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Forward Looking Statement

Except for statements of historical fact, any information contained in
this presentation may be a forward-looking statement that reflects the
Company’s current views about future events and are subject to risks,
uncertainties, assumptions and changes in circumstances that may
cause events or the Company’s actual activities or results to differ
significantly from those expressed in any forward-looking statement.
In some cases, you can identify forward-looking statements by
terminology such as “may”, “will”, “should”, “plan”, “predict”,
“expect,” “estimate,” “anticipate,” “intend,” “goal,” “strategy,”
“believe,” “could”, “would”, “potential”, “project”, “continue” and
similar expressions and variations thereof.

Forward-looking statements may include statements regarding the
Company’s business strategy, cash flows and funding status, potential
growth opportunities, clinical development activities, the timing and
results of preclinical research, clinical trials and potential regulatory
approval and commercialization of product candidates.

Although the Company believes that the expectations reflected in such
forward-looking statements are reasonable, the Company cannot
guarantee future events, results, actions, levels of activity,
performance or achievements.
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These forward-looking statements are subject to a number of risks,
uncertainties and assumptions, including those described under the
heading “Risk Factors” in documents the Company has filed with the
SEC. These forward-looking statements speak only as of the date of
this presentation and the Company undertakes no obligation to revise
or update any forward-looking statements to reflect events or
circumstances after the date hereof.

Certain information contained in this presentation may be derived
from information provided by industry sources. The Company believes
such information is accurate and that the sources from which it has
been obtained are reliable. However, the Company cannot guarantee
the accuracy of, and has not independently verified, such information.

Trademarks: The trademarks included herein are the property of the
owners thereof and are used for reference purposes only. Such use
should not be construed as an endorsement of such products.
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Introduction Dr. Evan Dick, SVP of R&D 11:05a.m.-11:10 a.m.
 Immunomodulation Lauryn Werner, MD, PhD Candidate* 11:10 a.m.-11:20 a.m.
* PDx Combination Studies Elisabetta Marangoni, PhD* 11:20 a.m. - 11:30 a.m.
« STAT3 Signaling and Stemness Antonio D’Assoro, MD, PhD 11:30 a.m. - 11:40 a.m.

Claudin 6 x CD3

* Bispecific optimalization Joseph Rucker, PhD* 11:40 a.m. - 11:50 a.m.

Summary and Q&A Dr. Evan Dick, SVP of R&D 11:50 a.m. - 12:05 p.m.
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Martin Lehr, CEO
Dr. Evan Dick, SVP R&D
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Executive Summary

Upcoming Milestones

Clinical Indication Research Phase 1 Phase 2 Phase 3 Upcoming Milestones

ONA-XR (PR antagonist)?!

1L ER+,PR+,HER2- :
’ ’ Phase 1b/2 Trial * Phase 1b data Mid 2022

ctDNAbigh
Breast
Cancer

2L/3L ER+,PR+,HER2- -

R Phase 2 Trial * Preliminary data 2H 2022

Post-CDK4/6 inhibitor

2::2;“ Recurrent PR+ Granulosa Cell Phase 2 Trial « Preliminary data 2H 2022 @

Endometrial

Cancer Recurrent PR+ Endometrioid Phase 2 Trial « Preliminary data Mid 2022

CLDN6xCD3 bispecific antibody

Ovarian & Endometrial Cancer * IND enabling studies 2H 2022
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Claudin 6 x CD3 %

Currently in Phase 2 development

PR oncogenic signaling is associated with breast and
gynecologic cancer

Onapristone is a progesterone receptor (PR) antagonist
that suppresses PR oncogenic signaling

Onapristone extended release (ONA-XR) is a
proprietary, oral, extended-release form of
onapristone

Potential for combination with SERD, CDK4/6, or PI3Ka
inhibitors

Exclusive ownership ex-Greater China
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Currently in preclinical development

Developing a highly selective Claudin 6 (CLDN6) x CD3
bispecific antibody

CLDNG6 is an oncofetal protein enriched in gynecologic
cancers

CLDNG6 binding arm is >100X more selective for CLDN6
versus CLDN9

Internal studies and published data suggest we may be
10X more selective than competitive anti-CLDN6 mAbs
and bispecifics

Exclusive worldwide license to bispecific development
of CLDNG6 antibody from Integral Molecular



Our Presenters

Lauryn Werner Elisabetta Marangoni, PhD Antonio D’Assoro, MD, PhD Joseph Rucker, PhD
MD, PhD Candidate Scientific Director Associate Professor VP of R&D
University of Kansas Translational Research Dept Mayo Clinic Integral Molecular

Institut Curie (France)

Ms. Werner is an MD/PhD candidate in Dr. Marangoni runs a translational Dr. D’Assoro studies the role of PR in Dr. Rucker co-founded Integral

the laboratory of Dr. Christy Hagan. research department focused on /n STAT3 signaling and breast cancer Molecular in 2006 and is an expert in
Her thesis project focuses on the role vivoevaluation of novel therapeutics stemness. antibody discovery.

of PR as an immunomodulatory in patient-derived (PDx) models.

agent.
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Progesterone Promotes
Immunomodulation and Tumor
Development in the Murine
Mammary Gland

AACR 2022 Poster Recap
Lauryn Werner, M.D./Ph.D. Candidate
Christy Hagan Laboratory

THE UNIVERSITY OF KANSAS
CANCER CENTER




Anti-tumor Immune Responses Play a Key Role in Controlling Tumor Growth and
Response to Immunotherapies

Anti-tumor immune responses
are key in preventing the
development and growth of
human tumors,

’ IFNy . . _
s i, Y @ including breast cancer
T cell ¢t Cancer
(effector) cell death

THE UNIVERSITY OF KANSAS

CANCER CENTER



Anti-tumor Immune Responses Play a Key Role in Control of Tumor Growth and
Therapeutic Response

Hormone receptor positive breast cancers have “immune cold” microenvironments, which makes them poor responders to
immune-based therapies

“Immune Cold” Tumor “Immune Hot” Tumor

Poor response to immunotherapy Good response to immunotherapy

e

5~ - i
y VY Antigen

 presenting cell

Antigen &
presenting cell ) _
© Immunosuppressive

@
® Cytokines
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Working Hypothesis: Anti-progestins Enhance the Response to Immunotherapy by
Altering Immune Microenvironment

}\/J\Q\‘ /f(;//{) Antigen
o

S /i presenting cell

Anti-progestin

‘T' progesterone Receptor thera Py

A 4

B progesterone (P4)

' .
H 7 U\
Antigen ~ \

resenting cell .
P g ~ Immunosuppressive

@@ Cytokines

If PR/P4 signaling in tumor cells contributes to immune cold environment, anti-progestins could convert
PR+ immune cold tumors into immune hot tumors, leading to enhanced immunotherapy responses

W BEST
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Effect of Onapristone Treatment on Growth of PR+ Mammary Gland Tumors

67NR-PR Tumor Volume

600 -
500 -
© 400 - —e—Placebo 1.7mg
g 300 4 —eo—Placebo 12mg
E Placebo 30mg
go 200 —e—Onapristone 1.7mg | ¥ .
o - *
Z 100 —e—(Onapristone 12mg
Onapristone 30mg
0 .
-100 -
Day
Both 12mg and 30mg doses of Onapristone were able to induce nearly
complete growth inhibition of PR+ mammary gland tumors
W BEST
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Effect of Anti-Progestin Treatment on Growth of Mammary Gland Tumors

67NR-PR Tumor Volume

—e—Placebo

k%

Onapristone

* %k

—e—\lifepristone

Both onapristone and mifepristone (anti-progestins)
significantly inhibited the growth of 67NR-PR tumors

E THE UNIVERSITY OF KANSAS
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Effect of Anti-Progestin Treatment on Tumor Growth and Immune Infiltration of
Mammary Gland Tumors

% of CD4+ T cells that are T Regs (CD25+FOXP3+) in 67NR-PR Tumors

50 4

45 A %

40 A
(")
% 35 -
(@)
- 30 ~ i O Placebo
'ql'_ 25 -
8 20 - ) O Onapristone
"'6 15 A
o\o 10 A

5 -

0

Onapristone treatment led to significantly decreased numbers of
regulatory T cells (T regs) in 67NR-PR mammary gland tumors
W BEST
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Anti-progestins Only Achieved Complete Growth Inhibition in Immunocompetent Mice

BALB/c mice SCID beige mice
immunocompetent immunodeficient
350 - 67NR-PR Tumor Volume 67NR-PR Tumor Volume
300 4 ] 2500
250 - 'ngzooo
E 200 | +P|aceb-° 3 %1500 ~+—Placebo
2 150 - Onapristone % Onapristone .
EP —o—Mifepristone & 1000
§ 100 A * g l
I
50 R0 1
0 A ; o , : *— , 0 —3
14 18 21 25 0 14 21 28 32

Days post implanation Days post implantation

In SCID (immunocompromised) mice, anti-progestins inhibited the growth of 67NR-PR tumors,
but had a lesser impact than that seen in immunocompetent mice

Inhibition is partially immune-mediated

a NCI_g
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Depletion of T cells Decreased the Efficacy of Onapristone

67NR-PR Tumor Volume

1200 1~

o —e—Placebo + Control IgG Onapristone was superior to

T 0 Placebo + Anti-CD8 * placebo in tumors with or without

% —e—0na + Control IgG 5 CD8 T cells, but depletion of CD8 T
600 -

Ep —o—0Ona + Anti-CD8 J cells reduced the ability of

g o Onapristone to control growth of
200 | PR+ mammary gland tumors

0 @ T @ i T T
4 8 11 15 18 21

Days Post Implantation
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Average Vol (mm~3)

Depletion of T cells Decreased the Efficacy of Onapristone

100 - 67NR-PR Tumor Volume

90 -
80 -
70 -
60 -

50 A
—e—0na + Control IgG

—o—0na + Anti-CD8

40 A
30 - x

20 -
10 A

2 8 11 15 18 21
Day

THE UNIVERSITY OF KANSAS
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Depletion of CD8 T cells reduced
the ability of Onapristone
to control growth of

PR+ mammary gland tumors




Summary

*  Qur previous data demonstrated P4 increased tumor growth and infiltration of suppressive
regulatory T cells in PR+ mammary gland tumors

* Onapristone was able to completely inhibit the growth of PR+ mammary gland tumors and
reverse the effect of P4 on tumor-infiltrating regulatory T cells

* Complete growth inhibition with Onapristone relies on an intact immune system, as only partial inhibition
was achieved in immunocompromised mice

e Growth inhibition by Onapristone is diminished upon deletion of CD8 T cells
Overall, our studies provide a strong rationale to further investigate whether Onapristone treatment can

promote immune-mediated elimination of mammary gland tumors and enhance the response of tumors to
immunotherapies

) NCI_ BEST
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Targeting progesterone receptor (PR) with the
antiprogestin onapristone in PDX models of ER+,PR+
bone metastasis of breast cancer

ELISABETTA MARANGONI, PHD
INSTITUT CURIE, PARIS

R
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Progesterone receptor in breast cancer institut
Curie
> Progesterone receptor is expressed in i i e R
approximately 70 % of breast cancers . ' | | ' |
(|umina| A and B) Estr:gen Progesterone Gr(c;:vg:;,l;aézit:c))rs

- \I"" " “&"’ l"l

o

» It can be activated in hormone-dependent
cycin 01 viek JFESR

\
W0

Ser294
PR A

and independent ways Fookais 3

» Interacts with ER and is a target of ER ’ m;
NUCLEUS

dependent tra nSCI’I pt|0n Progesterone Response

Element (gene)
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L .2
Objectives

institut
Curie
1. To determine the anti-tumor activity of onapristone combined with
endocrine treatments, CDK4/6, and/or PI3K inhibitors
in PDX models of ER+,PR+ breast cancer
2.

To analyze transcriptional modifications in onapristone-treated xenografts

22 AACR 2022
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PDX models of breast cancer institut

®
Curie
Endocrine
ad treatments

S £ £
> < = <
o + O |~ 0 O O O | |d|d
¢ v S 33T 3 93 88 8¢ 8\8l8 2 g
Primary Tumor Bone Metastasis N o oo 8 8 S S+ 4 o 9 Sl49l49 =9 o
O O O 8 & 8 Olo O 0O 0O Ololo 0 O
M O @ 57 M o o m|o|o o m
PR | -—.'*

; B
B

GAPDH ’.- -
b D

BM PT
PT BM
Primary Tumor Bone Metastasis
Derived PDX Derived PDX

TNBC = triple negative breast cancer (ER-,PR-, HER2-)

PT = primary tumor

BM = bone metastasis derived PDX
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Clinical history of patients and PDX characteristics institut

Curie
BC1101 PDX Model BC1117 PDX Model
Low PR Expression High PR Expression
letrozole,
EC+ Tam, Triptorelin Docetaxel, everolimus,
docetaxel FUN anastrozole letrozole Lok e FEC +Tam Tamoxifen capecitabine taxol -
> > > , > » Palliative
Months from care Months f >
: 0 7 1 120 ontns from 48 120 240 care
breast biopsy l E breast biopsy
vertebroplasty Tumorectomy Local relapse vertebroplasty
Biopsy Mastectomy ER+ PR+ HER2- Mastectomy
ER+ PR+HER2- ER+ PR+HER2- ‘@t} ER+ PR+HER2- %

IHC bone Mutations IHC bone Mutations

. IHC PDX e . i t ) IHC PDX oy .
Primary tumor metastasis C amplification LA el metastasis amplification

PIK3CA
ER+ PR+ ER+ PR+
BC1101 ER+ PR+ 2 Pl AR BC1117 ER+ PR+ Hikaldis PAK1
PR 4 ceND1 PR score 8 COND1
score CCNB1
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ER and PR expression in PDX models instciEJ)t

Curie

BC1101 PDX Model

Low PR expression

BC1117 PDX Model

vkt
ﬁf-:» e
95 o bl
v o

ot | Fe e e High PR expression
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PDX with Low PR Expression (BC1101 Model) institut

Curie
BC1101 BC1101

e 87 _ o 15-
g - Vehicle £ -~ Vehicle
E -= Onapristone = - Onapristone
- >
g -+ Fulvestrant = 10 - Fulvestrant
3 == Fulvestrant + Palbociclib § -+ Fulvestrant + Palbociclib
.g -+ Fulvestrant + Onapristone o 0.5- - Fulvestrant + Onapristone
- . T -
g -*- Onapristone + Palbociclib % -~ Onapristone + Palbociclib

= Fulv + Ona + Palbo = 0.0

: ' ' ' J ' == Fulv +Ona + Palbo

» No effect of onapristone alone
» Tumor growth inhibition of onapristone + CDK4/6 inhibitor palbociclib

» No benefit of adding onapristone to fulvestrant or fulvestrant + palbociclib
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L . D
PDX with High PR Expression (BC1117 Model) institut

Curie

BC1117 BC1117
- Vehicle > T+ -= Vehicle
% -=- Onapristone § —+ Onapristone
§ -+ Fulvestrant Tg 24 -* Fulvestrant
5 = Fulvestrant + Palbociclib o 111 — Fulvestrant + Palbociclib
g * = Fulvestrant + Onapristone 5 HH -~ Fulvestrant + Onapristone
_g -~ Onapristone + Palbociclib _g 1 STES IS [ER R - Onapristone + Palbociclib
% . Fulvestrant + Onapristone + % 171 o _,. Fulvestrant + Onapristone
Palbociclib = + Palbociclib
0 T T T T 1
0 10 20 30 40 50

» Weak effect of onapristone alone
» Tumor growth inhibition of onapristone + palbociclib

» Increased response of the triple combination of fulvestrant + onapristone + palbociclib

27  AACR 2022




L . W
PDX with High PR Expression (BC1117 Model) institut

Curie
o -~ Control g -e- Control
5 -# Onapristone —3 -#- Onapristone
S - Alpelisib > — Alpelisib
= 5 * %k K
g -¥- Fulvestrant £ —¥- Fulvestrant
fE ~+- Onapristone + Alpelisib = . ~+—= Onapristone + Alpelisib
> o .
= -©- Fulvestrant + Alpelisib 3 - Fulvestrant + Alpelisib
e = Onapristone + Fulvestrant + % = Onapristone + Fulvestrant
] Alpelisib = 0.0 T T T T 1 + Alpelisib
50 0 10 20 30 40 50

» Onapristone increases response to the PI3K inhibitor alpelisib
» Onapristone increases the response to fulvestrant + alpelisib

» Onapristone + alpelisib is as efficient as fulvestrant + alpelisib

28  AACR 2022




RNAseq analysis of treated tumors inst(iﬁ

Curie
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Comprehensive RNAseq analysis of all BC1117 (PR high) groups
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Gene set enrichment analysis of tumors treated by 1)

onapristone as compared to control institut
Curie

BC1117 )
Top Enriched Gene Sets
8_
o -~ Vehicle T Normalized
S === Onapristone Enrichment
g 6 Gene Set Description Score
> 0.06 cell cycle progression: E2F targets -2.10
o MYC targets, variant 1 -2.11
E 41 MYC targets, variant 2 -2.08
§ TNFA signaling via NF_KB -1.84
= 2 IL6 STAT3 signaling during acute phase response -1.75
© KRAS signaling, upregulated genes -1.76
e, early estrogen response o
0 T T T T 1 late estrogen response 1.81
0 10 20 30 40 50 p53 pathway -1.76
days cell cycle progression: G2/M checkpoint -1.66
reactive oxygen species pathway -1.59
response to hypoxia; HIF1A targets -1.57
HALLMARK_E2F_TARGETS HALLMARK_MYC_TARGETS_V1 androgen response -1.55
: oxidative phosphorylation and citric acid cycle -1.54
7 a inflammation -1.47
i g mTORC1 signaling -1.47
L KRAS signaling, downregulated genes 1.51
2 ] 2] cholesterol homeostasis -1.44
epithelial mesenchymal transition 1.46
AR M
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Gene set enrichment analysis of tumors treated by D

fulvestrant + palbociclib as compared to control INStitut
Curie

_ Normalized
Comparison Enrichment

GE) _ Gene Set Description Score

2 == Vehicle interferon alpha response 2.28

z ' blood coagulation cascade 1.94

2 =~ Onapristone TNFA signaling via NF_KB 1.99

2 - Fulvestrant + Palbociclib MYC targets, variant 1 L

2 oKk cell cycle progression: mitotic spindle assembly -2.45

S Fulvestrant + Onapristone cell cycle progression: G2/M checkpoint -2.87

- + Palbociclib cell cycle progression: E2F targets -3.05

T T T T 1 KRAS signaling, upregulated genes 1.86

e P B v T interferon gamma response 1.79

v mTORC1 signaling -1.79

sperm development and male fertility -1.76

HALLMARK G2M CHECKPOINT  HALLMARK E2F TARGETS HALLMARK_INTERFERON_ALPHA RESPONSE inflammation 1.69
o . ] ) MYC targets, variant 2 -1.64
| y IL2 STATS5 signaling 1.60

E N g | § KRAS signaling, downregulated genes 1.52
b ‘. ¥ complement cascade 1.53
] muscle differentiation 1.43
N . 1]
SRRTTLR [ B i
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Gene set enrichment analysis of tumors treated by 1)

fulvestrant + palbociclib + onapristone as compared to control icnstityt
urie

Normalized
Enrichment

Gene Set Description Score

Comparison interferon alpha response 2.35

8 _ interferon gamma response 2.31

S -= Vehicle . |

S inflammation 2.00
> . TNFA signaling via NF_B 2.11
g =+~ Onapristone KRAS signaling, upregulated genes 2.00
'E =~ Fulvestrant + Palbociclib MYC targets, vana.nt ! _ . 2.2l
2 o cell cycle progression: mitotic spindle assembly -2.38
% Fulvestrant + Onapristone cell cycle progression: G2/M checkpoint -2.77
= + Palbociclib cell cycle progression: E2F targets -2.88
: : . . : complement cascade 1.94

, allograft rejection 1.86

y MYC targets, variant 2 -1.88

cholesterol homeostasis 1.71

KRAS signaling, downregulated genes 1.72

HALLMARK_G2M_CHECKPOINT HALLMARK_APOPTOSIS o "

- epithelial mesenchymal transition 1.64

: ) IL2 STATS signaling 1.58

i . IL6 STAT3 signaling 1.46

. g . mTORCL1 signaling -1.50

" p53 pathway 1.46

: 7 programmed cell death; caspase pathway 1.44
AR

AR
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Gene set enrichment analysis of xenografts treated by D)
fulvestrant + palbociclib + onapristone as compared to fulvestrant + palbociclib Institut

Curie

Normalized

Gene Set Description Enrichment Score
Comparison interferon alpha response 2.39
) interferon gamma response 2.39
E -=- Vehicle inflammation 2.30
g : epithelial mesenchymal transition 2.01
e = Onapristone cholesterol homeostasis 1.94
‘E ~ Fulvestrant + Palbociclib response to hypoxia; HIF1A targets 1.88
2 . KRAS signaling, downregulated genes 1.80
= Fulvestrant + Onapristone TNFA signaling via NF_KB 1.77
B + Palbociclib KRAS signaling, upregulated genes 1.77
T T T T 1 muscle differentiation 1.71
glycolysis and gluconeogenesis 1.67
' early estrogen response -1.66
programmed cell death; caspase pathway 151
HALLMARK_ESTROGEN_RESPONSE_EARLY HALLMARK APOPTOSIS IL6 STAT3 signaling 1.50
N IL2 STATS5 signaling 1.37
5 s $ fatty acid metabolism 1.35
K g late estrogen response -1.34
7 ) cell cycle progression: G2/M checkpoint 1.32
R TR T T T T B s S cell cycle progression: mitotic spindle assembly -1.36
LT 1T =
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Gene set enrichment analysis of xenografts treated by D)
fulvestrant + palbociclib + onapristone as compared to fulvestrant + palbociclib Institut

Curie

Late Estrogen Response Apoptosis
Normalized
CTRL FUL/ ONA/ CTRL FUL/ ONA/ Gene Set Description Enrichment Score
PAL  FUL/PAL PAL  FUL/PAL _
e interferon alpha response 2.39
e 55 5 Y I o [ .
BEEFPIEEREREREY interferon gamma response 2.39
] HRIP1 inflammation 2.30
11 CA12 [T gnCMSFE)Z N
s H ey epithelial mesenchymal transition 2.01
E = e .
o ] FGR1 cholesterol homeostasis 1.94
HSPB1 .
e . = B’ response to hypoxia; HIF1A targets 1.88
o = mam blood coagulation cascade 1.87
TFAP2C D i ]
oLz - i KRAS signaling, downregulated genes 1.80
TOB1 | H};RSFW?A
Az - §§?~m TNFA signaling via NF_KB 1.77
ADD3 . .
m ok = = e KRAS signaling, upregulated genes 1.77
N DNAJC12 ggilzm . I . 1 67
] er S glycolysis and gluconeogenesis .
= R por? early estrogen response -1.66
| | TFF3 ||
[ s 1 Sonor programmed cell death; caspase pathway (APOPTOSIS) 1.51
EGR3 CD44 ) )
{E zss {E oo IL6 STAT3 signaling 1.50
s IL2 STATS5 signaling 1.37
Erovis LIt e fatty acid metabolism 1.35
ez e e late estrogen response 1.34
5 = o 9en Tespe | '
HSAAL I Tirsrro cell cycle progression: G2/M checkpoint 1.32
ABHD2
SERPINA3 CLU . . . . .
SERPINAS Eh cell cycle progression: mitotic spindle assembly -1.36
TOP2A ANXAT
- e p53 pathway 1.28

ATP2B4
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In situ detection of ER-PR interaction by the Duolink Proximity Ligation Assay

BC1117, &
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Treatment by onapristone
alone does not affect ER-PR
interaction

A significant decrease in
ER-PR interaction is
observed in tumors treated by
the triple combination
onapristone + fulvestrant +
palbociclib as compared to
the palbociclib + fulvestrant
treated group



®

Summary institut
Curie

» Onapristone increases response to fulvestrant + palbociclib in a PDX of metastatic breast cancer
with high expression of PR (BC1117)

» Treatment by the triple combination onapristone + fulvestrant + palbociclib led to downregulation
of estrogen response and proliferation genes and up-regulation of genes involved in cell death,
interferon responses, KRAS, TNFA and STAT3/5 signaling

» The anti-tumor activity of the triple combination is associated with a decreased interaction
between PR and ER

» Additional PDX models should be treated to identify predictive biomarkers of onapristone activity

(PR expression)
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AUKRA And Progesterone Receptor
Pharmacologic Co-targeting in
Endocrine Resistant ER+ Breast Cancer

Tony B. D’Assoro, M.D., Ph.D
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Working Model ()

Aurora A Kinase i”hibition
Alisertib

CD44'°%/CD24"s" cells

CD44rish/CD24'" BTICs

ACtivat' inase
iy ion of Aurora AR o

%
Progr ©Ssion and ER: dOW“"egu

In endocrine sensitive breast tumors, the majority of bulk cancer cells exhibit a luminal CD44'°w/CD24"igh/ERNgh phenotype
with nominal ALDH1 activity.

Aberrant activation of AURKA signaling pathway induces cancer plasticity and the enrichment of a sub-population of
endocrine resistant cancer cells harboring a basal-like CD44"gh/CD24'°w/ER!°W phenotype with high ALDH1 activity that
promotes intrinsic (de novo) endocrine therapy resistance and tumor progression.
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MCF-7 AC1 Xenografts
1000 MCF-7 LR MCF-7 LR MPS
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™

E "

£ o T

£ 600 CD44+ 0.2% percentage of CD44+/CD24-
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% 400 CD24- B LR/FR breast cancer cells in
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= v .

'—

0! Three independent

experiments were performed
with comparable results.
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Identification of letrozole resistant (LR)
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Identification of fulvestrant resistant (FR)
MCF-7 LR sub-clone to create MCF-7 LR/FR

Alisertib (AURKA inhibitor) inhibits MCF7 LR/FR tumor xenograft growth
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Development of Endocrine Resistant Breast Cancer Cells W

Variant MCF-7 Cells

a-Tubulin —— w— - o

B 2D-Adherent
I 3D-MPS

Arbitrary Units
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3 |

MCF-7 LR/FR Tumor Xenografts

-$- Fulvestrant (50mg/Kg)

== Fulvestrant (50mg/Kg) + Alisertib (50mg/Kg)

w00 P Value= 0.00056
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——————————
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Alisertib (AURKA inhibitor) inhibits MCF-7 LR/FR tumor xenograft growth
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AURKA Activity Induces STAT3 Phosphorylation W

Alisertib

Canonical Pathways Control

A P
ERK/MAPK Signaling
Acute Phase Response Signaling

Role of BRCA1l in DNA Damage Response :
PDGF Signaling STAT3/STAT3 Ser-727

100

Cell Cycle: G1/S Checkpoint Regulation

80

Il Control
60 B Alisertib

40

IL-6 Signaling
EGF Signaling

20

FGF Signaling

IL-17A Signaling in Airway Cells
CD40 Signaling

PPAR Signaling

A = alisertib (AURKA inhibitor)
P = palbociclib (CDK4/6 inhibitor)

AURKA targeting reduced the phosphorylation of STAT3 transcription factor at the serine-727 site

42  AACR 2022



43

STAT3 Genetic Targeting in Endocrine Resistant

(MCF7 LR/FR) Breast Cancer Cells 0y

Stemness Genes
Bl KLF4

Bl NOTCH2
Bl WNT4

LRFR

1.5

P=0.045

1.0

0.51

LY-3295668 - + - + - +

Real-Time Quantitative RT-PCR showing expression of
KLF4, NOTCH2 and WNT4 stemness genes in MCF-7
LR/FR (letrozole and fulvestrant resistant) cells.

Relative Gene Expression

MCF-7 LR/FR 3D-MPS
Scrambled

KLF-4 shRNA
STAT3
P=0.0353

;  ShRNA Real-Time Quantitative RT-PCR
showing expression of KLF4
stemness transcription factor

P=0.0097
%

Real-Time 3D-Mammosphere
growth following KLF4 genetic
targeting

Scrambled KLF4
shRNA shRNA

AURKA regulates KLF4, NOTCHZ2, and WNT4 stemness genes in MCF-7 LR/FR cells
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Alisertib Modulates Stemness Gene Network W

IL6GR/JAK/STAT3
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Tumor enrichment of the IL6/STAT3/KLF4/CD44 stemness gene network in patients

with endocrine and CDK4/6 inhibitor resistant breast cancer receiving alisertib
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AURKA/PR Targeting in Endocrine Resistant Breast Cancer W

MCF-7 LR/FR 3D-MPS
Fulv ONA  LY-3295668 Combination

5000 cells derived from letrozole and fulvestrant (LR/FR) resistant 3D-
MPS were treated with 50nM fulvestrant as monotherapy and in
combination with 50nM onapristone (ONA) and/or 50nM LY-3296668
(AURKA inhibitor) and were incubated for 8 days to monitor 3D-MPS
growth.

3D-MPS Area

80

60 P= 0006

40 -

5 I
0

Control Onapristone LY-3295668 Combination

Arbitrary Units

Graph showing the average of 3D-MPS growth from three independent
experiments (+/- s.d.).

Dual pharmacologic targeting of AURKA and PR signaling pathways is additive/synergistic in endocrine resistant model
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AURKA/PR Targeting in Breast Cancer Cells )

BT-474 3D-MPS BT-474/AURKA 3D-MPS

COI'ItI'Ol GFP'AURKA 220000000
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§ 185000000 P"E'f W

o 3 180000000 '
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a ::.-1?000-:}0-:}0
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Control ALIS ONA  ALIS+ONA

Development of AURKA overexpression cell line Treatment of AURKA overexpression cell line grown in 3D.
grown in 3D (BT-474 3D-MPS). Model resistant to Graph showing the average of 3D-MPS growth from three
palbociclib (data not shown). independent experiments (+/- s.d.).

Dual pharmacologic targeting of AURKA and PR signaling pathways is additive/synergistic in palbociclib-resistant model
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AURKA And PR Pharmacologic Co-Targeting %&%‘3

Onapristone
Mifepristone

\ LY-3295668

KLF4

GAS PRE 1
Stemness Plasticity

Endocrine Resistance

AURKA-induced cancer plasticity and endocrine therapy resistance is mediated through phosphorylation of S727-STAT3 and
S294-PR transcription factors that favors their co-recruitment in the promoter region of KLF4 stemness reprogramming gene.

Dual pharmacologic targeting of AURKA and PR signaling pathways will efficiently rewire nuclear reprogramming to a more
differentiated luminal phenotype and enhance endocrine therapy sensitivity.
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Ongoing Studies p@

In vivo preclinical ER+ breast cancer models to test the
combination of AURKA-targeted therapy with onapristone

1. Endocrine resistant breast cancer cells
(MCF-7 LR/FR, MCF-7 LR/FR-PalboR, BT474/AURKA)

2. Unique PDX-derived tumor xenografts from the alisertib
Phase Il clinical trial (NCT02860000)
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Integral
s, Development of CLDN6 x CD3 Bispecific
Membrane Protein Solutions Antibodies for Gynecological Cancers

Joseph Rucker, Ph.D.
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Talk Overview

1. CLDNG6 as a Therapeutic Target for Multiple Cancer Types

2. Development of Ultra-Specific CLDN6 Antibodies

3. CLDN®6 Bispecifics

4. Current Status and Future Steps

© Integral Molecular, Inc. 51



CLDNG6 Is Overexpressed in Multiple Cancers Integrol
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Therapeutic Potential of CLDNG6 "N

Challenges

| Only 3 extracellular
| residues different from
CLDN9 (widely

%%%% expressed)
Structurally complex
§§§ antigen
95% conserved to
mouse

* Expressed in ovarian, endometrial, and multiple other solid tumors
* Not expressed in normal adult tissues
» Excellently suited for use in a T-cell engaging bispecific antibody
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CLDN®6 Antibodies ey
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Integral CLDNG6 antibodies show specificity for CLDNG6 over other claudins
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CLDN6xCD3 Bispecific Library

© Integral Molecular, Inc.

Y'Y Y

Highly specific CLDN6 MAbs Well characterized anti-CD3gd
generated by Integral Molecular partner arms

Highly diverse molecular properties:

Stoichiometry 54 Geometry
Affinity - Size
Bispecific
Specificity candidates Function
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Bispecific antibodies retain high CLDNG6 specificity "ﬁeg"‘gk

CLDN9 Reactivity
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T-cell Dependent Cytotoxicity Integral_
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CLDN6XxCD3 bispecifics induce robust T-cell dependent cytotoxicity
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Summary integral_

Completed in vitro characterization of a panel of 54 CLDN6 x CD3 bispecifics
» Diverse across bispecific backbone and CD3 sequence
« Retain CLDNG6 selectivity of parent CLDN6 monoclonal antibody

 CLDNG6 bispecifics redirect T-cells to kill CLDN6-expressing cells at picomolar concentrations

Candidate panel of 12 bispecifics chosen to undergo scale-up and additional developability te
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Summary

Evan Dick, PhD - SVP R&D
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Summary

« Onapristone facilitates breast cancer cell transition from immunologically cold
to hot, providing a rationale for future checkpoint inhibitor combinations

« Pharmacologic targeting of AURKA/STAT3/PR oncogenic axis impairs self-
renewal capacity of breast cancer cells that show resistance to antiestrogen
and/or CDK4/6 inhibitor therapy

« Onapristone enhances therapeutic activity of antiestrogen, CDK4/6, and/or
PI13K inhibitors in PDX models of breast cancer

 First presentation of CLDN6xCD3 bispecific data, highlighting CLDN6
selectivity and T-cell activation
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Q&A

Questions can be submitted by chat
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