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Petitioner Has Not Established Unpatentability

® Written Description and Enablement Grounds
— Ignore the state of the art
— Fail to apply legal standard for new use of a known class
— Irreconcilable with own reliance on same data
® Obviousness Ground
— Lacks a motivation to combine

— Contradicted by teachings of the art IL-15 trans-presemtation
| ER !
]L'].S}[L‘].ER Inhibitors: I'.. - L ‘ Myeloid or non-myeloid
) Cumulatively Disclosed k¥ vy, 15 g o y
- Q y
:z l I T— 58 I 15Ru I
“it [was] common as of April 2017 to expect = Il 1 g L '
that species that would antagonize IL-15 150 ] I L-2/L-15Rp 4
signaling would be useful in diseases— ; mnEE 11 I I
autoimmune diseases that had been o ==aIRNRERRRRRRNE . l . i
] * . * e A gl ol Al S " "\" o va" ,’J " tor 1 cell
identified as having an IL-15 mechanism.” i s il bl 4 4 e 1o
EX2007, 74:19-75:10 EX2005, 170 EX1015, Fig. 1a
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State of the Art
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IL-15, Vitiligo, & Petitioner’s Declarants

IL-15 inhibitors, targets, and class effect

¢ Well-known pathway and targets (E.g., POR, 5-8; Sur-Reply, 3-5; EX2005, 1166-67; EX2002, 106)
¢ Primarily trans-presentation (E.g., POR 7-8; Sur-Reply, 3-5; EX2005, 1166-67; EX1015; EX1016)
¢ Hundreds of known inhibitors (E.g., POR, 11-12; Sur-Reply, 4-5; EX2005, {68-69, 121-122, App'x A)
® Classic research paradigm (E.g. POR, 8-9; Sur-Reply, 3; EX2005, 1152-63; EX2007, 65:21-67:20)
W RESHE Sl AT e AlseAsEs (E.g. POR, 12-13; Sur-Reply, 3-5; EX2005, 1180-83; EX1011; EX1013; EX2014;
p EX2015; EX2019; EX2024; EX2025; EX2026; EX2118)
- .
Class effect expected and confirmed by Dr. Abbas (Eg, POR, 6, 13, 32, 71-72; Sur-Reply, 16-17; EX2007, 74:19-75:10)
o : y ;
Harris mouse recapitulated human disease (E.g, POR, 15; Sur-Reply, 21-23)
'505 patent disclosure
@ 20 inhibitors from 9 classes (E.g, POR, 9-11; EX1001, 2:49-52, 7:33-8:37)
® (ited references are expressly incorporated (E.g. EX1001, 2:49-52; POR, 11-12, 21)
Declarants
¢ Dr. Abbas and Dr. Plott did not consider full scope of art (E.g. POR, 30-32; Sur-Reply, 7-10)
¢ Professor Damsky, M.D., Ph.D. considered the art as a whole (g, FOR, 5n. 11, Sur:Repey, 25-26 Paper 37; EX2005-EX2006)
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IL-15 Signaling Blocked By Inhibitors of IL-15 and Any Receptor Unit

PERSPECTIVES

il

Q. And any of those would inhibit the
transpresentation that’s shown; correct?

A. Theoretically, yes.

EX2007, 71:3-5; generally id., 70:10-71:5

Myeloid or non-myeloid
IL-15 trans-presenting cell

The ability of anti-CD122 monoclonal antibodies to inhibit
cell proliferation mediated by trans-presented 1L-15 was
examined using TF-1f cells and scIL-15/IL.-15Ra.

4 * T
T e EX1011, 22:17-19

« NK cell \

EX1015, Fig. 1a
POR, 7-8, 43-45; Sur-Reply, 3-5; EX2005, 1Y 66-67
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Known IL-15 and IL-15R Inhibitors

( = EX1011 = EX2027 = EX2050 = EX2104 = EX2111 A
= EX2013 = EX2028 = EX2051 = EX2105 = EX2112
= EX2014 = EX2029 = EX2085 = EX2106 = EX2113
= EX2017 = EXZ030 = EX2087 = EXZ2107 = EXZ2114
= EX2019 = EX2031 = EX2088 = EX2108
= EX2024 = EX2032 = EX2102 = EX2109
= EX2025 = EXZ2049 = EX2103 = EXZ110
k- _
IL-15/IL-15R Inhibitors: Cumulatively Disclosed Inhibitors:
Cumulatively Disclosed IL-15 vs IL-15R by Year
400 ' 400

350 I I 350
300 300
250 I I I 250
200 200
150 I I 150
am®B [ N |
" [ il ;
b = = B RS S EEEER o = l
D W e &

F & A b & & 4 P, 1 v @

8 oy o

. s S $ §

R R R & & B D a & B
&L E S EE L F 0L S

m 5mall Maolecule ® Antibody ™ Peptide Nucleotide m Other mI-15 mIL-15R

EX2005, 70 EX2005, 172
1 Al EX2005, 1 68-75, App’x A; POR, 5-14; Sur-Reply, 3-5
t DEMONSTRATIVE EXHIBIT - NOT EVIDENCE 7
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Expectation of Common Autoimmune Therapeutic Efficacy

2015 filing date 2014 filing date

BACKGROUND OF THE INVENTION: Significant involvement of IL-15 in the development of the pathogeneses of the
There remain considerable unmet medical needs for inflammatory and autoimmune aforementioned afflictions suggests that targeting this cytokine signaling pathway can reduce or
eliminate the occurrence of IL-15-related disorders. This strategy has been proved lately by a

discases such as rheumatoid arthritis, psoriasis and intestinal inflammatory discases. Cytokine :
number of biological assays. Reduction of IL-15-mediated biological responses, using the

targeting is now cstablished as a feasible method for treating such chronic inflammatory

soluble recentorllEABRa (Liew F.Y. Molnnes ... Ann: Rheurn. Dis. 61 Supl 21ii100.2.(2002);
dise oL in
ey Cytokine targeting is now established as a feasible | na Significant involvement of IL-15 in the development of the
Med method for tl'cating such chronic in_ﬂammatgry IL-2 pathogeneses of the aforementioned afflictions suggests
diseases and this is best exemplified by the that targeting this cytokine signaling pathway can reduce
blockade of tumor necrosis factor (TNF)a in or _eliminate the occurrence of IL-15-related disorders.
rheumatoid_arthritis (RA), psoriasis and Crohn’s This strategy has been proved lately by a number of
T — - Deoliasle A — biological assays.
diseases - . —
EX2024, 3 always resulted in the alleviation of the disease symptoms

EX2025, 2-3

POR, 12-13; Sur-Reply, 3-5; EX2005, 11 52-65, 80-83; see also EX1011, 4:25-34; EX1012; EX1018, 2
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Expectation of Common Autoimmune Therapeutic Efficacy

® Dr. Abbas confirms expectations:

Q. Was it common -- to your knowledge, was it common as of April 2017 to expect that species
that would antagonize IL-15 signaling would be useful in diseases -- autoimmune
diseases that had been identified as having an IL-15 mechanism?

* %k *

Dr. Abbas: It's reasonable, but it depends on how the mechanism was identified.

Q. Is that different today than in April 2017, about how people rely on proof of concepts to infer
treatment activity for an antagonist?

* %k *

Dr. Abbas: As far as | know, the principles have not changed.
EX2007, 74:19-75:10

POR, 6,13, 32, 71-72; Sur-Reply, 3-4, 16-17
DEMONSTRATIVE EXHIBIT - NOT EVIDENCE - 9
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Classic Research Paradigm: Dr. Abbas

Q. And so the scientific basis would be finding that, for example, a disease is
associated with elevated IL-15?

Classic Research Paradigm " ww

’ Dr. Abbas: That's part of it, or blocking experiments in reliable animal
: Screen for elevated cytokine levels in a lesion / models would be another part of it. That's how these things are analyzed.

So finding it elevated in patients, in mouse models, then blocking it in

N . mouse models, those are all the pieces we consider.
Develop scientific basis

Q. And then the next step of the rational design; how does that come in?

Rborial aproneh A. 'M?II, the next step woutld be to block that cytokine pathway i.n an
animal model, and that's your proof of concept -- your pre-clinical

proof of concept. And then from there, you would consider going to
Preclinical PoC clinical trials.
Q. Sois that a fairly standard approach, that you have a scientific basis
Hnl}iflm followed by rational design followed by proof of concept followed by
s

clinical trials?

% & ¥

Dr. Abbas: It's -- in principle, that's the standard approach, yeah.
EX2007, 66:19-67:20
POR, 8-9; Sur-Reply, 3-4; EX2005, 1106
DEMONSTRATIVE EXHIBIT - NOT EVIDENCE - 10
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Vitiligo
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F—

© Autoimmune disease of skin

® Results in patchy depigmentation of
skin

® CD8+T Cells “are both necessary and
sufficient for melanocyte destruction”

POR, 14; EX2060, Fig. 1; EX 2054,5
'_ DEMONSTRATIVE EXHIBIT - NOT EVIDENCE 12
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Vitiligo: Autoimmune disease with different initiation triggers

----- Vitiligo is a common, disfiguring autoimmune disease that negatively affects patients’ self-
— esteem and quality of life (1, 2). Existing vitiligo treatments, which are used off-label, are
general, non-targeted immunosuppressants that provide only modest efficacy. Developing Phototherapy
=1 safe and effective treatments requires a better understanding of disease pathogenesis to sppressnts

identify new therapeutic targets (3). Vitiligo is caused by a dynamic interplay between J

genetic and environmental risks that initiates an autoimmune attack on melanocytes in the i

Topical Immuno-

Antioxidants? Surgery

=4 skin. Destruction
o ' EX2060, 1
N e w8

This disease is indistinguishable from classical Fie1.

9 1 h ] RE, 1 s 3 l It 1 22 d Vitilige pathogencsic begins with altered melnnocytes thar exhibic an chevared cellular sipess
viti lgﬂ' Y clinical examination or histo OgY? an response. This rnpgers autolmmuenity, which rgets melanoeytes fos destroction, reulling in

2 r‘h.'-'l epagimen . Repagmenlalym requares e grimwlh amil rmgrabion of melmocyles,
thefefore Chem]ca] IEUkOdETmB does not appear to |'\'|Ji|:i'.:.;.-j! I: i hair I'::Ilf:?usu'lhul\.ll b :\.' 1 \*ll:\lill-‘aln uu:::\-.ilh.'l.r clul:ulcl' the |Ir|:;url|||:||l |J:II'
be distinct from Vltlllgo but lnBY be better classified witiligo: 1) recueing melanoeybe stress, 2) suppressing sufoimmune trgeting of
2 a3 nmelanocytes, and 3) promoting melasocyie regeneration. Corrent treaiments, including
as Chemlcal]Y lnduced V]tﬂig(}‘ ; wpical imannosuppie ssants, phototherapy, and surgical appreaches, patially addiess thes:
poals i overall non-largeted wavs
EX2053, 3 EX2060, Fig. 1

POR, 14-15; Sur-Reply, 5-7; see also, EX1002, 149; EX1004, Y37; EX2060, 1-4; EX2118, 104:24-105:10
DEMONSTRATIVE EXHIBIT - NOT EVIDENCE 13
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Vitiligo: Autoimmune disease with different initiation triggers

® Petitioner’s Reply ® Dr. Plott did not opine on causes of vitiligo

At !lterature ldentlflffd_ Q. Are you offering any opinions on what causes
multiple causes of vitiligo, vitiligo --

explained there was no
singularly true mechanism
behind the disease, and its
pathogenesis was elusive.

. A. No. I'm providing - I’'m providing responses
]13)5(;01‘2;'}{47' EX1057, Abstract, in Paragraph 47 regarding what Dr. Damsky

said. I've not offered opinion in this
paragraph about the causes of vitiligo.

* %k %

Q. --inyour declaration, Exhibit 10477

* %k %

Reply, 16-17 EX2118, 95:16-25

Sur-Reply, 6, 9-10; see also EX2118, 94:18-95:25, 96:2-8
DEMONSTRATIVE EXHIBIT - NOT EVIDENCE 14
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Vitiligo: Harris Mouse Model Recapitulates Human Vitiligo

o = & th

Recapitulates Hallmarks of Human Disease
Melanocyte-specific T cells drive skin depigmentation.

T cell recognition and reaction against common melanocyte-specific antigens that lead
to melanocyte death and depletion in the epidermis.

T cells that exhibit a T resident memory phenotype and express CD122/IL-15R.

IFN-y is key driver in disease pathogenesis and levels of IFN-y correlate with
depigmentation.

Predominant site of depigmentation in the interfollicular epidermis.
Pigment retained within the hair follicles of vitiligo lesions.
Predilection for involvement of acral sites (ears, hands, feet), the face, and genitalia.

Disease progression from patchy areas of depigmentation to confluent areas of
depigmentation, a sign of active vitiligo.

No visible clinical evidence of skin inflammation.

EX2005, 189

I75: RIGIMAL ARTICLE

A Mouse Model of Vitiligo with Focused Epidermal
Depigmentation Requires IFN-y for Autoreactive
CD8 " T-Cell Accumulation in the Skin

i | i H, Hamie, Woligaeg Woninger™, £, john Whomey®, Chiiuspher A, §ancy

TRACERI DD Fone Biosciceces, lec, Exhibi: 1006 ..
Fore Hiosciences, Ioe. v, University of Massachusetis - RORAIZR-00014

EX1006

POR, 15; EX2005, 1/84-89

DEMONSTRATIVE EXHIBIT - NOT EVIDENCE
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The '505 Patent
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Novel Method Using a Known Class of Inhibitor

Claims 1-5:

LTI 1. Amethod of treating a subject who has a vitiligo lesion,
ook St Pt a5 1270t the method comprising:
identifying a subject in need of treatment; and
administering a therapeutically eflective amount of an
inhibitor of 11.-15 or the 11.-15 receptor to the subject.
2. The method of claim 1, wherein the inhibitor 1s a small
molecule inhibitor, an antibody, a peptide inhibitor, or an
inhibitory nucleic acid targeting IL.-15 or the IL.-15 receptor.
3. The method of claim 1, wherein the inhibitor is
administered to the lesion.
4. The method of claim 3, wherein the inhibitor is
administered to the epidermis within the lesion.
e S. The method of claim 3, wherein the inhibitor is
e S administered to the epidermis within the lesion by subcuta-

[ Ty —————

Fo il Uneniy oMo POREL 001 neous or intradermal administration, or a microneedle array.

EX1001, Claims 1-5

DEMONSTRATIVE EXHIBIT - NOT EVIDENCE 17
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Describes Representative IL-15/IL-15R Inhibitors

9 classes of inhibitors and 20 compounds disclosed

Class of Therapeutic Molecule Compound(s) Disclosure
1 Small molecule inhibitors of the IL-15 receptor alpha chain Benzoic acid WO 2014/191822 (EX2013)
derivatives W0 2014,/191823 (EX2014)
Amine derivatives
i . Cefazolin US 201670235762 (EX2015)
2 Small molecule inhibitors of IL-15 induced cellular responses Y-320 Ushio, 2008 (EX2016)
3 Soluble IL-15 receptor alpha chains sIL-15Ra Ruchatz, 1998 (EX2017)
4 IL-15/Fc-gamma 2a fusion proteins Mutant IL-15/Fcy2a fusion protein | Kim, 1998 (EX2018)
5 Peptide inhibitors of the IL-15 receptor alpha chain IL-15 peptide inhibitors U.S. 7,736,638 (EX2019)
6 Anti-IL-15 antibodies Human IL-15 mAb WO 03,/017935 (EX2020)
Anti-IL15 receptor antibodies, including those that bind to the IL- grads UL'l.SRE? antiiodied 5 9:[]28,330 (RX1o11)
7 2/1L-15 receptor beta, gamma, and alpha subunits IL-15Ra antibodies Hechinger, 2015 (EX1030)
i P B : P IL-15y antibodies Epron, 2012 (EX2021)
8 Small molecule inhibitors of CD122 R026-4550 Wilson & Arkin, 2010 (EX2022)
SP4206 Laio, 2013 (EX2023)
ABT-737
Nutlin-2
Compound 3
9 Inhibitory nucleic acids targeting IL-15 or IL-15R siRNA Routine methods
shRNA
LNA molecules
PNA molecules

EX1001, 2:49-52, 7:34-8:37; POR, 9-11, 20-21

DEMONSTRATIVE EXHIBIT - NOT EVIDENCE 13
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Expressly Incorporates 300+ References

LS 11276 %64 B3
w

e B il swem of sk seh md e aowa, B
.

US 11 27R %08 B

R e B b s T 4

=
rpet

»

Dvalinnsnil, 8 (1, CRye, & &, Teid, W, Tolla, &

LS 1L27,%0 B

US 11278 %5 B2

PR R O T A T

(-
e, F (0 Do
. e

u.
Pl K. o, 5. B, | Tonmgh, 11 B s i, L,

All publications, patent
applications, patents, sequences, database entries, and other
references mentioned herein are incorporated by reference in
their entirety.

EX1001, 2:49-52

=

POR, 11-12, 21; EX2005, 71, n.2

DEMONSTRATIVE EXHIBIT - NOT EVIDENCE 19
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Known: Classic Research Paradigm

Xing (EX1007) Classic Research Paradigm The '505 Patent

/ Characterized transcriptional profile
of vitiligo lesional skin

IL-15R and IFN response genes identified \ IR evElun scientific husl: / IL-15R expression identified in

Characterized transcriptional profile

of AA lesional skin Screen for elevated cytokine levels in a lesion

in AA lesional skin vitiligo lesional skin

Mechanistic studies confirm a role for IL-15 and . Mechanistic studies confirm a role for resident
Rational approach

IFN response genes in AA and recirculating memory T cells in vitiligo

JAK and IL-15R inhibitor tested in an AA mouse S IL-15R inhibitor tested in reliable vitiligo mouse
Preclinical PoC
model model
Efficacy of JAK inhibitors for the treatment of AA in Human Villaris IND studies underway and human clinical
humans advanced to human studies trials development begins in 2023
vV
EX2005, 1157, 106; EX2007, 65:21-67:20; POR, 8-9; Sur-Reply, 3-4
DEMONSTRATIVE EXHIBIT - NOT EVIDENCE 20
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Patent Examples: IL-15R expression in vitiligo lesional skin

Example 1:
. - CD122 Staining on Melanocyte-Specific Trm
* Establishes human P=0.0637 , . 4 pe,
vitiligo patients express ; ' Lesion Noricsion
8 'P . ‘P P=0.0008 1 5
an antigen-specific Tm fr— 100%
phenotype and express 100+ Qe " 1
@ S ]
- o
IL-15R. - - o 3
+ 2 2 a ,
S 3 |”“ SR
- cD122
Bt 0
Q g 50~ o B I o
@ 8 g .
[ = (m ] o EE
og e aF
o o « t 504
S~ ® o g
A0 =3
0l—Fgg——ama— H
PBMCs Lesion Nonlesion o : .
Lesion Monlesion
FIG. 1C FIG. 1D
EX1001, Fig. 1C EX1001, Fig. 1D

EX1001, 30:53-31:12, Fipgs. 1A-1E; POR, 21-22
21
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Patent Examples: Melanocyte-specific T cells

Example 2:

* only melanocyte-specific Disease @ Lymph Node w00,  PBS wo. FTYT20
T cells establish Trm in = § 2000-
p . % ns 80 804
epidermis where " o .
: ‘. ® 2 £ 15004 B £
autoantigen is expressed g 104 @ g o g 60
compared to control cells bt £ 10004 . 2 4 L g
(EX1001, 3:22-31, 31:14- g . B ee o S <
43, Figs. 2A-2G). e 8 5004 * 204 20-
g
Example 3: e I Before  After * Before  After
_ PMEL OT1 % PMEL OT-1 FIG. 4C FIG. 4D
*  “TRM are long-lived and FIG. 2E FIG. 2F ' '
maintain effector function i
for long periods.” . Epidermis g 80—
(EX1001, 3:32-45, 31:45- T 1000, * g ] .
32:35, Figs. 3A-3D). £ | o 2 »
. E 404
Example 4: g 0o - > :-
= Sl
*  “recirculating memory T 2 00) e % %'.v_-, A
cells contribute to ; w0{ 5 1«
sustained melanocyte N S— ¥ a0l— :
killing during the %  PMEL OT-1 TR, RO
maintenance of vitiligo. FIG. 26 He %
(EX1001, 3:46-56, EX1001, Figs. 2E-2G EX1001, Fig. 4C-4D
32:37-67, Flgs 4A-4G). POR, 22-24
DEMONSTRATIVE EXHIBIT - NOT EVIDENCE 22
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Patent Examples: In vivo efficacy

Example 5: & P=0 0001
S G0 peistm—y Conrol
* invivo efficacy in Harris g n _ Baseline
(- ; | ] LR e R e
mouse model (EX1001, g l ek 5
33:1-34:45, Figs. 5, 6A-6l, 20l 1 N e
Fig. 7A-C, Figs. 8A-8E). i -
L E ey CR122Ab
* “Existing treatments for §, i 1 _ R
oeas =2 0= b e L s s —
vitiligo are not durable, as g™ : o T
; Week 8
the disease returns at the .;;' -40 v y e
site of treatment after e e
discontinuation.” (EX1001, s ganiel ' T
33:5-6). EX1001, Fig. 6C | [s= A o EX1001, Fig. 6G | %7 - venicte
} L‘%‘ P “‘.‘-‘ e e
e, :‘\\“\*‘:E " 1'2 £ 304 stop treatmants
] - - .e, o —— |
Danples: o] I
* Method to sample ' -Em
lesioned skin and capture Baseline !
markers of inflammation. R "“"";;:‘;"“"‘“ O aaline Waok & Wiewk & Weth 10 Week 12
(EX1001, 34:47-37:18, o W.,_.,__ e

Figs. 9A-9F, 10A-10C, 11A- R
11C, 12A-12B). EX1001, Fig. 8B

EX1001, Fig. 8D

POR, 24-27
DEMONSTRATIVE EXHIBIT - NOT EVIDENCE 23
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Forte’s Reliance on ‘505 Patent Data and

the Classic Research Paradigm
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Forte’s Statements regarding its FB-102

Asset Indication Preclinical

FB102  Graft vs Host Disease -
Vi e

Forte “Pipeline”

" =i

CD122 is subunit of IL-2/IL-15 receptors which are key regulators of NK cells and T cell subsets

Significant amount of proof-of-concept preclinical data supports activity of CD-122 blockade,. including in GvHD and vitiligo

EX2045 Forte Press Release

Forte’s wholly owned antibody, FB=102, targets CD-122, a subunit of the IL-2 and [L-15 receptor and mediates NK and CD8+ T cells,
which have been implicated in a variety of autoimmune and immune reclated diseases.

Published preclinical PoC data also support the therapeutic potential of anti-CD122 in multiple autoimmune diseases anti-CD-122

including in vitiligo, celiac disease, alopecia areata, Type | diabetes and solid organ transplant.
EX2003, 1 D e S
POR, 33-35, 85-86; Sur-Reply, 10
DEMONSTRATIVE EXHIBIT - NOT EVIDENCE 25
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Forte’s FB-102

Forte’s Interrogatory
Response to: “identify and

_ = describe the particular
models referred to in the
press release”

Professor Damsky

AR TION CF DR DANMERY

Richmond et al., reported in 2018 that the Fc-diminished
chimeric rat/mouse CD122 antibody ChMBC7 depleted
CD8+ PMEL in the dermis of the Harris transgenic mice
and, by substantially eliminating the only remaining
immune cells in the mice, reversed the vitiligo lesions
induced by the transplanted CD8+ PMELSs. 10 Sci. Transl.
Med. 1- 20.

Particularly relevant here is Forte’s reliance on the Richmond
2018 reference, which republished the ’505 patent’s data, to
attribute vitiligo therapeutic activity to FB-102, as I will now
further explain. Specifically, I understand that the Richmond
2018 publication relied upon by Forte corresponds to the
invention claimed in the 505 patent and discloses its same
mouse model data with ChMB?7...

EX2009, 8-9 (citing EX2046); see also Paper 17, 3-5

EX2005, 109

POR, 33-35; Sur-Reply, 10

DEMONSTRATIVE EXHIBIT - NOT EVIDENCE 26
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Person of Ordinary SKkill in the Art

DEMONSTRATIVE EXHIBIT - NOT EVIDENCE
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POSA

@ A person of ordinary skill in the art (POSA) of the '505 patent in April 2017 or April 2018
would have had an advanced degree (e.g., Ph.D., M.D., M.S,, or equivalent), in a field related to
medicine, immunology, molecular biology, cell biology, microbiology, pathology, biochemistry,
peptide chemistry, or a related field, and at least 3-5 years of experience in treating
autoimmune diseases or researching cytokine signaling pathways relevant to treating
autoimmune diseases. This individual would have worked in consultation with a team
including, e.g., a medical doctor who diagnoses and treated vitiligo, and a pharmaceutical
scientist familiar with formulating drugs for administration. Moreover, skilled artisans also
would have practical knowledge of immunology and have been familiar with prior art
pertaining to treatment of autoimmune diseases, including the patents and publications
discussed herein.

@ A POSA having experience “researching cytokine signaling pathways” would have been
familiar with well-known inhibitors of IL-15 and IR-15R, as described in the ‘505 patent
and recognized in the art as of April 2017.

Pet, 18; POR, 26-27; Sur-Reply, 7
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Dr. Abbas Did Not Consider or Investigate the State of the Art

POSA would have been
familiar with

(1) “prior art pertaining
to treatment of

Q Did not consider majority of 300+ references incorporated to patent
EX2007, 6:2-17; POR, 31; Sur-Reply, 7, 10

6 Did not consider number and type of known inhibitors
EX2007, 71:11-24, 81:21-82:12, 83:14-84:12, 85:4-13; POR, 31

autoimmune diseases,

including the patents

and pubﬁcatfﬂns Q. As of April 2017, are you aware of how many species there were that were known to
discussed herein antagonize IL-15 signaling?

(2) “well-known T

inhibitors of IL-15 and T ML oo B0

IR-15R, as described in Q. Aballpark?

’ A. Of course, | — I'm just trying to think. Not really — | know about CD122 blockers,
the '505 pﬂt&'ﬂt and but | am not sure if alpha chain blockers or cytokine blockers had been
recognized in the art as developed by then. | don’t know.

0 f A p ril 2017” Q. You hadn't looked into that in the context of your report in this case; correct?

e Benieies EX2007, 71:11-24; POR, 31; Sur-Reply, 10
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Dr. Plott Did Not Consider or Investigate the State of the Art

POSA would have been
familiar with

(1) “prior art pertaining
to treatment of
autoimmune diseases,
including the patents
and publications
discussed herein.

(2) “well-known
inhibitors of IL-15 and
IR-15R, as described in
the '505 patent and
recognized in the art as
of April 2017”

S

QO O 0 O

Did not consider majority of 300+ references incorporated to

’505 patent
EX2008, 5:18-22; EX2118, 55:24-56:10, 186:11-20

Has little to no experience with IL-15 signaling inhibitors
EX2008, 16:14-17, 17:14-16

Has limited knowledge beyond this case for therapeutic uses for
IL-15 inhibitors
EX2008, 19:23-20:8

Would have to consult others for this subject matter

EX2118, 8:24-9:4, 9:13-21, 11:1-3, 10:23-11:17, 12:6-14, 14:4-15:12, 15:21-16:3,
18:8-14, 22:3-14.

No specialized experience with vitiligo
EX2118, 22:24-23:10, 26:2-4, 26:20-25, 28:21-29:1

POR, 32; Sur-Reply, 7-10, 23-24
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—

Professor Damsky, M.D., Ph.D.

® Assistant Professor of Dermatology & Pathology
(Clinician-Scholar Track), Yale University School of
Medicine

® Board Certified Dermatologist & Dermotopathologist
® Ph.D., Cell and Molecular Biology (2011)

® M.D.(2013)

® Dermatology Resident (2014-2017)

® Dermatopathology Fellow (2018-2020)

® Research Fellow, Immunobiology (2017-2023)

POR, 5n.11; Sur-Reply, 23-26, EX2005, 111-18, EX2006, 1-2 /
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I

Professor Damsky, M.D., Ph.D.

® During Ph.D. research (pre-2011):

— “intensively studied intracellular signaling pathways” and the
effects of alerting signaling to those pathways, such as
cytokines

EX2005,76
¢ Between 2011 and 2017, research group was:

— "active in researching cytokines in dermatology and beyond
dermatology in a number of different settings using
translational approaches, invasive approaches in clinical trials”

EX1046, 267:22-268:16

POR, 51n.11; Sur-Reply, 23-26, EX2005, 11-18, EX2006, 1-2; Paper 37,7 /
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Professor Damsky, M.D., Ph.D.

Damsky et al (EX1021)

Rrviiws
JAR inhibitors in dermatobigy: m
The: promise of 2 new drug class P

=t 5
w “1) and activation of targel
gena transcription
»

Cylokine binding induces recaplor :

dimerization leading te phosghorylation
of recaptor chains by JAKs

STATs are reciuited
ta the phosphorylated
cytokine recepior

Q O
STATS ane i,
phosphorylated ﬁ STAT
AT

by JAKS leading 1 ST
o

io dimerization m

Transhocation 1o the nuclsus _-n‘\*-\

Fig 1. Janus kinase—signal transducer and activator of manscription (JAK-STAT) signaling

pathmay. JAK inhibitors antagonize JAK protein function and prevent activation of the pathoay.

Recognitions:

® Young Investigator Award; LEO
Foundation Award

® Numerous clinical trial grants and
funding

® >120 peer-reviewed publications,
many related to cytokine inhibitors in
treating inflammatory skin
conditions

— “JAK Inhibitors in Dermatology: the
Promise of a New Drug Class” (EX1021)

POR, 51n.11; Sur-Reply, 23-26, EX2005, 111-18, EX2006, 2-18; Paper 37
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Petitioner Has Not Established

Lack Of Written Description or
Nonenablement
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Facts Relevantto § 112

IL-15 inhibitors, targets, and class effect

¢ Well-known pathway and targets (E.g., POR, 5-8; Sur-Reply, 3-5; EX2005, 1166-67; EX2002, 106)

®  Primarily trans-presentation (E.g., POR 7-8; Sur-Reply, 3-5; EX2005, {66-67; EX1015; EX1016)

¢ Hundreds of known inhibitors (E.g., POR, 11-12; Sur-Reply, 4-5; EX2005, 168-69, 121-122, App'x A)

e Classic research paradigm (E.g. POR, 8-9; Sur-Reply, 3; EX2005, 1752-63; EX2007, 65:21-67:20)

¢ Effective for multiple autoimmune diseases (ERs PO 1215 S“r'ReEpg‘ng: ?3?(22%2%;@82%.343; [Ei));{zlgzlé;: EE;((;SZIS: 51{3{22311:]

¢ Class effect expected and confirmed by Dr. Abbas (POR, 6, 13, 32, 71-72; Sur-Reply, 16-17; EX2007, 74:19-75:10)

¢ Harris mouse recapitulated human disease (E.g. POR, 15; Sur-Reply, 21-23)
'505 patent disclosure

® 20 inhibitors from 9 classes (E.g, POR, 9-11; EX1001, 2:49-52, 7:33-8:37)

¢ (ited references are expressly incorporated (E.g. EX1001, 2:49-52; POR, 11-12, 21)
Declarants

¢ Dr. Abbas and Dr. Plott did not consider full scope of art (Eg., POR, 30-32; Sur-Reply, 7-10)

® Professor Damsky, M.D., Ph.D. considered the art as a whole (Eg- POR, 5m.11;5ur-Reply, 23-26; Paper 37, EX2005; EX2006)
Legal Standard

® UraPep analysis is applicahle (E.g., POR, 38-43, 52-57, 60-73; Sur-Reply, 12-15)
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Written Description For a Novel Use of a Known Class

“[W]hen a genus is well understood in the art and not itself the
invention but is instead a component of the claim, background
knowledge may provide the necessary support for the claim.”

Erfindergemeinschaft UroPep GbR v. Eli Lilly & Co., 276 F. Supp. 3d 629, 648 (E.D. Tex. 2017), aff'd 739 F. App'x 643 (Fed. Cir. 2018) (“UroPep”)

“We find this case akin to UroPep in which the Court stated that the essence of the invention in
UroPep was not the identification of compounds that would perform a particular function. Instead,
the Court found that the invention is a method of treating a disease BPH (benign prostatic
hyperplasia) using inhibitors of PDE V (phosphodiesterase) ...
By the same token, the challenged claims of the ‘836 patent present us with the same issue here as
addressed in UroPep of a method of treatment using two genera of compounds that perform a
particular function. Patent Owner has pointed us to evidence of examples of these genera that
Petitioner failed to address because of its incorrect focus on the two genera as if they were novel
compositions that Patent Owner was claiming as the invention.

Merck Sharp & Dohme Corp. v. Genetech, Inc., PGR2021-00036, Paper 10, 19-20 (PTAB July 24, 2021)

POR 38-39, 44, ; Sur-Reply, 12-15
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Claimed Method of Treating Vitiligo Analogous to UroPep

UroPep The 505 Patent
© “[T]he invention was to use a group of @ (Claims a new use of a known class of
compounds well known in the art ... in a inhibitors, not novel compounds
novel method of treating... @ Hundreds of IL-15/IR-15 inhibitors and
@ “[W]hen a genus is well understood in the art known for treating autoimmune diseases
and not itself the invention but is instead a — EX2005, 168-69, 121-122, App’x A

component of the claim, background
— EXZ2005, 1180-83; EX1011; EX1013; EX2014;

knowledge may provide the necessary
o) EX2015; EX2019; EX2024; EX2025; EX2026;
support for the claim. EX2118

@ “Given the evidence of the knowledge of a  Specification discloses 20 exemplary
person of skill [at critical date] regarding inhibitors from 9 different classes
[genus] inhibitors,... a reasonable jury could
have found that the specification disclosed a
sufficient number of representative species
of selective... inhibitors.”

— [EX1001, 2:49-52, 7:33-8:37

UroPep, 276 F. Supp 3d at 646, 648, Sur-Reply, 12-15; see also POR, 38-39, 44, 51-57, 60-73
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Known IL-15 and IL-15R Inhibitors

( = EX1011 = EX2027 = EX2050 = EX2104 = EX2111 A
= EX2013 = EX2028 = EX2051 = EX2105 = EX2112
= EX2014 = EX2029 = EX2085 = EX2106 = EX2113
= EX2017 = EXZ030 = EX2087 = EXZ2107 = EXZ2114
= EX2019 = EX2031 = EX2088 = EX2108
= EX2024 = EX2032 = EX2102 = EX2109
= EX2025 = EXZ2049 = EX2103 = EXZ110
k- _
IL-15/IL-15R Inhibitors: Cumulatively Disclosed Inhibitors:
Cumulatively Disclosed IL-15 vs IL-15R by Year
400 ' 400

350 I I 350
300 300
250 I I I 250
200 200
150 I I 150
am®B [ N |
" [ il ;
b = = B RS S EEEER o = l
D W e &

F & A b & & 4 P, 1 v @

8 oy o

. s S $ §

R R R & & B D a & B
&L E S EE L F 0L S

m 5mall Maolecule ® Antibody ™ Peptide Nucleotide m Other mI-15 mIL-15R

EX2005, 70 EX2005, 172
1 Al EX2005, 1 68-75, App’x A; POR, 5-14; Sur-Reply, 3-5
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Expectation of Common Autoimmune Therapeutic Efficacy

2015 filing date 2014 filing date

BACKGROUND OF THE INVENTION: Significant involvement of IL-15 in the development of the pathogeneses of the
There remain considerable unmet medical needs for inflammatory and autoimmune aforementioned afflictions suggests that targeting this cytokine signaling pathway can reduce or
discases such as theumatoid arthritis, psoriasis and intestinal inflammatory discases. Cytokine eliminate the occurrence of IL-15-related disorders. This strategy has been proved lately by a
number of biological assays. Reduction of IL-15-mediated biological responses, using the
targeting is now cstablished as a feasible method for treating such chronic inflammatory soluble recantenuauE e o002);
dise = in
mey Cytokine targeting is now established as a feasible | na Significant involvement of IL-15 in the development of the
med method for treating such chronic inflammatory [i-2 pathogeneses of the aforementioned afflictions suggests
diseases and this is best exemplified by the that tgrgeting this cytokine signaling pathway can reduce
blockade of tumor necrosis factor (TNF)a in or _ellmlnate the occurrence of IL-15-related disorders.
] id_arthritis (RA) insic and Crohn’ T!']IS s.trategy has been proved lately by a number of
: hRaiElials biological assays.
discases — o
EX2024, 3 always resulted in the alleviation of the disease symptoms
EX2025, 2-3

POR, 12-13; Sur-Reply, 3-5; EX2005, 11 52-65, 80-83; see also EX1011, 4:25-34; EX1012; EX1018, 2
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Amgen Inc. v. Sanofi, 598 U.S. 594 (2023)

“[1]t may suffice to give an example (or a few examples) if the
specification also discloses some general quality running through the
class that gives it a peculiar fitness for the particular purpose. In
by % some cases, disclosing that general quality may reliably enable a

N 28 person skKilled in the art to make and use all of what is claimed, not
merely a subset.

Amgen Inc. v. Sanofi, 598 U.S. 594, 611-612 (2023)

POR, 51-55; Sur-Reply, 12-15
40
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Amgen: “general quality running through the class”

Amgen v. Sanofi The 505 Patent

¢ Example 5: in vivo working example durably
reversed vitiligo

“[1]t may suffice to give an example (or a — EX1001, 33:1-34:45

fe.w examples) if the spemﬁca:cmn 3150_ @ L-15/IR-15 inhibitors commonly inhibit
discloses some general quality running pathway known to treating IL-15 mediated
through the class that gives it a peculiar autoimmune diseases

fitness for the particular purpose. In some —  EX2005, 1]80-83; EX1011; EX1013; EX2014; EX2015;
cases, disclosing that general quality may R B las e Biees Be e
reliably enable a person skilled in the art to @ Exemplary compounds and classes

make and use all of what is claimed, not disclosed, all references incorporated
merely a subset. ~  EX1001, 2:49-52, 7:33-8:37

Amgen Inc. v. Sanofi, 598 U.S. 594, 611-612 (2023)

Sur-Reply, 13-14
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Expectation of Common Autoimmune Therapeutic Efficacy

® Dr. Abbas confirms expectations:

Q. Was it common -- to your knowledge, was it common as of April 2017 to expect that species
that would antagonize IL-15 signaling would be useful in diseases -- autoimmune
diseases that had been identified as having an IL-15 mechanism?

* %k *

Dr. Abbas: It's reasonable, but it depends on how the mechanism was identified.

Q. Is that different today than in April 2017, about how people rely on proof of concepts to infer
treatment activity for an antagonist?

* %k *

Dr. Abbas: As far as | know, the principles have not changed.
EX2007, 74:19-75:10

POR, 6,13, 32, 71-72; Sur-Reply, 3-4, 16-17
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Expectation of Common Autoimmune Therapeutic Efficacy

2015 filing date 2014 filing date

BACKGROUND OF THE INVENTION: Significant involvement of IL-15 in the development of the pathogeneses of the
There remain considerable unmet medical needs for inflammatory and autoimmune aforementioned afflictions suggests that targeting this cytokine signaling pathway can reduce or
discases such as theumatoid arthritis, psoriasis and intestinal inflammatory discases. Cytokine eliminate the occurrence of IL-15-related disorders. This strategy has been proved lately by a
number of biological assays. Reduction of IL-15-mediated biological responses, using the
targeting is now cstablished as a feasible method for treating such chronic inflammatory soluble recantenuauE e o002);
dise = in
mey Cytokine targeting is now established as a feasible | na Significant involvement of IL-15 in the development of the
med method for treating such chronic inflammatory [i-2 pathogeneses of the aforementioned afflictions suggests
diseases and this is best exemplified by the that tgrgeting this cytokine signaling pathway can reduce
blockade of tumor necrosis factor (TNF)a in or _ellmlnate the occurrence of IL-15-related disorders.
] id_arthritis (RA) insic and Crohn’ T!']IS s.trategy has been proved lately by a number of
: hRaiElials biological assays.
discases — o
EX2024, 3 always resulted in the alleviation of the disease symptoms
EX2025, 2-3

POR, 12-13; Sur-Reply, 3-5; EX2005, 11 52-65, 80-83; see also EX1011, 4:25-34; EX1012; EX1018, 2
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Petitioner’s Written Description Cases Are Inapt

® Novel compounds and their use

— Ariad: undeveloped class of compounds with no working examples; failed to “sufficiently
disclos[e] molecules capable of” practicing the claimed method (POR, 40)

— Juno: new class of antibodies where “very few [claimed embodiments] were known” and
specification provided no way “to distinguish” (POR 41-42)

— Idenix: undeveloped nucleosides genus, where specification “provide[d] no method of

distinguishing effective from ineffective compounds” “no|[r] explain[ed] what ma[de] [examples]
effective, or why” (POR, 41-42)

— AbbVie: undeveloped genus of “fully human IL-12 antibody” with a particular binding activity
(POR, 41)

® Method for “selectively inhibiting”

— Rochester: failed to “disclose any compounds that can be used in its claimed methods” and no
evidence “that such a compound was known” (POR, 41-42)

POR, 38-42
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Petitioner’s Enablement Cases Are Inapt

® Amgen:
— novel genus of antibodies with specific binding properties
¢ Enzo:

— genus of novel polynucleotide structures having particular functionality where “the specification
fails to teach [a POSA] whether the many structural embodiments of the broad claims would
exhibit that required functionality.”

o Idenix:

— undeveloped nucleosides genus, where specification “provide[d] no method of distinguishing
effective from ineffective compounds” “no[r] explain[ed] what ma[de] [examples] effective, or
why”

o Wyeth:

— undeveloped chemical genus, defined by unpredictable combination of structural and functional
properties, where only one species was disclosed in specification and potentially four others
known in the art.

POR, 51-57
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Narrower Dependent Claims Are Described and Enabled

® Reply fails to address Patent Owner’s cited support for claims 2-5. See POR 50-51, 73.

: Exemplary Support :
Narrower Dependent Claims Exemplary Support in the Art

2. The method of claim 1, wherein the inhibitor is a small EX1001, 7:33-8:37,
molecule inhibitor, an antibody, a peptide inhibitor, or 9:3-21
an inhibitory nucleic acid targeting IL-15 or the IL-15

receptor.
3. The method of claim 1, wherein the inhibitor is EX1001, 2:9-11,
administered to the lesion. 20:30-54

4. The method of claim 3, wherein the inhibitor is
administered to the epidermis within the lesion.

5. The method of claim 3, wherein the inhibitor is
administered to the epidermis within the lesion by
subcutaneous or intradermal administration, or a
microneedle array.

DEMONSTRATIVE EXHIBIT - NOT EVIDENCE

EX2024 (small molecule inhibitor)
EX2032 (peptides inhibitor)
EX2031 (antibodies)

EX2030 (inhibitory nucleic acids)

Petitioner’s declarant agrees methods
of administration were “routine and
common” (EX1004, Y29)

EX2005, Y140

POR, 50-51, 73; Sur-reply, 11
46
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Petitioner’s Arguments Are Contradicted

by the Evidence
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Petitioner’s Arguments Are Contradicted by the Evidence

Petitioner’s Arguments Contrary Evidence

“the science or technology at » “Cytokine targeting is now established as a feasible method...
issue, inhibiting IL-15 signaling in [RA], psoriasis and Crohn’s diseases.”
to treat autoimmune diseases
such as vitiligo, was nascent,

not mature.”

EX2024, 3

* “Significant involvement of IL-15 in the development of the
pathogenesis of the aforementioned afflictions suggests that
targeting this cytokine signaling pathway can reduce or
eliminate the occurrence of IL-15 related disorders.

EX2025, 2
. IL-15/IL-15R Inhibitors: Cumulatively Disclosed Inhibitors:
Cumulatively Disclosed : IL-15 vs IL-15R by Year
. i
11
R E ”””
sy T TTT]

ks swit wgss vt R shlbdbdis sttt EX2005, 1 70, 72
See also EX2013, 6; EX2014, 2; EX2015, 8-9; EX2024, 4, 17; EX2024, 17; EX2028, 1, 9; EX2118,
Pet,, 41 177:22-178:5,179:22-180:11, 181:10-21, 182:21-183:6

POR, 5-14; Sur-Reply, 3-5, 15-17
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Petitioner’s Arguments Are Contradicted by the Evidence

Petitioner’s Arguments Contrary Evidence

“This petition is supported by * Did not consider majority of references cited in specification

the Declaration of Dr. Abul L o e

Abbas” * Unaware of and did not investigate the number and type of IL-15
signaling antagonists

Q. As of April 2017, are you aware of how many species there were
that were known to antagonize IL-15 signaling? ...
[Dr. Abbas]. No.

Q. You hadn't looked into that in the context of your report in this case;
correct?
[Dr. Abbas]: No, | had not. EX2007, 71:11-24, see also EX2007,
81:21-82:12, 83:14-84:12, 85:4-13
* Unaware of most common features between mouse model and
Pet, 5 human disease EX2007, 38:10-38:23, 43:16-19

POR, 30-31; Sur-Reply, 9-10
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Petitioner’s Arguments Are Contradicted by the Evidence

Petitioner’s Arguments Contrary Evidence

“The petition also is supported

by the Declaration of Dr. R.
Todd Plott”

Pet,, 5

Little to no experience with IL-15 signaling inhibitors
EX2008, 16:14-17, 17:14-16, 19:23-20:8

Perspective limited to a “medical practitioner’ EX1004, 132

Would need to consult experts including in cytokine signaling

EXZ118, 8:24-9:4, 9:13-21, 11:1-3, 10:23-11:17, 12:6-14,
14:4-15:12, 15:21-16:3, 18:8-14, 22:3-14

Outdated experience with vitiligo treatment

Q. Has treatment of vitiligo changed between 1990 and 20177
[Dr. Plott]. Not very much.

Q. Have you had any publications on vitiligo since 19907

[Dr. Plott]. No, | have not.

Q. Have you conducted any research on vitiligo since the 1980s?

[Dr. Plott]. No, | have not. EX2118, 26:2-4, 16:20-25

POR, 30, 32; Sur-Reply, 7-10, 23-26
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Petitioner’s Arguments Are Contradicted by the Evidence

Petitioner’s Arguments Contrary Evidence

IL-15 inhibitors “had no e Anti-IL15 “antibody has shown efficacy in a Phase 1/l clinical trial
demonstrated efficacy in vivo” involving patients with rheumatoid arthritis”.

EX1016, 6
e “Antibody-mediated blockade of IL-15 reverses the autoimmune
intestinal damage in transgenic mice that overexpress IL-15 in

enterocytes.” EX2012

e Dr. Plott:

o “[t]he use of specific CD122 antibodies in a CD8+-dependent mouse
model of autoimmune skin lesions to treat autoimmune skin lesions
by depleting CD8+ T cells was known in the art (e.g., EX1007)"

EX1004, 134

e  “Well, I think that persons of the skill would -- would understand that”
“an antibody specific for IL-15 had shown efficacy in a Phase I/II
clinical trial for 18 rheumatoid arthritis”

Reply, 21 EX2118,130:15-24

POR, 58; Sur-Reply, 20-21
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Petitioner’s Arguments Are Contradicted by the Evidence

Petitioner’s Arguments Contrary Evidence

“no expectation of class-wide = * Dr. Abbas agreed:
efficacy” * "t [was] common as of April 2017 [and today] to expect that species

that would antagonize IL-15 signaling would be useful in
diseases—autoimmune diseases that had been identified as
having an IL-15 mechanism.”

EX2007, 74:19-75:10

* “Cytokine targeting is now established as a feasible method... in [RA],
psoriasis and Crohn’s diseases.”
EX2024, 3
* “Significant involvement of IL-15 in the development of the pathogenesis of
the aforementioned afflications suggests that targeting this cytokine
signaling pathway can reduce or eliminate the occurrence of IL-15
related disorders.

EX2025, 2-3
_ Reply, 8 (citing See also EX2013, 6; EX2014, 2; EX2015, 8-9; EX2024, 4, 17; EX2024, 17; EX2028, 1, 9;
Plott Reply Declaration, EX1047, 710, 50) EX2118,177:22-178:5,179:22-180:11, 181:10-21, 182:21-183:6

POR, 5-14; Sur-Reply, 3-5, 15-17
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Petitioner’s Arguments Are Contradicted by the Evidence

Petitioner’s Arguments Contrary Evidence

“effects of using implicated * IL-15/IL-15R inhibitors

molecules was complicated * share a common trait—therapeutic activity from blocking
and unpredictable” IL-15 signal—regardless of specific mechanism
* Prof. Damsky: EX2005, 1179, 115-118, 122, 124, 127-128

* “[T]o the extent that something inhibited IL-15, [ would expect
that it is an [L-pathway inhibitor.”

e Dr. Abbas: EX1046, 161:14-162:4

* ‘“reasonable” to expect that species that would antagonize IL-
15 signaling would be useful in IL-15 mediated

EX2007, 74:19-75:10

Reply 8; generally, Reply, 3-8

POR, 5-14; Sur-Reply, 3-5, 15-17
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Petitioner’s Arguments Are Contradicted by the Evidence

Petitioner’s Arguments Contrary Evidence

“The claims also encompass
inhibition of any one of the Signaling Blocked By Inhibitors of 1L-15 and Any Receptor Unit
various types of IL-15 signaling
and inhibition of any of the

PERESECTIVES

various versions of the . -
receptor, which ¥ Q elodornonmeod | Q. And any of those wou!d inhibit the
_ : ] x L * transpresentation that’s shown; correct?
mp licate dﬁ erent results. \\\_‘J S 4 A. Theoretically, yes.
o /e o EX2007, 71:3-5; generally id,, 70:10-71:5;
(= —IL15

Trans presentation | {44

20130 i The ability of anti-CD122 monoclonal antibodies to inhibit
g .y cell proliferation mediated by trans-presented IL-15 was
//" e 3 examined using TF-1p cells and scIL-15/IL-15Ra.
F = Effector T cell N
; oo, EX1011, 22:17-19
£8=\ 1T
EX1015, Fig. 1a
POR, 7-8; Sur-Reply, 3-5; EX2005, 11 66-67;
Reply, 4
POR, 5-14; Sur-Reply, 3-5, 15-17
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Petitioner’s Arguments Are Contradicted by the Evidence

Petitioner’s Arguments Contrary Evidence

“The specification is not
enabling because it fails to Signaling Blocked By Inhibitors of 1L-15 and Any Receptor Unit
demonstrate which targets are
necessary or sufficient to

PERESECTIVES

achieve the desired effect, let . 4 .'
alone the structural %J."" L ocponmyeloid | Q. And any of those would inhibit the
. . . I'\._\ § \ IL-15 trans-presanting cell J tranﬁpl"esentaflﬂn thﬂt!s Shﬂwn; COﬂ’ECt"
reqmrements for achlevmg \\\__k;-f S 4 i A. Theoretically, yes.
that effect.” = o ¢ S EX2007, 71:3-5; generally id,, 70:10-71:5;
- C=0.—n1s

Trans presentation | {44

20130 i The ability of anti-CD122 monoclonal antibodies to inhibit
g .y cell proliferation mediated by trans-presented IL-15 was
//" e 3 examined using TF-1p cells and scIL-15/IL-15Ra.
F = Effector T cell N
£ £ s Memory EX1011, 22:17-1%
£ 4=\ T
EX1015, Fig. 1a
POR, 7-8; Sur-Reply, 3-5; EX2005, 11 66-67;
Reply, 4
POR, 7-8, 43-45, 66-68; Sur-Reply, 3-5, 18-19
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Petitioner’s Arguments Are Contradicted by the Evidence

Petitioner’s Arguments Contrary Evidence

“The '505 patent never
demonstrated that Signaling Blocked By Inhibitors of 1L-15 and Any Receptor Unit
ChMBC7 inhibition is |
representative of all CD122
inhibition.” T AN .
\ ol *\ Myeloid o non-myeloid. | Q. And any of those would inhibit the
\ O N e transpresentation that's shown; correct?
\\_‘J o A. Theoretically, yes.
o /e o EX2007, 71:3-5; generally id,, 70:10-71:5;
) —IL15
Trans presentation ] :'\ :
20130 i The ability of anti-CD122 monoclonal antibodies to inhibit
g .y cell proliferation mediated by trans-presented IL-15 was
//" e 3 examined using TF-1p cells and scIL-15/IL-15Ra.
f.f'/ i Eé?fgﬂﬂ \ EX1011, 22:17-19
FI0T>. Fle1a POR, 7-8: Sur-Reply, 3-5; EX2005, 7 66-67:
Pet, 3
POR, 7-8, 43-45, 66-68; Sur-Reply, 3-5, 18-19
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Petitioner’s Arguments Are Contradicted by the Evidence

Petitioner’s Arguments Contrary Evidence
“The '505 patent never
demonstrated that

ChMBCY7 inhibition is

representative of all CD122 wmummionmmem | Bortors Intervogatory
inhibition.” deseribe the particulur

models referred to in the
press release”

Professor Damsky

Richmond et al., reported in 2018 that the Fc-diminished | | Particularly relevant here is Forte’s reliance on the Richmond
chimeric rat/mouse CDI122 antibody ChMBC7 depleted | | 2018 reference, which republished the '505 patent’s data, to
CD8+ PMEL in the dermis of the Harris transgenic mice | | attribute vitiligo therapeutic activity to FB-102, as I will now
and, by substantially eliminating the only remaining | | further explain. Specifically, I understand that the Richmond
immune cells in the mice, reversed the vitiligo lesions | | 2018 publication relied upon by Forte corresponds to the
induced by the transplanted CD8+ PMELs. 10 Sci. Transl. | | invention claimed in the *505 patent and discloses its same
Med. 1- 20. mouse model data with ChMB?7. ..

EX2009, 8-9 (citing EX2046); see also Paper 17, 3-5 EX2005, 109

POR, 33-35; Sur-Reply, 10

Pet, 3

POR, 7-8, 43-45, 66-68; Sur-Reply, 3-5, 18-19
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Petitioner’s Arguments Are Contradicted by the Evidence

Petitioner’s Arguments Contrary Evidence

“The patent does not describe  * “[T]he specification need not include a working example of every
the sequence or structure” of possible embodiment to enable the full scope of the claims”
ChMBCY7. Bayer Healthcare LLC v. Baxalta Inc., 989 F.3d 964, 981-82 (Fed. Cir. 2021)

* Prof. Damsky:

Q. In your opinion, would a person of ordinary skill in the art have
needed to understand the structure of CHMB?7 or its epitope to
understand the disclosure of the '505 patent?

... [Prof.Damsky] No. EX1046, 271:23-272:2

» Dr. Plott would not recognize structures of antibodies or need to

know their binding epitopes. EX2118, 30:5-14; 31:11-17,
31:24-32:10, 32:20-35:12

e Forterelied on same data.
Pet., 27 EX2009, 8-9 (citing EX2046); see also Paper 17, 3-4; EX2005, 7109

POR, 66-68; Sur-Reply, 18-19
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Petitioner’s Arguments Are Contradicted by the Evidence

Petitioner’s Arguments Contrary Evidence

“Some implicated molecules e Claimed method to IL-15 inhibition.

may inhibit only IL-15 E.g., EX1001, 6:5-9, 33:10-12, 30:53-31:12, Fig. 6D
signaling whereas other
may inhibit both IL-15 and
IL-2 signaling or just IL-2
signaling.”

e IL-15/IL-15R inhibitors were recognized as a class based on
their common property of blocking the IL-15 signaling
pathway, regardless of specific blocking mechanism.

EX2005, 1179, 115-118, 122, 124, 127-128

Reply, 9, 14

POR, 60; Sur-Reply, 3
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Petitioner’s Arguments Are Contradicted by the Evidence

Petitioner’s Arguments Contrary Evidence

“trial and error” e ]L-15 assays were routine

e Prof. Damsky: A POSA would “have been able to conclusively
determine whether a compound is an inhibitor of IL-15 or the IL-15
receptor....” EX1046, 270:2-19

o EX2013,14-19; EX2014, 11-15; EX2015, 9-10; EX2024, 14-15; EX2118, 160:1-
5,178:7-183:17

e Known techniques for rationally designing and identifying pathway
inhibitors
e “Routine methods can be used to design an inhibitory nucleic acid that
binds to the target sequence” (EX1001, 9:3-5)

e EX2013, 4, 25-26 (in silico methods identifying IL-15 inhibitors); EX2014, 5-6,
20-21 (same); EX2015, 8, 5 (same)

Reply, 9, 14

Sur-Reply, 4-5, 24-25
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Petitioner’s Arguments Are Contradicted by the Evidence

Petitioner’s Arguments Contrary Evidence

“whether and how a given e “Vitiligo is caused by a dynamic interplay between genetic and
molecule would treat [vitiligo] environmental risks that initiates an autoimmune attack of
thus depended significantly on melanocytes in the skin.”

its cause(s)”

Phototherapy

Topical Immuno- S Ureen:
Antioxidants? Suppressants SUrEEry
l .l (i

Autoimmune Melanocyte

Drestruction Regeneration

EX2060,1 & Fig. 1

e Chemically induced vitiligo “is indistinguishable from classical
vitiligo.”
Reply, 17 EX2053, 3

Sur-Reply, 5-7, 21-23
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Petitioner’s Arguments Are Contradicted by the Evidence

Petitioner’s Arguments Contrary Evidence

“The Harris Mice Are Not e Harris mouse model

Representative of Vitiligo” e Recapitulates

hallmarks of human diseases

e Primary vitiligo model

EX2005, 1Y84-89

e Relied upon by Forte as basis for
expected efficacy of
FB-102 in human vitiligo

EX2009, 8-9 (Citll’lg EX204'6],' :;r:zoeld gg-the transplanted CD8+ PMELs. 10 Sci. Transl,
see also Paper 17, 3-4; EX2005, 7109

Reply, 15-17

DEMONSTRATIVE EXHIBIT - NOT EVIDENCE

Recapitulates Hallmarks of Buman Disease
1 Melanpeyte-specific T cells drive skin depignsentation

T cell recogrition and reaction againsl comamon melanocyle-specilic antigens il lead
1o melanocyle death and depletion m the epadenmis,

T cells that exhibit a T resident memary phenotype and express CD 22T0-15RE.
IFM-y ig key driver in dissase pathogenesis and levels of TFN-y correlate witl
depigmentation.

Predominant site of depigmsentation in the iterfollicular epadermis.

Pigment retaimed within the hair follicles of vitiligo lesions,

Predilection for lvolvement of acral sites (ears, hands, feet), e face, and genitalia.

[hsease progresseon from patchy areas of depigmentation 1o confluent areas of
depigmentation, a sign of active vitligo.

Mo wisible clinical evidence of skin inflammation

Forte's Interrogatory
Response to: "identify and
describe the particular
models referred to in the
press release”

Richmond et al., reported in 2018 that the Fe-diminished
chimeric rat/mouse CD122 antibody ChMBCT depleted
CD8+ PMEL in the dermis of the Harris transgenic mice
and, by substantially eliminating the only remaining
immune cells in the mice, reversed the vitiligo lesions

EX2009, 8-9 (eiting EX2046); see also Paper 17, 3-5

POR, 15; Sur-Reply, 21-23
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Petitioner’s Arguments Are Contradicted by the Evidence

Petitioner’s Arguments Contrary Evidence

“This great breadth is * Dr. Plott:
exacerbated by the absence of Q. “It's routine that if you have a lower affinity drug compared to a
any limitation for the extent of higher affinity drug, you just use more of the lower affinity drug to get
inhibition.” equal effect, right?...
[Dr. Plott]. Yes. That would be a strategy for overcoming the
inefficiency.”

. EX2118, 113:1-9
 Petitioner:

* “Indeed, even the ‘505 patent admits that the dosing ‘can be
determined by standard pharmaceutical procedures’ and that
the ‘skilled artisan’ will appreciate the factors that may
influence the dosage. EX1001, 23:20-25, 23:29-34.

Pet., 68
Reply, 4

POR, 5-14; Sur-Reply, 3-5, 15-17
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Petitioner’s Arguments Are Contradicted by the Evidence

Petitioner’s Arguments Contrary Evidence

“Differential” effects » Petitioner challenges only ~15 out of over 300 inhibitors

Sur-Reply, 17
* Dr. Plott confirms these outliers are unexpected:

* “the lead IL-15 antibody blocked some forms of IL-15 signaling
but unexpectedly enhanced others”

* “unexpectedly increased the production of proinflammatory
cytokines’,

* ‘“unexpectedly potentiated IL-15 EX1047, 25, 126, 729

* “Even if some of the claimed [inhibitors] were inoperative, the
claims are not necessarily invalid.”

Atlas Powder Co. v. E.I. du Pont De Nemours & Co., 750 F.2d 1569, 1576-77 (Fed. Cir. 1984)

Reply, 5-6

Sur-Reply, 17-18
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Petitioner’s Arguments Are Contradicted by the Evidence

Petitioner’s Arguments Contrary Evidence

“The claims also encompass e Patent distinguishes IL-15/IL-15R inhibitors from downstream JAK
downstream inhibition” inhibitors

* disclosing IL-15/IL-15R with specific header EX1001, 7:34-8:5
* disclosing JAK EX1001, 8:6-22

e Prof. Damsky:

Q. Let me ask a new question. Do you agree that administering a
therapeutically effective amount of tofacitinib to a subject in need of
treatment satisfies Claim 1?

... [Prof. Damsky]: No. | think that people would think that tofacitinib or

any JAK inhibitor was acting through interferon gamma in vitiligo.”
EX1046, 159:20-160:3

Reply, 9-11 see also EX2118 (Plott Reply Dep. Tr.) 77:9-78:8

Sur-Reply, 19-20
DEMONSTRATIVE EXHIBIT - NOT EVIDENCE 65

UMass Exhibit 2119 - Page 65 of 84
Forte Biosciences v. UMass - PGR2023-00014



Petitioner Has Not Established

Obviousness
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Vitiligo and Alopecia Areata: “Apples and Oranges”

Property

Vitiligo

Alopecia Areata (AA)

Cellular Differences

Immune response target

Epidermal melanocytes

Bulb keratinocytes

Immune privilege

No known protection

Protective against AA

Mechanism Autoreactive CD8+ Trm cells destroy Autoreactive CD8+ T cells disrupt hair
epidermal melanocytes follicles
Location Superficial layer of skin Deeper within the skin, in and around the
hair follicle bulb
T cells PMEL CD8+ / Trm CD8+NKGD2+
CD49a Marker of driver T-cells No known association
Antigenic drivers Known (e.g. PMEL) Not known
Mouse strain used to study C57bl/6 C3H/He]

Diagnostic Differences

Clinical appearance

Depigmentation of the skin

Non-scarring hair loss

Biopsy features

Loss of melanocytes

Normal number of hair follicles

Lesional features

Minimally inflammatory

Highly inflammatory

EX2005, 151; POR, 15-18
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Vitiligo and Alopecia Areata: “Apples and Oranges”

Property Vitiligo Alopecia Areata (AA)
Treatment Differences
Treatment strategies Repigment skin from a natural reservoir of Stimulate hair regrowth
melanocyte stem cells
Treatment considerations Age, overall health, where it appears on the Age, amount of hair loss, location of hair loss
body
Treatments Topical therapies, UVB Intra-lesional steroids

EX2005, 51; POR, 15-18
68
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Xing's Teachings: Specific to AA

® Focus on AA only o
® C3H/He] mouse model R -
Alopecia areata is driven by cytotoxic T lvmphocytes and
is reversed by JAK inhibition
— CD8+NKG2D+ T cells: not specific to e o e o i
PMEL Systemically administered blocking anti-
bodies to either IL-2 (Fig. 2d-f) or IL-15R[} (Fig. 2g-i) prevented
— No evidence this model would AA in grafted mice, blocked the accumulation of CD8*NKG2D*
develop vitiligo T cells in the skin and abrogated MHC upregulation. However,
IL-21 blockade failed to prevent the development of AA in grafted
® Results: C3H/He] mice (Supplementary Fig. 7). Notably, none of these
blocking antibodies given alone was able to reverse established AA
— IL-15 antibody not able to reverse (data not shown).
established AA
EX1007, 4
— Prevented accumulation, not
depletion, of cells
"™ " Forte Biosciences, Ine. v. Unwmi;m%
POR, 73-81
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No Motivation to Combine or Reasonable Expectation of Success

Institution Decision, 33-34

e “Rather, we find Petitioner’s reasons to combine the references constitute ™
impermissible hindsight reconstruction where the inventor’s own disclosure, rather
than the prior art, supplies the rationale to combine the references.”

@ “Although Petitioner articulates a reason why a person of ordinary skill in the art

would combine Harris and Xing, this purported reasoning does not appear to
comport with the disclosure of Xing itself.”

Petitioner
@ “Xing postulates that IFN-y produced by CD8 T cells leads to the collapse of immune >, does not
privilege in hair follicles and induces additional production of IL-15 creating a feed-
forward loop that promotes type I cellular autoimmunity. See Ex. 1007, 6. respond
Petitioner’s rationale does not account for the increased IL-15 production or the
cellular autoimmunity and how that would affect an ordinarily skilled artisan’s
decision to use TM-1 to reduce the autoreactive CD8+ Trm cells in the skin.”

©» “Rather, Petitioner’s challenge appears to be based on a mosaic of prior art
disclosures cobbled together using the teachings of the ‘505 patent, which isthe
very definition of impermissible hindsight analysis.”

ID (Paper 10), 33-34; POR, 73-38, 73-81; Sur-Reply, 26-27
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Unexpected Results: Durable Repigmentation

® Examiner considered and relied upon this evidence (EX1010, 15)

® Petitioner provides only attorney argument in response

— No requirement that unexpected results must themselves be claimed

Example 5. IL.-13R[3 is Required for the Function
and Maintenance of Trm in the Skin, and [L-13Rf
Blockade Serves as a Durable Treatment

5

L
&
I |

Existing treatments lor vitiligo are not durable, as the
disease returns at the site of treatment after discontinuation.

% pigmentation
kD
T

2

signilicant repigmentation compared Lo control mice without
depletion of PMEL T cells (FIG. 8). This suggests that
targeting II.-15 in the skin in vitiligo, unlike existing thera-

-~ CD122Ab{id)
-3- vehicle

stop treatmants

*kk

=

pies, could provide a durable treatment option for patients,
with longstanding effects after a limited treatment course.

Bassline Waek 4 Week 6 Waek 10 Week 12

FiG. 8D

EX1001, Example 5

POR, 82-84; Sur-Reply, 27-28 EX1001, Fig. 8D; EX1010, 15
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Unexpected Results: Durable Repigmentation

Systemically administered blocking anti-
bodies to either IL-2 (Fig. 2d-f) or IL-15Rp (Fig. 2g-i) prevented
AA in grafted mice, blocked the accumulation of CD8*NKG2D*
T cells in the skin and abrogated MHC upregulation. However,
IL-21 blockade failed to prevent the development of AA in grafted

. C3H/He] mice (Supplementary Fig. 7). Notably, none of these
Pnor Treatnlents blacking antibodies given alone was able to reverse established AA

Did Not Provide ot ook showen): EX1007, 4
Durable Reversal

Most vitiligo experts describe JAK inhibitors as the most promising new treatments in clinical testing
for vitiligo. But they're not a cure: “When you stop the drugs, the disease recurs rapidly,” notes Julien

Seneschal, a dermatologist at the University of Bordeaux in France.

EX2056, 10

Abstract

Vitiligo is a common acquired depigmenting disorder characterized by the development of white macules and patches due
to the loss of melanocytes. Patients with vitiligo can be stigmatized by society, making the disease a source of psychological
stress that can considerably affect quality of life. The goal of vitiligo treatment is to obtain skin repigmentation in the majority
of cases, and less commonly to depigment the remaining normal skin. There is no consistent, long-term, durable therapy for
vitiligo for all patients, highlighting the unmet need for new safe and effective therapies to control this disease.

EX2055,1
POR, 82-84; Sur-reply, 27-28; EX2005, 134
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Long-Felt Need, Commercial Value, and Copying

T S R T )

LARGE UNMET NEED INVITILIGO AND ALOPECIA AREATA
(COMBINED $6 BILLION MARKET BY 2026)

Yitiligo
Vitiligo is an autcimmune disease of the skin mediated primarily by MK and CDB+T cells that kill
melanoeytes and create white spots. In the U3 there are approximately 2 m people with vitiligo.

The global vitiligo treatment market size was valued ar $1.2 billion in 2018 and is projected to reach
$1.9 billion by 2026, exhibiting a CAGR of 5.8% (Fortune Business Insights)

Alopecia Areata (AA)

AAis an autoimmune disease in which immune cells attack and damage hair fallicles and is
mediated primarily by CO8+ T cells and MK cells

The global alopedia treatment market was valued at 2.7 billion in 2018, and is projected to
reach $3.9 billion by 2026, registering a CAGH of 4.6% from 2019 1o 2026 (Allied Mkt Research)

® Forte’s statements to
investors confirm unmet
need and commercial
significance

While JAK inhibitors have demonst

EtteRTRRT| | AR GE UNMET NEED IN VITILIGO AND ALOPECIA AREATA

(COMBINED $6 BILLION MARKET BY 2026)

Vitiligo is an autoimmune disease of the skin mediated primarily by NK and CD8+ T cells that kill
melanocytes and create white spots. In the US there are approximately 2 m people with vitiligo.

POR, 84-87; Sur-reply, 27-28; EX2004, 33
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Long-Felt Need, Commercial Value, and Copying

‘reclinical *hase |
Giraft vs Hest Discase -
Witiligo
Alopecia Aerata

FR-153

= COA2D i gl i Ol 1L 3 1Le 15 reCptars whith i kiy fegulaters of KK cells s T ool subsets
o FE-102 (Forie's ant-CON2 2 aniibody] ks Ses gned to medlabe M8 and CO B+ T oelis spechoalty
 Signifacrit Amourk of oo ef-oomonpt praclinical datadupperts aethity of C0-133 hisekade, intiudingin GvHD and vitiligs ]

« CD122 is subunit of IL-2/IL-15 receptors which are key regulators of NK cells and T cell subsets
e FB-102 (Forte's anti-CD122 antibody) is designed to mediate NK and CD 8+ T cells specifically
« Significant amount of proof-of-concept preclinical data supports activity of CD-122 blockade, including in GvHD and vitiligo

POR, 84-87; Sur-reply, 27-28; EX2045
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Long-Felt Need, Commercial Value, and Copying

¢ Dr. Plott:

¢ Harris
2015:

® Forte
Press
Release:

48.  From the perspective of a clinician, inhibiting cytokine signaling to
treat autoimmune diseases such as vitiligo, was nascent, at its very beginnings of
experimentation in 2017 and 2018. Tt was not a mature or well-developed field of

treatment.

Dr. Plott (EX1004, 748)

There are currently no FDA-approved treatments for
vitiligo, and standard offlabel treatments are limited in
efficacy.

EX2001, 2

EB-102 R&D Updates

Forte’s wholly owned antibody, FB-102, targets CD-122, a subunit of the IL-2 and IL-15 receptor and mediates NK and CD8+ T cells,
which have been implicated in a variety of autoimmune and immunc related diseases.

EX2003,1
POR, 84-87; Sur-reply, 27-28
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Petitioner’s Motion to Exclude

Should Be Denied
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Petitioner’s Objections Are Untimely

“The objection must identify the grounds for the objection with
sufficient particularity to allow correction in the form of
supplemental evidence. P

“The lack of an effective objection is sufficient basis to deny Petitioner’s

o n
Motion.
B/E Aerospace, Inc. v. MAG Aerospace Indus., LLC, IPR2014-01511, Paper 104, 6-8 (PTAB Mar. 18, 2016)

® Forte’s objections did not allege that Dr. Damsky was not a person of ordinary

skill at the time of invention or that he was not an independent expert
See Paper 21, 3-4

Paper 37, 5-6
77
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—

Professor Damsky, M.D., Ph.D.

Education:

® Assistant Professor of Dermatology & Pathology (Clinician-Scholar Track),
Yale University School of Medicine

Board Certified Dermatologist & Dermotopathologist
Ph.D., Cell and Molecular Biology (2011)

M.D. (2013)

Dermatology Resident (2014-2017)

Recognitions:

® Young Investigator Award; LEO Foundation Award

® Numerous clinical trial grants and funding

@ >120 peer-reviewed publications, many related to cytokine inhibitors in
treating inflammatory skin conditions

— “JAK Inhibitors in Dermatology: the Promise of a New Drug Class” (EX1021)

POR, 5 n.11; Sur-Reply, 23-26, EX2005, Y1-18, EX2006; Paper 37
I DEMONSTRATIVE EXHIBIT - NOT EVIDENCE 78

UMass Exhibit 2119 - Page 78 of 84
Forte Biosciences v. UMass - PGR2023-00014



Professor Damsky was a POSA as of April 2017

Petitioner’s Arguments Contrary Evidence”

Professor Damsky “lacked the * During Ph.D. research (pre-2011):

requisfite 3‘:5 years _Df * “intensively studied intracellular signaling pathways” and the
experience in treating effects of alerting signaling to those pathways, such as
autoimmune diseases or cytokines EX2005, 16

researching relevant cytokine

signaling pathways relevant to
treating autoimmune diseases,” Between 2011 and 2017, research group was:

as of April 2017. * “active in researching cytokines in dermatology and beyond
dermatology in a number of different settings using
translational approaches, invasive approaches in clinical trials”

EX1046, 267:22-268:16
* Began treating vitiligo patients in medical school (pre-2013)

EX2006, 1; EX1046, 116:16-117:9
Paper 34,3

Paper 37, 1-3, 6-10
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Professor Damsky’s Qualifications

Q. Subsequent to your Ph.D. — between obtaining your Ph.D. in 2011 and April 2017, can you
explain what experience you had, if any, treating autoimmune diseases or researching cytokine
pathways relevant to treating autoimmune diseases?

A. ... [Dr. Damsky] In terms of research related to cytokine, similarly our group was active in
researching cytokines in dermatology and beyond dermatology in a number of different
settings using translational approaches, invasive approaches in clinical trials.”

EX1046, 267:22-268:16
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Professor Damsky, M.D., Ph.D.

® Petitioner itself relied on Professor Damsky
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Professor Damsky Is an Independent Expert

CONFLICT OF INTEREST

WD has research funding from Pfizer, the manu- o . .
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are inventors on patent application #15/851,651, Sigma in unrelated works. Drs Edenine, Kimball, Enwereji,

“Anti-human CXCR3 antibodies for the Treatment Frouni, and Junejo have no conflicts of interest to declare.
of Vitiligo,” which covers targeting CXCR3 for the

treatment of vitiligo.
EX1037, 3

Conflicts of interest

EX1039, 118

Agency: Incyte

ID.#  pending

Title:  “Topical ruxolitinib in granuloma annulare: an opportunity for pathogenesis directed
therapy™

Role: Pl

Percent effort: 1%

Amount: $200,000

Project periad: 10/2023 — 12/2024
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Professor Damsky Is an Independent Expert

Q. Have you ever discussed this case or anything having to do with this case with John Harris?
A.
Q. Have you ever discussed this case or anything having to do with this case with Jillian

No.

Richmond?

No. EX1046, 38:4-11

In preparing your declaration, did you speak with any individual regarding the subject matter of
this case other than the attorneys?

| don't think so, no.

In preparing your declaration for this case, you did not speak with John Harris regarding the
subject matter in this case. Is that correct?

That is correct.
EX1046,131:20-132:2
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Professor Damsky Is an Independent Expert

Q. So with that correction, on March 22nd, 2021 in this tweet, you are congratulating Dr.
Jill Richmond, the inventor of the '505 patent, on achieving—becoming a tenure track
of assistant professor at the University of Massachusetts?

A. That appears to be the case, but | want to contextualize that every time | go on
Twitter or X, it is very common for me to congratulate someone on an

achievement.
EX1046, 69:18-70:1
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