 and 12). Following this fixed dosing period,
patients were treated with the same dose of VEGF Trap-Eye
on a p..n. basis. Crtenia for re-dosing induded an increase in
central retinal thickness of = 100 pm by OCT, a loss of = 5
ETDRS letters in conjunction with recurrent fluid by OCT,
persistent fluid as indicated by OCT, new onset classic neo-
vascularization, new or persistent leak on FA or new macular
subretinal hemorrhage.

Patients initially treated with 2.0 or 0.5 mg of VEGF Trap-
Eye monthly achieved mean improvements of 9.0 (p < 0.0001)
and 5.4 (p < 0.085) ETDRS letrers with 29 and 19% gaining,
respectively, 2 15 ETDRS letters at 52 weeks. During the
p..n. dosing period, patients mitially dosed on a 2.0 mg
menthly schedule received an average of 1.6 more injections
and those initially dosed on a 0.5 mg monthly schedule
received an average of 2.5 injections. The median time to first
reinjection in all groups was 110 days and 19% of patients
required no more injections ar week 52. Parients in these two
monthly dosing groups also displayed mean decreases in

DEMONSTRATIVE EXHIBIT — NOT EVIDENCE

3 Conclasion

Drug Evaluation

Expert VEGF Trap-Eye for the treatment

of neovascular age-related
Opinion 7 .

Rm—

care

Mylan Exhibit 1008
Mylan v. Regeneron, IPR2021-00880
Fage 1

Ex.1006, Dixon, 1576




59. Intravitreal treatment involves administering an injection directly into

I P Rzo 2 1 -00880 — G rou “d 4 the vitreous of the eye. Because of this. patients can experience significant pain and

discomfort. Soreness in the injected eye is a frequent side effect. In addition,

potential complications that can occur include subconjunctival hemorrhage.

PO counter-arguments lack merit

R Ab un d ant evi d ence of m otivatio ntom i n i m ize can be devastating. Lastly. the cost and inconvenience of monthly visits and
num b er of i n j e Ct i ons injections can be a major drawback for patients. many of whom are elderly. cannot

(IPR2021-00880, Paper 1, 58-59; Ex.1002, Dr.
Albini Decl., 19 59-60, 168-171)

infection. and inflammation. While the risk of infection is small. the consequences

drive due to their deteriorating vision, and must rely on family. friends. or public
transportation to get to their appointments—which can sometimes take 2-5 hours

because of the assessments (optical coherence tomography (OCT) scan and visual
o D emon St rated a bi I ity tO m i n i m ize i nj ect i ons u Si ng a acuity (VA)) that must be done, followed by the actual treatment. if necessary.

PRN regimen Ex.1002, Dr. Albini Decl., 9 59
* PRN Phase 2 = 5.6 injections in first year

171. For example. Dixon disclosed that PRN dosing in the Phase 2 trial

° Eve ry-8-WEEk dOSi ng - § injections in fi rSt yea r (CLEAR-IT-2) had led to mean increases in visual acuity and mean decreases in

retinal thickness. The one-year results discussed in Dixon show that in the

* Monthly = 12 injections in first year

(IPR2021-00880, Paper 1, 60)
(IPR2021-00880, Paper 56, 21-24, 25-31)

randomized 157 patient trial. patients that were treated with 2.0 mg monthly doses
at weeks 0. 4. 8. and 12. followed by PRN dosing. exhibited mean improvements of
9.0 letters in visual acuity and a mean decrease in retinal thickness of 143 pm.
Further, the study showed that the median time fo first reinjection after the loading

dose phase was 110 days. and that patients that received monthly loading doses of

2.0 mg required on average only 1.6 more injections between weeks 12 and 52.

Ex.1002, Dr. Albini Decl., 9 171
RIVIMS DEMONSTRATIVE EXHIBIT — NOT EVIDENCE

LIFE SCIENCE LAW



IPR2021-00880 - Ground 4

- PO counter-arguments lack merit

PRN dosing not burdensome

Nothing in claims or specification about PRN requiring monthly visits

PO disregards PRN/as-needed regimens that did not involve monthly visits (Ex.2103,
2-3; Ex.1049, 24)

(IPR2021-00880, Paper 56, 21-24, 31-36)

Dr. Brown: For patients with good initial visual acuity or in whom we are dealing with the primary eye, | treat and
extend from the start. | give 3 monthly injections and see them in 8 weeks. If fluid is absent at that visit, | give ) o
another injection and see them in 10 weeks. EX.2103, Retinal PhyS|C|an, 2

15 But our clinical practice, as was stated in the
16 2007 paper, was to give three monthly doses, and

17 | then assess how the patient is doing. EX].].].O, Brown Tr., 149:15-17

RIVIMS DEMONSTRATIVE EXHIBIT — NOT EVIDENCE
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IPR2021-00880 - Ground 4

- PO counter-arguments lack merit

- '069 claims directed to the prevailing trend for treating AMD (Ex.2259, 17; Ex.2103, 2-3)

- Dr. Albini testified that minimizing injections was the primary focus
(IPR2021-00880, Paper 56, 18-35)

Albini. 9961. 190). In any event. in my experience. while office visits could be
burdensome, the much more serious burden. and risks. were related to the intravitreal
injections. Imaging office visits might be time-consuming, but the injections
themselves caused discomfort. anxiety. and brought with them potentially severe
side effects, and in rare cases. complications and/or infections that could result in
blindness. (Ex.1002. Albini. 59: Ex.1006. Dixon. 1577 (“Each injection subjects
patients to risks of cafaract, infraocular inflammation, retinal detachment and
endophthalmitis.”™)). Minimizing office visits was a goal, but by far the primary goal

Wwas to minimize intravitreal injections.

Ex.1114, Dr. Albini Reply Decl., 9] 28

RIVIMS DEMONSTRATIVE EXHIBIT — NOT EVIDENCE
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IPR2021-00880 - Ground 4

- PO counter-arguments lack merit

Regeneron implemented PRN dosing in at least six clinical trials prior to 2010
(IPR2021-00880, Paper 56, 20-24)

Tl | Disoder | Evidence

CLEAR-IT-2 (Phase 2) AMD Ex.1020; Ex.1006; Ex.1055
VIEW1 & VIEW2 (Phase 3) AMD Ex.1006
DME (Phase 2) DME Ex.1068
COPERNICUS (Phase 3) CRVO Ex.1028
GALILEO (Phase 3) CRVO Ex.1028

RIVIMS DEMONSTRATIVE EXHIBIT — NOT EVIDENCE
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IPR2021-00880 - Ground 5

- Heier-2009 (PRN dosing) + Dixon/Mitchell (3 monthly loading doses)
render obvious

CLEAR-IT 2 was a double’masked mﬂlticentgr trial

. Heier-2009 = successful PRN dosing in which patients with neovascular AMD were ran-
. L domly assigned to receive monthly intravitreal injec- &
. Heier-2009 showed S|gn|f|ca nt tions of VEGF Trap-Eye 0.5 mg or 2.0 mg or quarterly

. : . . . injections of 0.5, 2.0 or 4.0 mg for an initial 3-month .
increases in visual acuity with onIy fixed-dose period, after which they received the same Intravitreal

7.5 doses over 18 months (4 loading doses on an as needed basis at monthly visits out to 1 EGF Trap for AMD:
doses + 3.5 PRN doses over next 15 year. Subgroups of patients were established based on An Update
A age, best-corrected visual acuity (BCVA) at baseline,  r.ceerse
months) At 1 year, for all treated groups combined (n=157),  treatment for neo- -

there was a significant improvement in BCVA from
(IPR2021-00880, Paper 56, 25-31) baseline (mean improvement 5.3 letters; P<.0001). | 1 :
Patients who received three monthly doses of 2.0 mg
followed by as-needed dosing achieved mean improve-
ments in BCVA of 9.0 letters from baseline (P<.0001 vs

TR Hbmealinal Thne~ b~ e~ qaived three monthly doses of
In the original study, the mean gain in BCVA from seded dosing achieved mean

baseline for the 117 patients who em?red the extension ters from baseline (P<.085 vs
stage was 7.3 letters (P<.0001 vs baseline) at the

h pri dpoint of the oricinal study. 8.4 | year. Patients who received ini- .
3-month primary endpoint of the original study, 8.4 let- || | by as-needed dosing also o repme 1D

ters (P<.0001 vs baseline) at 1 year, and 7.1 letters but they were generally not as X
(P<.0001 vs baseline) at month 6 of the extension study. I with initial monthly dosing.

Over the 15-month course of the PRN dosing phase, r ]

from month 3 of the original study to month 6 of the Ex.1020, Heier-2009, 45
extension phase, patients received a mean 3.5 injections

of VEGF Trap-Eye.

RIVIMS DEMONSTRATIVE EXHIBIT — NOT EVIDENCE
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IPR2021-00880 - Ground 5

- Heier-2009 (PRN dosing) +
Dixon/Mitchell (3 monthly
loading doses) render obvious

EXp ert of I elated
-y neovascular age-ri
Oplmon macular degeneration

- Dixon = 3 monthly loading doses of

aflibercept in AMD 26.3 Phase lil ‘

(IPR2021-00880, Paper 56, 25-31) | A two part Phase 111 trial of VEGF Trap-Eye was initiated in
August of 2007. The frst part, VIEW 1 (VEGF Trap:
Invesdgation of Efficacy and safety in Wet age-related macular
degeneration) (45 will enroll ~ 1200 patients with neovascu-
lar AMD in the US and Canada. This non-inferiority study
will evaluate the safety and cfficacy of intravitreal VEGF
Trap-Eye at doses of (.5 and 2.0 mg administered ar 4-week
dosing intervals and 2.0 mg at an 8 week dosing interval | .
(following three monthly doses), compared with 0.5 mg of [
ranibizumab administered every 4 weeks. After the first year
of the study, patients will enter a second year of p.r.n. dosing r
evaluation. The VIEW 2 (47] study has a similar study design
and is currently enrolling patients in Europe, Asia Pacific,
Japan and Latin America. In both trials, the primary out- Ex.1006, Dixon, 1576
come will be the proportion of paticnts who maintain vision
at week 52 (defined as a loss of < 15 ETDRS letters).

[

Mylan Exhibit 1006
Mylan v. Regeneron, IPR2021-00880
Fage 1

RIVIMS DEMONSTRATIVE EXHIBIT — NOT EVIDENCE
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IPR2021-00880 - Ground 5

- Heier-2009 (PRN dosing) +

A [rein =R e ]

G, 57,59 MO, 25 0% QNI

° °
N NTOE Inc B e e e L Rani 1ab (Lucentis) in ular age-related
D I xo n/ M Itc h e I I (3 m O nt h Iy o f'rﬁ: - ?J' 4 d‘_’ iu‘“ LT _t_b e '_:e wath monthly visds; macular degeneration: evidence from clinical trials
i ; & 03

robelnil,” P L ol

loading doses) render obvious

- Mitchell = 3 monthly loading doses
of anti-VEGF therapy in AMD
(IPR2021-00880, Paper 56, 25-31)

 AND SOURCES OF SADENCE

an :hange In visual acuity (letiers)

b

The small, open-label, prospective, single-centre, non-rando-
mised, investigator-sponsored PrONTO study assessed three ;
consecutive monthly injections followed by OCT-guided variable , ,' kb 2
dosing (at =1 month intervals).” Retreatment criteria were: five- P
letter loss in the presence of fluid at the macula detected by optical [ 1
coherence tomography (OCT); =100 pm increase in central
retinal thickness (CRT); new-onset classic choroidal neovascular- e
isation (CNV); new macular haemorrhage; or persistent macular
fluid detected by OCT. While similar VA outcomes to the Ex.1030, Mitchell, 5, 6
MARINA and ANCHOR trials were demonstrated but with ’ »
fewer intravitreal injections (figs 1E, 4; tables 2, 3), substantial
trial design differences limit comparisons. Although small and
open label, this study suggests that flexible OCT-guided retreat-
ment could sustain visual gain with fewer injections.

na

RIVIMS DEMONSTRATIVE EXHIBIT — NOT EVIDENCE
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IPR2021-00880 - Ground 5

- Heier-2009 (PRN dosing) + Dixon/Mitchell (3 monthly
loading doses) render obvious

- Motivation: Reducing injection frequency
(IPR2021-00880, Paper 56, 25-36)

Drug Evaluation

E; xpert VEGF Trap-Eye for the treatment

op"n"on of neovascular age-related

macular degeneration

Bakground
Conchuin
4 oot ririen

Patients initially treared with 2.0 or 0.5 mg of VEGF Trap- |
Eye monthly achieved mean improvements of 9.0 (p < 0.0001) |

and 5.4 (p < 0.085) ETDRS lerrers with 29 and 19% gaining,
respectively, = 15 ETDRS leners ar 52 weeks, During the

p.t.n. dosing period, patients inidally dosed on a 2.0 mg |
monthly schedule received an average of 1.6 more injections |
and those initially dosed on a 0.5 mg monthly schedule |
received an average of 2.5 injections. The median tme to first |

informa

healthcare

Mylan Exhibit 1006
Mylan v. Regeneron, I°PR2021-00880

Ex.1006, Dixon, 1576

COVER STORY

Intravitreal
| VEGF Trap for AMD:

In the original study, the mean gain in BCVA from
baseline for the 117 patients who entered the extension
stage was 7.3 letters (P<.0001 vs baseline) at the
3-month primary endpoint of the original study, 8.4 let-
ters (P<.0001 vs baseline) at 1 year, and 7.1 letters
(P<.0001 vs baseline) at month 6 of the extension study.
Over the 15-month course of the PRN dosing phase,
from month 3 of the original study to month 6 of the
extension phase, patients received a mean 3.5 injections ;
of VEGF Trap-Eye. i

T LS ey

/an Exhibit 1020
Mylan v. Regeneron, IPR2021-00860
Page 1

Ex.1020, Heier-2009, 45

RIVIMS

LIFE SCIENCE LAW
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IPR2021-00880 - Ground 5

- Heier-2009 (PRN dosing) + Dixon/Mitchell (3 monthly

loading doses) render obvious

- Reasonable expectation of success: improvements in visual acuity

and retinal thickness in CLEAR-IT-2

(IPR2021-00880, Paper 1, 60-69, Paper 56,
27, 31-36); Ex.1002, Dr. Albini Decl., 99 95-

= 4 . t
96, n.15 Patients initially treated with 2.0 or 0.5 mg of VEGF Trap- jrfon

Eye monthly achieved mean improvements of 9.0 (p < 0.0001) -
and 5.4 (p < 0.085) ETDRS letrers with 29 and 19% gaining, |.
respectively, = 15 ETDRS lewers at 52 weeks. During the
p.tn. dosing pericd, patients initially dosed on a 2.0 mg
monthly schedule received an average of 1.6 more injections
and those initially dosed on a 0.5 mg monthly schedule
received an average of 2.5 injections. The median tme to first
reinjection in all groups was 110 days and 199 of patients
required no more injections at week 52. Patients in these two
monthly dosing groups also displayed mean decreases in

1
retinal thickness versus baseline of 143 pm (p < 0.0001) in the
2.0 mg group and 125 pm (p < 0.0001} in the 0.5 mg group
at 52 weeks as measured by OCT 143),

Paticnts in the three quarterly dosing groups also showed |

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

fma

mean improvements in BCVA and retinal thickness; how-
ever, they were generally not as profound as the monthly
injection group [45].

RIVIMS DEMONSTRATIVE EXHIBIT — NOT EVIDENCE 27

LIFE SCIENCE LAW

Mylan 1
Mylan v. Regeneron, IPR2021-00880
Fage 1

Ex.1006, Dixon, 1576

i GOVER STORY
At 1 year, for all treated groups combined (n=157),
there was a significant improvement in BCVA from treal
baseline (mean improvement 5.3 letters; P<.0001). i
i ) or AMD:

Patients who received three monthly doses of 2.0 mg

followed by as-needed dosing achieved mean improve- date
ments in BCVA of 9.0 letters from baseline (P<.0001 vs ...
baseline). Those who received three monthly doses of b
0.5 mg followed by as-needed dosing achieved mean
improvements of 5.4 letters from baseline (P<.085 vs
baseline) at the end of 1 year. Patients who received ini- &=
tial quarterly dosing followed by as-needed dosing also
achieved gains in BCVA, but they were generally notas & | < &
robust as those achieved with initial monthly dosing. ﬁ LY

Patients receiving initial monthly doses of VEGF Trap- | :

Eye achieved mean decreases in retinal thickness vs
baseline at 1 year. In addition, treatment with VEGF
Trap-Eye was associated with a reduction in the size of freremommn
the total active choroidal neovascular membrane -

(CNVJ Mylan v. Regeneron, va:nzzgu;::]

Ex.1020, Heier-2009, 45

2 purified formalaticn of VECE Trap,
al roweh factor (VECF) recepear

b 7




IPR2021-00880 - Ground 5

- PO counter-arguments lack merit

- Motivation to reduce injections not e
limited to “chronic dosing”

Results: Ranibizumab is indicated for choroidal neovas-
- Mitchell expressly suggested fewer cular lesions with active disease, the clinical parameters
Ioading doses of which are outlined. Treatment initiation with three
consecutive monthly injections, followed by continued
(IPR2021-00880, Paper 56, 25-28, 34-35) monthly injections, has provided the best visual-acuity
outcormes in pivotal clinical trals. If continued monthly
injections are not feasible after initiation, a flexible
strategy appears viable, with monthly manitoring of lesion
activity recommended. Initiation regimens of fewer than
three injections have not been assessed. Continuous
careful monitering with flexible retreatment may help
| avoid wision loss recurring. Standardised biomarkers need
MARINA, ANCHOR" ®* and the EXCITE ranibizumab | ; 0 et
active control arm™ were the only Phase 11l studies with =

monthly injections throughout the whole treatment period. .

Most VA improvement was seen during the initial 3—§:1onth EX10301 MItChe”' 2' 4
phase with subsequent injections appearing to maintain the

achieved benefit (fig 2). Prospective clinical trials would be

valuable for investigating fewer injections in the initiation

phase.

NG SOURCES OF SADENCE

RIVIMS DEMONSTRATIVE EXHIBIT — NOT EVIDENCE
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IPR2021-00880 - Ground 5

- PO arguments lack merit

RIVIMS

CLEAR-IT-2 data would not
discourage 3 monthly loading
doses

Dixon disclosed the
implementation of 3 loading
doses for Phase 3 VIEW trials, i.e.,
dropping from 4 loading doses
(Phase 2) to three loading doses
(Phase 3)

(IPR2021-00880, Paper 56, 20-26, 34-36)

LIFE SCIENCE LAW

Drug Evaluation

Expert VEGF Trap-Eye for the treatment

u Ninininp of neovascular age-related
macular degeneration

2.6.3 Phase i

A two part Phase I1I trial of VEGF Trap-Eye was initiated in
August of 2007. The first part, VIEW 1 (VEGF Trap:
Invesdgation of Efficacy and safety in Wet age-related macular
degeneration) (46 will enroll ~ 1200 patents with neovascu-
lar AMD in the US and Canada. This non-inferiority study
will evaluate the safety and cfficacy of intravitreal VEGF
Trap-Eye at doses of (.5 and 2.0 mg administered ar 4-week
dosing intervals and 2.0 mg at an 8 week dosing interval
(following three monthly doses), compared with 0.5 mg of
ranibizumab administered every 4 weeks. After the first year
of the study, patients will enter a second year of p.r.n. dosing
evaluation. The VIEW 2 (47] study has a similar study design
and is currently enrolling patients in Europe, Asia Pacific,
Japan and Latin America. In both trials, the primary out-
come will be the proportion of paticnts who maintain vision
at week 52 (defined as a loss of < 15 ETDRS letters).

DEMONSTRATIVE EXHIBIT — NOT EVIDENCE

r

Ex.1006, Dixon, 1576




IPR2021-00880 - Ground 5

+ PO arguments lack merit Mean Change in Central Retinal/Lesion
CLEAR-IT-2 data would not Thickness

discourage 3 monthly loading
doses Fixed-dosing PRN-dosing Phase

Dr. Brown argues that the typical | Week
16 20 24 28 32 36 40 44 48 52

practice was to treat with loading
doses until the retina was dry
(Ex.2050, 11 141-142)

No significant change in retinal
thickness after the first couple
loading doses (Ex.1114, Albini
Reply, 9 33)

(IPR2021-00880, Paper 56, 31-36)

-109* 0.5g12

143+ 2q4
-161t 4q12

Change in CR/LT (microns)

*P < 0.0001
tP=0.0002

=—0.5q12 2q12 =<4q12

Ex.1055, Retina Society, 18 (emphasis added)

RIVIMS DEMONSTRATIVE EXHIBIT — NOT EVIDENCE
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IPR2021-00881 (U.S. Patent No. 9,254,338)

- Challenged Claims: 1, 3-11, 13-14, 16-24, and 26

Claims broadly directed to administering VEGF Trap-Eye under a specific temporal
sequences of doses (i.e., “Q8” dosing).
» Clear, plain and ordinary meaning

» Supported by and consistent with intrinsic record (including express definitions)

° Prior art disclosed exact Q8 regimen (VlEW) [ Dixon, 1576 (“[VIEWL will evaluate] 2.0 mg at an 8 week dosing interval (following three monthly doses]"] |\
(E.g., Dixon (Ex.1006))
sow confusion over “VEGF Trap-Eye” il L ' '
°°Ses ooserg Ex.1001, Fig. 1 (modified) /
Grounds 1-5 (Anticipation) 1. Dixon 4. NCT-795
2. Adis 5. NCT-377
3. REG (8-May-2008)
Ground 6 (Obviousness) 6. Dixon (alone or combined with the '758 patent or Dix)

RIVIMS DEMONSTRATIVE EXHIBIT — NOT EVIDENCE
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Person of Ordinary Skill in the Art (“POSA”)

Patent Owner

Board: “Petitioner’s definition of [a POSA] is * POR and Dr. Do: Disagree with Petitioner’s
reasonable and consistent with the [challenged] definition; POSA must be a licensed physician
patent and prior art of record.” (ophthalmologist).

(Paper 21, 15) (Ex.2051, Do Decl., 128)

Petitioner Reply: PO experts applied different, <+ Sur-reply: “[T]he Board need not make specific
incompatible POSA perspectives; Inventor and findings as to the level of the POSA.”

Dr. Klibanov not a POSA under PO’s definition. (Paper 73, 2)

(Paper 61, 4-6)

- “The level of skill in the art is a factual determination that provides a

primary guarantee of objectivity in an obviousness analysis.”
(Paper 21, 15 (citing Al-Site Corp. v. VSl Int’l, Inc., 174 F.3d 1308, 1323 (Fed. Cir. 1999))).

RIVIMS DEMONSTRATIVE EXHIBIT — NOT EVIDENCE
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’338 Patent: Claim Construction
“method for treating an angiogenic eye disorder in a patient”

Patent Owner

Board: “[T]he preambles of the independent * “where a ‘method for treating’ is limiting, the
claims do not require the recited method steps claims require efficacy”
to provide an effective treatment.” (Paper 21, 21) (Paper 73, 2)

Petitioner: If limiting: “administering a
therapeutic to a patient, without a specific
degree of efficacy required” (Paper 1, 20-22)

Petitioner: Claims encompass all levels of * “treating” requires a “high level of efficacy”
efficacy, not just a “high” one (Paper 61, 9) (Paper 73, 3)
o Clear intrinsic record o Extrinsic evidence
o Preserves the intended scope and o Contradicts intrinsic record
patent’s notice function o Eliminates notice function
o Applies to all embodiments o Excludes embodiments

RIVIMS DEMONSTRATIVE EXHIBIT — NOT EVIDENCE
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’338 Patent: Claim Construction

“method for treating an angiogenic eye disorder in a patient”

Challenged Claim 1 ("338 Patent):

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:

Petitioner: If limiting: “administering a
therapeutic to a patient, without a

specific degree of efficacy required”
(Paper 1, 20-22; Paper 61, 7)

Ex.1001, ‘338 patent, claim 1
RVIMS

Pt DEMONSTRATIVE EXHIBIT — NOT EVIDENCE

Intrinsic Evidence — The Claims

Plain language of the Claims do not set forth any efficacy
requirement. (Paper 1, 20-22; see also Paper 61, 7-8 (quoting Kaneka)
(“Claim construction begins with the language of the claims.”))

Ex.1001, '338 patent, 23:2-24:53 (claims)

Board: “Patent Owner does not direct us to any other portion
of the claims ... that supports finding that the claimed method
for treating ... requires such treatment method to have any
particular level of effectiveness.” (Paper 21, 20)
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’338 Patent: Claim Construction
“method for treating an angiogenic eye disorder in a patient”

Challenged Claim 1 ("338 Patent): Intrinsic Evidence - The Specification

1. A method for treating an angiogenic eye disorder in a | Intrinsic record describes the method as sequentially

patient, said method comprising sequentially administering . . . .
to the patient a single initial dose of a VEGF antagonist, administered doses (no mention of efflcacy)

followed by one or more secondary doses of the VEGF

antagonist, followed by one or more tertiary doses of the immediately preceding dose. An example of a dosing regimen 8:
VEGF antagonist: of the present invention is shown in FIG. 1. One advantage of —]

FIG. 1 shows an exemplary dosing regimen of the present E";«-
mvention. In this regimen, a single “initial dose” of VEGF —
antagonist (“VEGET) 1s administered at the beginning of the S|

. - ) o ; treatment regimen (i.e. at “week 07), two “secondary doses” —  [ii
Petitioner: If limiting: “administering a are administered at weeks 4 and 8, respectively, and at least § =%
therapeutic to a patient, without a six “tertiary doses” are administered once every 8 weeks T =
. re . . ” thereafter, i.e., at weeks 16, 24, 32, 40, 48, 56, etc.). =+
specific degree of efficacy required =
(Paper 1, 20-22; Paper 61, 7) Dosing Regimens —
The present invention provides methods for treating angio- =
genic eye disorders. The methods of the invention comprise Saltf
sequentially administering to a patient multiple doses of a g“'—jﬁla
VEGF antagonist. As used herein, “sequentially administer- -—< il
? & . =
Ex.1001, "338 patent, claim 1 Ex.1001, ’338 patent, 2:14-15, 54-55, Fig.1, 3:19-26 (Paper61,2,9-10)
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’338 Patent: Claim Construction
“method for treating an angiogenic eye disorder in a patient”

Challenged Claim 1 ('338 Patent): Intrinsic Evidence - The Specification
1. A method for treating an angiogenic eye disorder in a Intrinsic evidence expressly encompasses
patient, said method comprising sequentially administering . : U a7
to the patient a single initial dose of a VEGF antagonist, all levels Of eff fcacy, not just a hlgh R
followed by one or more secondary doses of the VEGF
antagonist, followed by one or more tertiary doses of the complications. Release of vascular endothelial growth factor
VEGE antagonist; (VEGF) contributes to increased vascular permeability in the
eye and inappropriate new vessel growth. Thus, inhibiting the
angiogenic-promoting properties of VEGF appears to be an
effective strategy for treating angiogenic eye disorders.
Petitioner: If limiting: “administering a Treatment Population and Efficacy
therapeutic to a patient, without a The methods of the present invention are useful for treating
specific degree of efficacy required” angiogenic eye disorders in patients that have been diagnosed
(Paper 1, 20-22; Paper 61, 7) with or are at risk of being afflicted with an angiogenic eye
disorder. Generally, the methods of the present invention
demonstrate efficacy within 104 weeks of the initiation of the
treatment regimen (with the initial dose administered at
Ex.1001, “338 patent, claim 1 Ex.1001, '338 patent, 1:44-48, 7:15-21 (Paper 61, 7-12)
RIVIVIS DEMONSTRATIVE EXHIBIT — NOT EVIDENCE 36
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’338 Patent: Claim Construction
“method for treating an angiogenic eye disorder in a patient”

Challenged Claim 1 ("338 Patent): Intrinsic Evidence - The Specification

1. A method for treating an angiogenic eye disorder in a | Intrinsic evidence expressly encompasses

patient, said method comprising sequentially administering . : U a2
to the patient a single initial dose of a VEGF antagonist, all levels O_f e‘ff fcacy, not just a hlgh one

followed by one or more secondary doses of the VEGF T T . )
antagonist, followed by one or more tertiary doses of the onc or more tertiary doses of the VEGF antagonists. The

VEGF antagonist: present inventors have surprisingly discovered that beneficial
therapeutic effects can be achieved in patients suffering from
angiogenic eye disorders by administering a VEGF antago-
nist to a patient at a frequency of once every 8 or more weeks,
especially when such doses are preceded by about three doses
administered to the patient at a frequency of about 2 to 4
weeks. Thus, according to the methods of the present inven-

(Paper 61, 7-12)

Petitioner: If limiting: “administering a
therapeutic to a patient, without a
specific degree of efficacy required”
(Paper 1, 20-22; Paper 61, 7) Ex.1001, '338 patent, 2:3-10
Board: “Without more, we do not find the
disclosure that such effects ‘can be achieved’
demonstrates adequately that the claims require
Ex.1001, '338 patent, claim 1 any particular level of efficacy.” (Paper 21, 21)
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’338 Patent: Claim Construction
“method for treating an angiogenic eye disorder in a patient”

Challenged Claim 1 ("338 Patent): Intrinsic Evidence — The Specification
1. A method for treating an angiogenic eye disorder in a | Intrinsic evidence expressly defines “therapeutically effective
patient, said method comprising sequentially administering amount” as doses resultin gin all levels Of efficacy

to the patient a single initial dose of a VEGF antagonist, . . .
followed by one or more secondary doses of the VEGF The amount of VEGF antagonist administered to the

antagonist, followed by one or more tertiary doses of the patient in each dose is, in most cases, a therapeutically effec-
VEGF antagehies tive amount. As used herein, the phrase “therapeutically
effective amount” means a dose of VEGF antagonist that
results in a detectable improvement in one or more symptoms
or indicia of an angiogenic eye disorder, or a dose of VEGF
antagonist that inhibits, prevents, lessens, or delays the pro-
gression of an angiogenic eye disorder. In the case of an
s , o anti-VEGF antibody or a VEGF receptor-based chimeric
specific degree of efficacy required molecule such as VEGFR1R2-FcACl(a), a therapeutically

APEIRIEIT &) A2 ISR ERL) 7 effective amount can be from about 0.05 mg to about 5 mg,

Ex.1001, '338 patent, 6:48-58 (Paper 61, 7-12)

Petitioner: If limiting, “administering a
therapeutic to a patient, without a

Ex.1001, '338 patent, claim 1
RIVIMS DEMONSTRATIVE EXHIBIT — NOT EVIDENCE
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’338 Patent: Claim Construction
“method for treating an angiogenic eye disorder in a patient”

Challenged Claim 1 ("338 Patent): Intrinsic Evidence - The Specification

1. A method for treating an angiogenic eye disorder in a | “Efficacy” is expressly defined “[i]n the context of methods for

patient, said method comprising sequentially administering .y : .
to the patient a single initial dose of a VEGF antagonist, treating covered by the Cha”enged Claims (e'g" claim 6)

followed by one or more secondary doses of the VEGF - T -
antagonist, followed by one or more tertiary doses of the week 48, by the end of week 56, etc. In the context of methods

VEGF antagonist: for treating angiogenic eye disorders such as AMD, CRVO,

and DME, “efficacy” means that, from the initiation of treat-
ment, the patient exhibits a loss of 15 or fewer letters on the
Early Treatment Diabetic Retinopathy Study (ETDRS) visual

Petitioner: If limiting, “administering a Ex.1001, ‘338 patent, 7:24-28
therapeutic to a patient, without a
specific degree of efficacy required” 6. The method of claim 1, wherein the angiogenic eye
(Paper 1, 20-22; Paper 61, 7) disorder is selected from the group consisting of: age related

macular degeneration, diabetic retinopathy, diabetic macular
edema, central retinal vein occlusion, branch retinal vein
occlusion, and corneal neovascularization.

Ex.1001, '338 patent, claim 1 (Paper 61, 2, 9-10)
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’338 Patent: Claim Construction
“method for treating an angiogenic eye disorder in a patient”

Challenged Claim 1 ("338 Patent): Intrinsic Evidence - The Specification

1. A method for treating an angiogenic eye disorder in a | Background “methods for treating” also make

patient, sa'id methfad compr“ising sequc?ntially administeri‘ng no mention of effica cy
to the patient a single initial dose of a VEGF antagonist, . . . . .
followed by one or more secondary doses of the VEGE Methods for treating eye disorders using VEGF antago-
$%a$§2ﬁ:agggﬁvw by one or more tertiary doses of the nists are mentioned in, e.g., U.S. Pat. Nos. 7,303,746; 7,300,
' 799; 7,300,563; 7,303,748; and US 2007/0190058. Nonethe-
less, there remains a need 1n the art for new administration
regimens for angiogenic eye disorders, especially those
which allow for less [requent dosing while maintaining a high
level of efficacy.

Petitioner: If limiting, “administering a
therapeutic to a patient, without a
specific degree of efficacy required” Ex.1001, 338 patent, 1:53-59
(Paper 1, 20-22; Paper 61, 7) (Paper 61, 9-10, 13; Ex.1114, Albini, 9 23)

Only reference to a “high level of efficacy.”
Compare with Continental Circuits LLC v. Intel Corp., 915 F.3d 788, 798-99 (Fed. Cir. 2019)

Ex.1001, 338 patent, claim 1 (absent clear disavowal, a preferred embodiment does not limit claim construction).
RIVIMIS DEMONSTRATIVE EXHIBIT — NOT EVIDENCE 40



’338 Patent: Claim Construction
“method for treating an angiogenic eye disorder in a patient”

Challenged Claim 1 ("338 Patent): Intrinsic Evidence — The Prosecution History

1. A method for treating an angiogenic eye disorder in a PO emphasized treatment protoco|s and
patient, said method comprising sequentially administering . wy.: - o
to the patient a single initial dose of a VEGF antagonist, dosmg frequency' hot a hlgh level of Efﬂcacy
followed by one or more secondary doses of the VEGF

antagonist, followed by one or more tertiary doses of the patenting over claims 1-5 of U.S. Patent No. 7,303,746; claims 1-6 of U.S. Patent No. 7,303,747, claims
VEGF antagonist:

1-11 of U.S. Patent No. 7,306,799; and claims 1-15 of U.S. Patent No. 7,521,049.

Claims 1-20 were rejected under the judicially created doctrine of obviousness-type double

In support of the rejection, it is argued that the claims of the cited patents claim methods of
treating eye disorders. Although the rejection points out that the patents do not disclose schedules set

within the current claims, it is argued that where the general conditions of a claim are disclosed within

ey . el . . . the prior art, it is not inventive to discover optimum or workable ranges by routine experimentation.
Petitioner: If limiting, “administering a P P - P
. . . Due to all the above factors (1-5) there was a need in the art for alternative treatment protocols
therapeutic to a patient, without a (- L
) f d f f f . d ” whereby the treatment would be carried out with less inconvenience and reduced safety risks to the
patient. However, until the present invention once a month treatment remained the standard of care.
speC|(|c egree ot errficacy reqt;lre . 1 th . . h ined th dard of
Paper 1, 20-22; Paper 61, 7

There are virtually an infinite number of different treatment protocols that could be tested. A

drug could be administered more frequently, or less frequently, relative to the accepted standard of care.

Further, different variations in timing between dosing events are possible. Due to the virtually infinite

number of combinations, applicants do not believe that the claimed treatment protocol is prima facie

obvious in view of the prior art standard of care which is administration of the drug once per month.

Ex.1017, 338 PH, 288-90 (Paper 1, 9-10; see also Paper 61, 9-10)

Ex.1001, '338 patent, claim 1

F!MME‘Ve DEMONSTRATIVE EXHIBIT — NOT EVIDENCE




’338 Patent: Claim Construction
“method for treating an angiogenic eye disorder in a patient”

Challenged Claim 1 ("338 Patent): Intrinsic Evidence — The Prosecution History

1. A method for freating an angiogenic eye disorder in a PO emphasized treatment protocols and

patient, said method comprising sequentially administering . wy.: - o
to the patient a single initial dose of a VEGF antagonist, dosmg frequency' hot a hlgh level of Efﬂcacy

followed by one or more secondary doses of the VEGF
antagonist, followed by one or more tertiary doses of the
VEGF antagonist; patients. The studies summarized in the Heier et al. paper correspond to the clinical trials disclosed in

The Heier et al. paper shows results of a treatment protocol of the type claimed on over 2,400

Example 4 of the present application which involve the use of the VEGF receptor-based chimeric
molecule known as aflibercept or "VEGF Trap."! The results clearly show that by administering the
VEGEF antagonist in accordance with a dosage regimen as claimed in independent claims 1 and 21, £18
possible to treat)angiogenic eye disorders such as AMD while administering doses on a less frequent
Petitioner: If limiti ng, “administerin ga basis than previously thought possible. This provides enormous benefits to patients, reduces health care
t h erape utic to a P atie nt, wit h out a cost, reduces the pain and suffering of the patient, as well as the inconvenience to the patient and their

specific degree of efficacy required”
(Paper 1, 20-22; Paper 61, 7)

family, and as such provides a major step forward in the treatment of patients suffering from angiogenic

eye disorders, which is worthy of patent protection.

Ex.1001, '338 patent, claim 1 Ex.1017,’338 PH, 288-90 (Paper 1, 9-10)

RIVIMS DEMONSTRATIVE EXHIBIT — NOT EVIDENCE
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’338 Patent: Claim Construction

“method for treating an angiogenic eye disorder in a patient”

Requiring a “high level of efficacy” in the form of “visual acuity
gains” excludes embodiments

acuity chart. In certain embodiments, “efficacy’” means a gain
of one or more (e.g., 1, 2,3,4,5,6,7, 8,9, 10, 11 or more)
letters on the ETDRS chart from the time of initiation of
freatment.

Ex.1001, ‘338 patent, 7:29-32

“[Courts] normally do not interpret claim terms in a way that excludes
embodiments....” Oatey Co. v. IPS Corp., 514 F.3d 1271, 1276 (Fed. Cir.
2008)

Absent clear disavowal, a preferred embodiment does not limit claim
construction. Continental Circuits LLC v. Intel Corp., 915 F.3d 788, 798-99
(Fed. Cir. 2019)

RIVIMS DEMONSTRATIVE EXHIBIT — NOT EVIDENCE

LIFE SCIENCE LAW

Patent Owner’s Proposal:

1. A method for treating an angiogenic eye disorder in a patient [that
achieves a high level of efficacy that is non-inferior to the standard of care,

for that particular angiogenic eye disorder, at the time of patent filing], said

Ex.1138, Do Dep. Ex.4 (Paper 61, 7-8)

“treat[ing] requires a high level of efficacy”

“visual acuity gains became the new standard-
of-care in treating wWAMD”

(Paper 73, 3-4; Paper 40, 12-13; see also Paper 61,
13-14)




’338 Patent: Claim Construction

“method for treating an angiogenic eye disorder in a patient”

Requiring a “high level of efficacy” in the form of “visual acuity

gains” excludes embodiments

|
Example 4 TABLE 1
Phase I1I Clinical Trials of the Efficacy, Safety, and Ranibizumab  VEGET VEGFT VEGET
Tolerability of Repeated Doses of Intravitreal 0.5 mg 0.5 mg 2mg 2mg eve[gr
VEGFT in Subjects with Neovascular Age-Related monthly meonthly monthly 8 weeks
Macular Degeneration (RQ4) (0.5Q4) (2Q4) (208)
1 Maintenance of vision* (% patients losing <15
letters) at week 52 versus baseline
Study 1 94.4% 935.9%%* 93.1%** 95.196%*
Study 2 94.4% 96.3%** 95.6%** 95.6%**
Mean improvement in vision® (letters) at 52
weeks versus baseline (p-value vs RQ4)##*
Study 1 8.1 6.9 (NS) 10.9 (p < 0.01) 7.9 (NS)
Study 2 9.4 9.7 (NS) 7.6 (NS) 8.9 (NS

fal: . -

Dr. Brown (applying “high level of efficacy” construction):

Example 4 data does not “allow[] me to determine whether it’s a
method of treatment.” Ex.1110, Brown Tr., 22:17-25:7 (Paper 61, 10)

RIVIMS

LIFE SCIENCE LAW

DEMONSTRATIVE EXHIBIT — NOT EVIDENCE

Patent Owner’s Proposal:

1. A method for treating an angiogenic eye disorder in a patient [that
achieves a high level of efficacy that is non-inferior to the standard of care,

for that particular angiogenic eye disorder, at the time of patent filing], said

Ex.1138, Do Dep. Ex.4 (Paper 61, 7-8)

“treat[ing] requires a high level of efficacy”

“visual acuity gains became the new standard-
of-care in treating wAMD”

(Paper 73, 3-4; Paper 40, 12-13; see also Paper 61,
13-14)




’338 Patent: Claim Construction
“initial dose,” “secondary dose(s)” & ‘“tertiary dose(s)”

Challenged Claim 1 ("338 Patent): Intrinsic Evidence - Lexicography

1. A method for treating an angiogenic eye disorder in a The terms “initial dose,” “secondary doses,” and “tertiary
patient, said method comprising sequentially administering doses,” refer to the temporal sequence of administration of the

to the patient a single initial dose of a VEGF antagonist, . et v vs : o
followef)d by one O;g more (SR 1 %/EGF VEGEF antagonist. Thus, the “initial dose™ is the dose which 1s

antagonist, followed by one or more tertiary doses of the administered at the beginning of the treatment regimen (also

VE%F al_ltagmﬁst; — referred to as the “baseline dose™); the “secondary doses™ are
wherein each secondary aose 1s adminisiere 0 4 WCCKS . . . . e .

after the immediately preceding dose; and the dgses which are admlmstereq after the 1n.1t1.al dose; and the

wherein each tertiary dose is administered at least 8 weeks “tertiary doses” are the doses which are administered after the

after the immediately preceding dose; - o | secondary doses. The initial, secondary, and tertiary doses

may all contain the same amount of VEGF antagonist, but

Board: “[W]e find that the will generally differ from one another in terms of frequency |

of administration. In certain embodiments, however, the
amount of VEGF antagonist contained in the initial, second-
ary and/or tertiary doses will vary from one another (e.g.,

Specification expressly defines the
terms ‘initial dose,” ‘secondary

doses,” and ‘tertiary doses.” adjusted up or down as appropriate) during the course of
(Paper 21, 22-23) treatment.
Ex.1001, 338 patent, Claim 1 Ex.1001, ‘338 patent, 3:31-45
RIVIMS DEMONSTRATIVE EXHIBIT — NOT EVIDENCE
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’338 Patent: Claim Construction
“initial dose,” “secondary dose(s)” & ‘“tertiary dose(s)”

Patent Owner’s Proposal:

NEW ARGUMENT. PO (Sur‘rePIY)' ”[l]f the Boa rd Chooses to method comprising sequentially administering to the patient a single initial dose
construe these terms, PO’s arguments rega rding ’tertiary dose’ of a VEGF antagonist, followed by one or more secondary doses of the VEGF
app|y with equa| force to the ‘initial dose’ and lsecondary dose’ antagonist, followed by one or more |doses, administered after the initial and

terms.”
(Paper 73, 12; compare with Paper 40, 7 (“‘initial dose’ and
‘secondary doses’ need not be construed”)) |

| wherein each secondary dose is administered 2 to 4 weeks after the

secondary doses, that maintain the efficacy gained after the initial and

secondary doses| of the VEGF antagonist;

immediately preceding dose; and

wherein each |dose, administered after the initial and secondary doses, |

Board: “[W]e do not find that the Specification requires the . ) o
. . , . . . . . that maintains the efficacy gained after the initial and secondary
tertiary doses’ to maintain any efficacy gain achieved after the
doses| is administered at least 8 weeks afler the immediately preced;
initial and secondary doses, or that the term ‘connotes a B 1 IR % R s it i Himedately peeceding
specific level of efficacy’” (Paper 21, 22-23)

Ex.1138, Do Dep. Ex.4
RIVIMS DEMONSTRATIVE EXHIBIT — NOT EVIDENCE
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’338 Patent: Claim Construction
“initial dose,” “secondary dose(s)” & ‘“tertiary dose(s)”

Patent Owner’s Proposal:

method comprising sequentially administering to the patient a single initial dose
PO does even not attempt to construe “tertiary dose(s)”
separate from its arguments for “method for treating”
(See Paper 40, 23-24 (incorporating by reference PQO’s arguments
regarding the “method for treating” preamble requiring a high level of
efficacy); Pa per 73, 12-13 (same)) secondary doses| of the VEGF antagonist;

of a VEGF antagonist, followed by one or more secondary doses of the VEGF
antagonist, followed by one or more |doses, administered after the initial and

secondary doses, that maintain the efficacy gained after the initial and

wherein each secondary dose is administered 2 to 4 weeks after the
PO offers only extrinsic evidence which contradicts the
intrinsic record on “tertiary dose(s)”

immediately preceding dose; and

wherein each |dose, administered after the initial and secondary doses, |
that maintains the efficacy gained after the initial and secondary

doses] is administered at least 8 weeks after the immediately preceding

Board: “[PO] has not directed us to any portion of the
Specification that teaches differently or adds any efficacy

requirement to that definition [of ‘tertiary doses’].”
(Paper 21, 23) Ex.1138, Do Dep. Ex.4

RIVIMS DEMONSTRATIVE EXHIBIT — NOT EVIDENCE
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Grounds 1-2 (Anticipation)

Dixon & Adis

- VIEW Q8 dosing regimen (with 3 loading doses) expressly disclosed

26.3 Phase lil
A two part Phase III trial of VEGF Trap-Eye was initiated in
August of 2007. The first part, VIEW 1 (VEGF Trap:
Investigation of Efficacy and safety in Wet age-related macular
degeneration) [@8) will enroll ~ 1200 patents with neovascu-
lar AMD in the US and Canada. This non-inferiority study
~ o will evaluate the safety and efficacy of intravitreal VEGF
Expert  VEGF Trap-Eye forthe tt Trap-Fye at doses of 0.5 and 2.0 mg administered at 4-week
Opinion macular degenethion dosing intervals and 2.0 mg at an 8 week dosing interval
o (following three monthly doses), compared with 0.5 mg of
ranibizumab administered every 4 weeks. After the first year
of the study, patents will enter a second year of p.r.n. dosing
evaluation. The VIEW 2 @) study has a similar study design
and is currenty enrolling patients in Europe, Asia Pacific,
Japan and Latin America. In both trials, the primary out-
come will be the proportion of patients who maintain vision
at week 52 (defined as a loss of < 15 ETDRS letters).

|

i

Double-Masked Seudy of Efficacy and

Safety of IVT VEGF Trap-Eye in Subjects

With Wet AMD (VIEW 1) [ClinicalTrials.

gov identificr: (NCTO0509795) !

Clinical Trials.gov [online]. Available 47. VEGE Trap-Eye: Investigation of Efficacy
informa heep!/clinicaltrials.gov/ce2/show/ and Safety in Wet AMD (VIEW 2).
e NCT00509795 [Accessed 28 Sep 20 [Clinical Trials gov identifier:
o - T 1 (NCT00637377) ClinicalTrials.gov

. Fegoner S 1008 [online]. Available from: http//clinicaltrials.
Page 1 gov/ct2/show/NCT00637377
[Accessed 28 Sep 2008]

Ex.1006, Dixon, 1576, 1579

RIVIMS

LIFE SCIENCE LAW

Regeneron and Bayer inititiated a phase III trial of aflibercept in approximately
1200 patients with the neovascular form of wet AMD in August 2007. The non-
inferiority, VIEW 1 (VEGF Trap: Investigation of Efficacy and safety in Wet age-
related macular degeneration) study will evaluate the safety and efficacy of

Apis R&D PROFILE . . —_ - ..
intravitreal aflibercept at doses of 0.5 mg and 2.0 mg administered at 4-week
dosing intervals, and 2.0 mg at an 8-week dosing interval. compared with 0.5 mg
Aflibercept | ranibizumab administered every 4 weeks. The randomized, double-blind trial will

VLer T tiwsy  be conducted at more than 200 centres throughout the US and Canada, pursuant to

Abstract

Ex.1007, Adis, 263
DEMONSTRATIVE EXHIBIT — NOT EVIDENCE

i

| A second phase III trial (VIEW 2) in wet AMD began with the first patient

word - dosed in May 2008. The VIEW 2 trial will enrol approximately 1200 patients from

muet the EU, Asia Pacific, Japan and Latin America. This study will evaluate the safety
harmfulg

wa and efficacy of aflibercept at 0.5 mg and 2.0 mg administered at 4-week intervals
and 2.0 mg at an 8-week dosing interval, including one additional 2.0 mg dose at
1 week 4. Patients randomized to the ranibizumab arm of the trial will receive a

r

Aflipgrront ie = fjlus husman. caonhinant fucina nedsin seeecad of tha i
econ

in Europe and the

Mylan Exhibit 1007
Mylan v. Regeneron, IPR2021-00881
Page 1

(Paper 1, 27-30, 39-49)



Grounds 3-5 (Anticipation)
REG (8-May-2008), NCT-795 (VIEW 1) & NCT-377 (VIEW 2)

VIEW Q8 dosing regimen (with 3 loading doses) expressly disclosed

(Paper 1, 31-36, 49-61)

REGENERON
May 8, 2008

Bayer and Regeneron Dose First Patient in Second Phase 3 Study for VEGF Trap-Eye in
Wet AgeRelaled Macular Degeneration

Hnternational study to evaluate efficacy and safety in treating 3 leading cause of blindness

Levertusen, Germany Moot o Tarrytown Y. My 2008 e e MO A e
Sis 2

Phase 3 cinical Sy . cevelopmen VeGr o ey

e a
Teied Uaiiar DEGEnaraton ek AMD, 3 536 couse o mnect m Sk

VW2 (VEGE Tra Eye: Imsgation of ey n Safty iy et WD) vl approxmsily 1230 paberts i up 0200

crope, A Pt sopan and Lot Armanica Tha fst Phiase 3 il VIEW 1, bagan srealing paberts 1 August
3007 1 e Unked Sistes and Canaga. Bt VIEW 1 and VIE 3 o om0 i et s ey ot ey o Ve
nd 8 weeks. The vl e

al stomieal endgait
e o ot Tety T VE T £y i Lol o mamab, s st Syt ppned o
s in et AMD in mjor markets glabaly.

Wet AMD acoounts for about 00 percentof al severs AMD-retated vision oss. f o
e leak fud and biood into the macula, the area o the retina that allows for vision o
of centai vision With continusd progression.

when abrormal biood vessls in the.
ine detais. This can lead fo a rapid loss

b e ey o e TS o bl L e o e i o]

improve vsion.” said Kemal Malk, MD, Head :

Commitee. Dosing s ry Phaze 3 il iz 3n for tns compound mtended to
e see et ions of

eded to aare AMD;" 53id Gearge D. Yancopoulos, M.D.
Ph.D., President of Regenaron Research Laboratones. “This glosal Phase 2 clinical program wil provise addonal data to
further evaluate the eficacy and safety of VEGF Trap- Eye using oiferent dosing regimens ™

are VEGF TrapEye A,
ok oy e o et o s e 4 e Once spproves. Sayer HesliCare il marke VEGF Trp Eye
e e U, whese the partes vl shar caualy s prods Fom any ke saies f VEGF Trop Eve. Regeneron mainiams
Gxchusive rghts o VEGF Trap Eve n he U VIEW 2 premary analys resuis ara sniopated i 301

About VIEW 2

Inthe first year, the VIEW 2 (VEGF Trap-Eye: Investigation of Efficacy and Safety in Wt AMD) stucy wl evaluate the safety

S L e

E-week dosing nterval

i well e 0.5 g dose avery 4 weeks. Afe e frst year ot rsiment, pacerts o it o Pt o
for ancther year on a flexibl. regimen wih ery 12 meeks. but not more

often B1an every 4 weeks unil the end of the Sudy,

e study is the proportion vision 3t the end of
b g iy i et oty s mnecasm " umber ofeers ve\)acnml)i on the Eany
Viiammncn of o s e ned 2t g ety e o (el 1 13 aber) o B ETORG chrt. K.

Endpanis nlucs he mean changs o saseine i vsual asuty 35 meaures by ETORS né he roporn o sananis s
gined atleast 15 ltters of vision 3t

Phase 2 Clinical Data
SRR e LR S i i LR s
balh prmary and {ameasire of disease
Mylan Exhibit 1013
Mylan v. Regeneron, IPR2021-00831
Page 1

‘In the first year, the VIEW2 . .. T
. ClinicalTrials.gov archive
study will evaluate the safety and
effi ca Cy Of V EG F Tra p- Eye at L Vascular Endothelial Growth Factora/::;:rT::“-Sry‘:;Lr:;/:"s‘:g’;;;TvTé‘lEvlzl)c::y:nd Safety in Wet Age-Related

Lstest verson (svomites CiniatToss oou

History of Changes for Study: NCT00509795

2.0 mg at an 8-week dosing

e fom coumns A snd &

- Clik "Compare® o do e comparisn and showthe diflerences.

interval, including one additional

+ Hoverover e "Recnitment Status" o see how e stdy’ recnitment staus changed.

2.0 mg dose at week four.” i ——
(Ex.1013, REG (8-May-2008), 1-2) | i“]'fl‘]“fifl‘.;.,m — f—

r—— QD . Notoni Library o Mocicine

2 0 O mmuzm seumensws v ssswsconss  ClinicalTrials.gov archive

History of Changes for Study: NCT00637377
VEGF Trap-Eye: Investigation of Efficacy and Safety in Wet AMD (VIEW 2).

Lotest verson (submited Novermber 28, 2014) on CineaTrsls v

oy Ex.1014,
e o e NCT-795 —_—
administered every 8 weeks DI

(including one additional 2.0 mg

Verson | A [ 8 | smineatue Crangen
dose at week 4) during the first T

e >

Mylan Exnibit 1015

year.” (Ex.1014, NCT-795, 8; e |
Ex.1015, NCT-377, 6) R

Ex.1013, REG (8-May-2008) Ex.1015, NCT-377
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Ground 6 (Obviousness)
Dixon (alone or combined with the 7758 patent or Dix)

VIEW Q8 dosing regimen (with 3 loading doses) expressly disclosed

26.3 Phase Ill Claim 1 (338): A method for treating an angiogenic eye disorder in a patient
A two part Phase III trial of VEGF Trap-Eye was initiated in
August of 2007. The first part, VIEW 1 (VEGF Trap:

Investigation of Efficacy and safety in Wet age-related macular ... administering to the patient a single initial dose of a VEGF antagonist,
4 degenetatinn) #8) will enroll ~ 1200 patients with neovascu- .
SN iv e US and Canada. This non-inferiority study followed by one or more secondary doses of the VEGF antagonist, followed
Expert] YAl evaluate dhe safety and efficacy of (RN by one or more tertiary doses of the VEGF antagonist

Opinion Trap-Eye at doses of 0.5 and 2.0 mg administered at 4-week
dosing intervals and 2.0 mg at an 8 week dosing interval ) . o
(following three monthly doses), compared with 0.5 mg of | ... Wherein each secondary dose is administered 2 to 4 weeks after the

Tbizumab administcred every 4 weeks. Afier the f : : .
Al AR o e P A immediately preceding dose; and

L e
2.2 Introduction to compound

VEGF Trap-Eye is a novel anti-VEGF drug currently in . . . ..
commercial development for the eament of neovascalas .. wherein each tertiary dose is administered at least 8 weeks after the

AMD by Regeneron Pharmaceuticals, Inc. (Tarrytown, NY, immediatel receding dose
USA) in the US and in collaboration with Bayer HealthCare yp &

(Leverkusen, Germany) in global markets. Structurally,
VEGEF Trap-Eye is a fusion protein of key binding domains
of human VEGFR-1 and -2 combined with a human IgG
Fc fragmcnt (F:gure 1. Funcuonal.ly, VEGF Trap-Eye acts as

) FIG. 24A-24C . Nucleotide (SEQ 1D NO: 15 and deduced

O I i amino acid sequence (SEQ 11D NO:16) of the modified Flil
informa 23 Chemlstry receptor termed VEGFRIR2-FeAC 1 (a).
pesirare VEGF Trap-Fye and afliberceprt (the oncology product) have
o 1 the same meolecular structure, but there are substantial dif- EXlOlO, ’758 Patent, 10:15-17
Ex.1006, Dixon, 1575-76 (Paper 1, 36-37, 62-66)

RIVIMS DEMONSTRATIVE EXHIBIT — NOT EVIDENCE
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Ground 6 (Obviousness)

Dixon (alone or combined with the 7758 patent or Dix)
- VIEW Q8 dosing regimen (with 3 loading doses) expressly disclosed

Expert
Opinion

;;;;;;;;;;

informa
healthcare

2.6.3 Phase Ill

A two part Phase III trial of VEGF Trap-Eye was initiated in
August of 2007. The first part, VIEW 1 (VEGF Trap:
Investigation of Efficacy and safety in Wet age-related macular
degeneration) [6) will enroll ~ 1200 patients with neovascu-
lar AMD in the US and Canada. This non-inferiority study
will evaluate the safety and efficacy of intravitreal VEGF
Trap-Eye at doses of 0.5 and 2.0 mg administered at 4-week
dosing intervals and 2.0 mg at an 8 week dosing interval
(following three monthly doses), compared with 0.5 mg of
ranibizumab administered every 4 weeks. After the first year

= PRSI . . i

Padents initially teated with 2.0 or 0.5 mg of VEGF Trap-
Eye monthly achieved mean improvements of 9.0 (p < 0.0001)
and 5.4 (p < 0.085) ETDRS letters with 29 and 19% gaining,
respectively, 2 15 ETDRS letters at 52 weeks. During the
p.tn. dosing period, patients initially dosed on a 2.0 mg
monthly schedule received an average of 1.6 more injections

. 4 and those initially dosed on a 0.5 mg monthly schedule

received an average of 2.5 injections. The median time to first

Ex.1006, Dixon, 1576
RIVIMS

Reasonable Expectation of Success: Dixon discloses positive
Phase 2 (“CLEAR-IT-2") data which launched the VIEW trial.
Ex.1006, Dixon, 1576 (after 52 weeks, Phase 2 patients
required (on average) only 1.6 additional injections after four
monthly loading doses) (Paper 1, 64-65; Paper 61, 32-33)

Motivation to Combine with the
’758 patent or Dix: Dixon expressly

discloses dosing VEGF Trap-Eye
(Paper 1, 63-64)

DEMONSTRATIVE EXHIBIT — NOT EVIDENCE
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069 Patent

{0 O
The methods of the present invention comprise adminis-

tering any VEGF antagonist to the patient. In one embodi-
ment, the VEGF antagonist comprises one or more VEGF
receptor-based chimeric molecule(s), (also referred to herein
as a “VEGF-Trap” or “VEGFT”). An exemplary VEGF
antagonist that can be used in the context of the present
invention 1s a multimeric VEGF-binding protein comprising
two or more VEGF receptor-based chimeric molecules
referred to herein as “VEGFRI1R2-FcACl(a)” or “afliber-

cept.”

Mylan Exhibit 1001
Mylan v. Regeneron, IPR2021-00680
Page 1

Ex.1001, ‘069 Patent, 2:30-38

RIVIMS DEMONSTRATIVE EXHIBIT — NOT EVIDENCE
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2.2 Introduction to compound
D' VEGF Trap-Eye is a novel ant-VEGF drug currently in
Ixon commercial development for the treatment of neovascular
AMD by Regeneron Pharmaceuticals, Inc. (Tarrytown, NY,
USA) in the US and in collaboration with Bayer HealthCare
(Leverkusen, Germany) in global markets. Structurally,
VEGF Trap-Eye is a fusion protein of key binding domains =~ v
of human VEGFR-1 and -2 combined with a human IgG o : :
Fc fragment (Figure 1). Functionally, VEGF Trap-Eye acts as
a receptor decoy with high affinity for all VEGF isoforms,
binding more tightly than their natve receptors. Unlike
anti-VEGF drugs currendy in use, VEGF Trap-Eye is
designed to inhibit placental growth factors-1 and -2 in F=: :
addition to all isoforms of VEGF-A. ﬁ-ﬁm‘m&m%wm 3

m VEGE with picomelar

in
25 Qlinical efficacy
264 Phase |

L NY. 261
A Phase [ cundomized, double-blind, placebo-canesalled wial

2.3 Chemistry

VEGF Trap-Eye and aflibercept (the oncology product) have
the same molecular structure, but there are substanaal dif-
ferences between the preparation of the purified drug prod-
uct and their formuladons. Both aflibercept and VEGF
Trap-Eye are manufactured in bioreactors from industry pomwermmes,, . &

—
by biling to VEGF w0 form an inactive VEGE-sfibercepe 9

24 Pharmacodynamics
e aliberceps dose tha s administered in oncology setings  graphic subiype of CNV
s cicher 4 mglkg every 2 weels o 6 mgllg eveay 3 weeks, o

nds 2 (kg week) with ceher schedule.

standard Chinese hamster ovary cells that overexpress the """ "™

fusion protein. However, VEGF Trap-Eye undergoes further P
. . . A L . Myian v. Regeneron, IPR2021-00880

purification steps during manufacturing to minimize risk of Fooe:

irritation to the eye. VEGF Trap-Eye is also formulated with | Ex.1006, Dixon, 1575
different buffers and ar different concentrations (for buffers

in common) suitable for the comfortable, non-irritating,

direct injection into the eye.

RIVIMS DEMONSTRATIVE EXHIBIT — NOT EVIDENCE
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RIVIMS

LIFE SCIENCE LAW

VEGFR1

VEGFR2 VEGF
Trap

Fc

Kp

VEGFR1 10-30pM
VEGFR2 100-300pM
| VEGF Trap Eye ~ 0.5 pM |

TmE

Figure 1. Schematic diagram of VEGF Trap-Eye, a fusion
protein of binding domains of VEGF receptors-1 and
attached to the Fc fragment of human IgG.

DEMONSTRATIVE EXHIBIT — NOT EVIDENCE
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Adis

ADIS R&D PROFILE

Aflibercept
F AVE 0005 AVE.005, AVE0005, VEGF Trap — Regeneron,
EGF Trap-Eye

Aflibercept .

AVE 0005, AVE 005, AVE0005, VEGF Trap — Regeneron, ""“" s 5
VEGEF Trap (R1R2), VEGF Trap-Eye g 'f o S v

Mily of “Trap’ procuct candidates that catch, hold and block (i.e. trap) certain
@l cytokines or srowth factors.

{Bgeneron and Bayer HealthCare entered into 2 collaboration agreement in
Hher 2006 1o de aflibercept for the treatment of eye
filers outside the ill share equally in profits from this
ket while i i
8 from sales in the US.I
[Bgencron and sanofi-aventis amended their aflibercept collaboration agree-
Bl include Japan. Under the terms of the amended agreement. reporied in
Bmber 2005, the two companies will jointly develop and commercialize

Abstract Aftibercept is a fully human recombinant fusion protein composed of the  Focos st i,
secomd Iz domain of YEGFRI and the third Iz domain of VEGFR2, fusad to the

Fc region of human Ig03). Aflibercept is in clinical development with Regeneron

Pharmacewticals and sanofi-aventis for the treatment of cancer, while Regeneron

and Baye r .JE developing the apeni for eye -:Ilmr-.h:m. ."'t.ﬂlbl."]' ept binds Bo Al B s s nemmmen s o s so (ssctadiog

1 " armtcon. Uniet th s of l‘f‘ni‘;“““ixi'il.i‘l“;?ﬁ o Rogomeron

million and fund development costs.

it of $US25 million was also ¢
: promoticaal

e A 1 2 1 £ SRR

the receipt of marketing approvals for up to eight indications in Europe and the

Mylan Exhibit 1007
Mylan v. Regeneron, IPR2021-00880

Ex.1007, Adis, 261
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758 PTE Application

IN THE UNITED STATES PATENT AND TRADEMARK OFFICE

The name of the approved product is EYLEA™. The name of the active
ingredient of EYLEA™ is aflibercept, also known as VEGF trap, VEGF-trap, VEGF Trap- | o mmee
Eye and VEGF-TRAPRig2. Aflibercept is a fusion protein consisting of (a) a vascular [ -
endothelial growth factor (VEGF) receptor component having immunoglobulin-like e ol i e R
(Ig) domains consisting of an Ig domain 2 of a first VEGF receptor that is human FIt1 | s o BT
and an Ig domain 3 of a second VEGF receptor that is human Flk1; and (b) an Fc S 1o L Ao b el

) ) 600 Dulany Street (Madison Building)
portion of human IgG1.

Alexandria, VA 22314

APPLICATION FOR EXTENSION OF PATENT TERM UNDER 35 U.S.C. §156

Dear Sir

Applcam Regeneron Pharemaceuticals, Inc, hereby submits this application

cstansan ofthe eem af United States Leeers Patent No. 7.974.75 58 (the “758
.m r] nder 35 1U.5.C. §156 and 37 CFR §1.740

e entire interest in and to the
sormwr\to strlm\asl Papadopoulos,

;-dl L Tdm.lkl)ll an
znmnr-(mﬂmram-um 5 {ac p, of which is attached in

BIAUANZ AL QNS 1G5 D1EIESH
Bl FE: 1457 1130.88 14

Mylan Exhibit 1024
Mylan u_Regeneron, IPR2021-00880
Page 1

Ex.1024,’758 PTE, 2 (Paper 61, 22)

RIVIMS DEMONSTRATIVE EXHIBIT — NOT EVIDENCE
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758 PTE Application

Holash further describes VEGFR1 and VEGFR2 on page 11393, in
the second paragraph, as being “highly related transmembrane tyrosine
kinases that use their ectodomains to bind VEGF."” The disclosure of the
FIt1 and Flk1 components in the approved product and the construction
of the expression vector used in making the active ingredient in the
approved product is discussed in the ‘758 patent in Example 20, column [

ATES PATENT AND TRADEMARK OFFICE

29, lines 41-56. The amino acid sequence of both the Flt1 and Flk1 Bz,
components of the approved product are disclosed in Figures 24A-24C. v v
Fitl lg domain 2 spans amino acid residues 27 through 129 and Flk1Ig .. P
domain 3 spans amino acid residues 130 through 231 of the fusion -
. protein. 1
Aflibercept comprises the Fc domain of human IgG1 fused to the ¢ Y e

extracellular domains from the VEGF receptors. See section 11 of
EYLEA™ label, provided as Attachment B. A “multimerizing
component” of the fusion protein of claim 1 can comprise an
immunoglobulin domain, such as the Fc domain of IgG. See col. 5, lines

42-46 and col. 7, lines 25-30 of the ‘758 patent. Thus, aflibercept also o i
includes a multimerizing component as defined in claim 1. The
multimerizing component of the fusion protein, the Fc region of human o A RS 02

Page 1

IgG, is referenced throughout the ‘758 patent. The disclosure of the Fc
multimerizing component in the actual product is discussed in Example
20, column 29, lines 41-56, and its amino acid sequence is disclosed in E ’

' : x.1024, 758 PTE, 6-7 (P 1, 24-25
Figures 24A-24C, from amino acid residue 232 through 458. (Paper )

RIVIMS DEMONSTRATIVE EXHIBIT — NOT EVIDENCE 59
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959 PTE Application

1. Identification of the Approved Product under 37 C.F.R. §1.740 (a)(1)

The name of the approved product is EYLEA™. The name of the active
ingredient of EYLEA™ is aflibercept, also known as VEGF trap, VEGF-trap, VEGF Trap-
Eye and VEGF-TRAPg1rz. Aflibercept is a fusion protein consisting of (a) a vascular
endothelial growth factor (VEGF) receptor component having immunoglobulin-like
(Ig) domains consisting of an Ig domain 2 of a first VEGF receptor that is human Flt1
and an Ig domain 3 of a second VEGF receptor that is human Flk1; and (b) an Fc
portion of human IgG1.

13, 2001, Reel 01
0222 (a copy of e:

[NTHE UNITED STATES PATENT AND TRADEMARK OFFICE

{tent Number: 7,070,959

i No. 10/009,852)

[fied Chimeric Polypeptides with RECEIVED
joved Pharmaco? idnetic Properties DEC 2.2 200
Papadopoulos, Davis and Yancopoulos PATENTomENSION

4,2006

Egeneron Pharmaceuticals, Inc. Unit: OPLA

fent Legal Administration (via hand delivery)
Street (Madison Building)

WAzz314

FATION FOR EXTENSION OF PATENT TERM UNDER 35 US.C. §156

ereby submits this application
No.7,070,959 (the *'359

st
ezl 012639, Frame
CRLOK @ASEIID 160650 MRS
TEESTEX T

Mylan Exhibit 1102
Mylan v. Regeneron, IPR2021-00880
Page 1

Ex.1102, 959 PTE, 2 (Paper 61, 30, 36)

RIVIMS

DEMONSTRATIVE EXHIBIT — NOT EVIDENCE
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959 PTE Application

Aflibercept is also described in Holash et al. Proc. Natl. Acad. Sci.
USA q Augu.st 20, 2002, Vul 99]' No. 1?‘ pp. 11393-11398 ["HﬂlaSh,” 12,070,959

B52)

Attachment G) as VEGF-Traprirz, which has the lg domain 2 of VEGF | RECEIVED

fokinetic Properties DEC 2.2 200

receptor 1 (VEGFR1; also known as Flt-1) fused to the [gdomain3of [ . .=~ swerggeson
VEGF receptor 2 (VEGFRZ; also known as Flk-1), which in turn is fused

to the constant region (Fc) of human IgG1. See paragraph bridging Fmaceuticals, Inc Unic: OPLA
pages 11393 and 11394 and Figure 1A. Moreover, Holash et al. Bintsration via hand devery)
demonstrate that aflibercept is a VEGF antagonist that binds to and |

inhibits the biologic activity of human vascular endothelial growth
factor (VEGF) in various in vitro and in vivo assay systems.

KTENSION OF PATENT TERM UNDER 35 US.C. §156

i | Applicant, Regeneron Pharmaceuticals, Inc., hereby submits this application
for extension of the term of United States Letters Patent No. 7,070,959 (the “"959
patent”) under 35 U.S.C. §156 and 37 CF.R §1.740.

Applicant represents that it is the assignee of the entire interest in and to the
’959 patent by virtue of assignment of all rights of inventors Nicholas ]. Papadopoulos,
Samuel Davis and George D. Yancopoulos (Papadopoulos et al.) to Regeneron
Pharmaceuticals, Inc., as recorded in the U.S. Patent and Trademark Office on August
13,2001, Reel 012077, Frame 0978 and on February 19, 2002, Reel 012639, Frame
0222 (a copy of each is attached in Attachment A). g5/03/2012 CKHLOK  GDAGERLD 166658 7878959

81 FC:1457 1126.88 DA

Ex.1102, '959 PTE, 5 (Paper 61, 30, 36)

RIVIMS DEMONSTRATIVE EXHIBIT — NOT EVIDENCE
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As noted in Section 11 of the EYLEA™ label (Attachment B), T
aflibercept is produced in Chinese hamster ovary (CHO) K1 cells by | —
recombinant DNA technology. Holash (Attachment G) also describes the oo oo
method of producing aflibercept (VEGF-Traprirz) as expressing a wenmma
recombinant DNA construct in Chinese hamster ovary cells (See b
“Engineering VEGF-Traps” in the Materials and Methods section on B
page 11393-11394). | ——

flan Exhibit 1102
Mylan v. Regeneron, IPR2021-00880
Page 1

Ex.1102, 959 PTE, 5 (Paper 61, 30, 36)

RIVIMS DEMONSTRATIVE EXHIBIT — NOT EVIDENCE
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(2)  Explanation Regarding Claim 11 Relative to Aflibercept

As explained below, a method for manufacturing aflibercept, the
active ingredient of the approved product, is covered by at least claim I THE UNTEDSTATRS ATENT AND TRADBNARKOFCE
1 1- In re U.S. Patent Number: 7,070,959
(Application No. 10/009,852)
Claim 11 reads as follows: e e

11. A method of producing a fusion polypeptide, comprising o

growing cells of the host-vector system of claim 8, under e —

Cﬂndﬁﬁuns permitting prludUCﬁon ﬂfthe ﬂlsinn pﬁllypeptide and APPLICATION FOR EXTENSION OF PATENT TERM UNDER 35 U.S.C. §156

recovering the fusion polypeptide so produced. - o

Claim 11 depends from claim 8, which reads as follows:

8. A host-vector system for the production of a fusion e
polypeptide comprising an expression vector encoding a fusion o
protein capable of binding VEGF, wherein the fusion protein Mot g, PRz 00
consists of immunoglobulin-like (Ig) domain 2 of VEGF receptor
human Flt1, Ig domain 3 of VEGF receptor human Flk1, and a Ex.1102, 959 PTE, 5-6
multimerizing component, in a suitable isolated host cell. (Paper 61, 30, 36)

RIVIMS DEMONSTRATIVE EXHIBIT — NOT EVIDENCE
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Claim 11 describes a method of producing the fusion polypeptide
encoded by the expression vector in the host-vector system of claim 8

comprising growing cells of the host-vector system under conditions A

permitting production of the fusion polypeptide and recovering the

fusion polypeptide. As described above, aflibercept is a fusion T —
polypeptide encoded by the expression vector in the host-vector system o

of claim 8. Therefore, growing cells of the host-vector system under | — e
conditions permitting production of the encoded fusion polypeptide Brtticpon PTBTEION
according to claim 11 will produce aflibercept. Thus, claim 11 is ER—

directed to a method of manufacturing aflibercept, the active ingredient = oo
of the approved product.

Example 20 at col. 29, lines 13-29 of the ‘959 patent describes
the construction of a nucleic acid (VEGFR1R2-FcAC1(a))encoding a ‘
fusion protein having the three components of aflibercept. The nucleic
acid and amino acid sequence of VEGFR1R2-FcAC1(a) is provided in

| Figures 24A-C. See col. 9, lines 65-67. Thus, aflibercept is a fusion

TENSION OF PATENT TERM UNDER 35 U.S.C. §156

protein encoded by a nucleic acid sequence of SEQ ID NO: 15. The r T s
nucleotides encoding the various components of aflibercept are further e
described in Figures 24A-24C, whereby the Flt1 Ig domain 2 is encoded Ex.1102, '959 PTE, 6-7 (Paper 61, 30, 36)

by nucleotide residues 80 through 389, the Flk1 Ig domain 3 is encoded
by nucleotide residues 390 through 693 and the Fc component is
encoded by nucleotide residues 694 through 1377.

RIVIMS DEMONSTRATIVE EXHIBIT — NOT EVIDENCE
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CERTIFICATE OF SERVICE

The undersigned hereby certifies that a true and correct copy of the foregoing

Petitioner’s Corrected Demonstratives for Oral Argument was served on August 9,

2022, via electronic mail by agreement of the parties, to the following counsel for

record of Patent Owners:

Deborah E. Fishman (Reg. No. 48,621)
David A. Caine (Reg. No. 52,683)
Arnold & Porter Kaye Scholer LLP
3000 El Camino Real

Five Palo Alto Square, Suite 500

Palo Alto, California 94306-3807
Telephone: 650.319.4519

Telephone: 650.319.4710

Facsimile: 650.319.4573
Deborah.Fishman@arnoldporter.com
David.Caine@arnoldporter.com
RegeneronEylealPRs@arnoldporter.com

Daniel Reisner

Matthew M. Wilk

Arnold & Porter Kaye Scholer LLP
250 West 55th Street

New York, New York 10019-9710
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