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. Unmet Medical Needs in HER2-driven cancer

Patients with HER2* advanced-stage breast cancer
¢ : . }
Disease relapse <12 months
after completing (neo)adjuvant therapy*

Disease relapse =12 months
after completing adjuvant therapy
or newly diagnosed stage IV disease

J
{
THP 6-8 cycles followed by trastuzumab-pertuzumab until disease
progression (consider adding endocrine therapy if ER* disease)®

¢ | )

No CNS metastases or stable brain metastases Active CNS metastases®

| |

T-DXd Tucatinib-capecitabine-trastuzumab

A

|
\

Tucatinib-capecitabine-trastuzumab T-DXd
L Y )
T-DM1#
Neratinib-capecitabine® [ Lapatinib-trastuzumab® Lapatinib-capecitabine®

Margetuximab-chemotherapy® Trastuzumab-chemotherapy®
mAb TKI ADC

2024 Nature Review Clinical Oncology, Marra A et al.,

Key points to development

» High potency to overcome resistance mutations
» High Selectivity to HER2

» High Selectivity over EGFR

» Brain permeability for CNS metastasis

PD or discontinuation from SOC

» Toxicity (ILD, Cardiactox, Skin rash, Diarrhea)
» Overcome TDxd or Abs Resistance
» Brain permeability for CNS progression
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_VRN10, Selective and Brain permeable HER2 Inhibitor

Kinase selectivity over human kinome Covalent, EGFR-sparing, Brain permeable

S(10) = 0.04

@ =L

Neratinib Tucatinib
VORONOI
Bindin Non- Non- Non-
g Covalent Covalent Covalent
mode covalent covalent covalent
HER2 over
- +++ +++ + +++ -
EGFR

Intracranial

. - - +++ +++ + N.D.
----------------------- efficacy
Irreversible Irreversible Reversible
This document is discussion purpose only. Copyright © 2019 by VORONOI Inc. All rights reserved. No part of this document may be reproduced, stored in a retrieval system, used in a spreadsheet, or transmitted in any form or by any means - electronic, @V ORONDOI 6
mechanical, photocopying, recording, or otherwise — without the permission.



Characterization

1. Mode of Action (Potency)
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. Selective covalent HER2 kinase inhibitor

VRN10 irreversibly inhibits HER2 kinase activity and proliferation of HER2+ cancer cells

: Covalent bond formation Higher potency with longer resident time by covalent bindin
Selective to HER2 and HER2m gher potency g y 9
MALDI-TOF MS Wash-out Assay
. Q. - VRN101099 - Tucatinib
. | % 120 3\5 120
: HER?2 kinase 2 100 ¢ VRN101099 R ) -+ Tucatinib
o 80 ° * VRN101099 (washout) & 80 .. ~» Tucatinib (washout)
'''' 1" & 40 "» € 40
s 3 201 e o g 2
'M‘h % 0 L] !..,._‘” % o
/ ol S OO e T S
Mi \-.‘ g -20 T T T T T 1 g -20 T T T T T 1
s - - " - } L 4 104 10 102 10" 10° 10! 102 zZ 104 10 102 10" 10° 101 102
ERBB/EGFR o ;‘ Cmpd concentration (uM) Cmpd concentration (uM)
ERBB2/HER2 I ' Proliferation assay
ERBB2 (V777L) . HER2 kinase | c g BT474
Pl ompoun
ERBB2 (R896C) : +VRN101099 | P Glso (M)
. ol g : Fold change
ERBB2(P1170A) N - -Washout @ + Washout
ERBB2 (D769H) : i }“l VRN101099 0.002 : 0.009 3.6
ERBB2 (D769Y) . wj \,_____ Tucatinib 0.009 0.193 21.9
ERBB4/HER4 = i - = Lapatinib 0.017 : 0.099 : 5.7
0 20 40 60 80 100 Neratinib 0.001 : 0.005 4.1
IC50 (nM)

2024 EORTC-NCI-AACR, Kim S, et al.
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_Inhibition of HER2 signal pathways

Activation, Dimerization and Cell Signalling

£GFR HER2

NH2
NH2

PV .

= QD
L VRN10

™

3R A

RAS

\

RAF
MEK J

TF
e
Proliferation
Differentiation
Angiogenesis
Cell Cycling
Survival
Invasion
EMT

https://doi.org/10.18632/oncotarget.27789

VRN10 inhibits HER2 signal pathways in HER2-driven cancer cells

Tucatinib Neratinib Lapatinib VRN101099

110 100: 1 10 100: 1 10 100 : 1 10 100

—_—— > — — —_—— — — —
—_——== — & + £ 4

*BT474 cell line, treatment for 24hr

(nM)

pHER2

(Tyr122111222)

HER2

PAKT

AKT

PERK

ERK

GAPDH

mechanical, photocopying, recording, or otherwise — without the permission.
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Characterization

2. Selectivity (Safety)
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_Selectivity over other Kinases

VRN101099 Tucatinib Neratinib
S(10) = 0.01 S(10) = 0.015 S(10) = 0.069

Off target kinase profiles (<10% activity with 1000 nM)

Gene Activity Gene Activity Gene Activity  Gene Activity
EGFR 0 ADCK4 0 ERBB2 0 BLK 2
ERBB2 0.35 ERBB2 0 ERBB3 0 MAP3K3 2
ERBB4 0.45 MRCKA 0 ERBB4 0 LCK 2.2
MEKS5 7 MEKS 0.25 LOK 0.1 MAP4K3 27
EGFR 0.45 EGFR 0.15 MINK 3.2
ERBB4 6 MST4 04 TNIK 39
MAP4K5 0.6 HPK1 41
SLK 0.6 PIK4CB 5.8
MEKS 0.7 MAP4K4 6.9
MEK1 0.75 MAP4K2 7.7
MEK2 0.9 ICK 8
MST2 1 GAK 9.2
YSK4 1 MAP3K4 94
SNARK 1.9

This document is highly confidential. Copyright © 2020 by VORONOI Inc. All rights reserved. No part of this document may be reproduced, stored in a retrieval system, used in a spreadsheet, or transmitted in any form or by any means — electronic, @VD RONDI 11
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_Selectivity over EGFR

% pEGFR

PHER2 vs pEGFR inhibition

PEGFR reduction in HaCaT

PHERZ2 reduction in BT-474

(WT EGFR) (pPHER2)
150 150
-o- Tucatinib
+- Neratinib
100 & 197 e VRN101099
g
50 3.' 50
04 04
0.00001 0.0001 0.001 001 o4 0.00001 0.0001 0.001 001 0.4 1
Cmpd concentration (uM) Cmpd Concentration (uM)
pIC50 (uM) Ratio
Cmpd. Class HaCaT BT-474
EGFR/HER2
(PEGFR) (PHER2)
VRN101099 Covalent 0.3046 0.0074 i 41.2
Neratinib Covalent 0.0045 0.0067 i 0.7
Tucatinib  Non-covalent N.A 0.0269 i N.A.

N.A, plIC;, couldn’t be determined

Relative potency

Correlation between potency to HER2 expression

4 VRN101099
NCIN87
3 D)
BT474
® .
- @SKeR3
2- cw2 .~ @HCC1569
® GMDARB453
o .M © TCALU3
1- S
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L B _-'FI'a‘é'a‘l""""”“ e
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R%=0.87
-1 I 1 1
0 5 10 15
ERBB2 log2(TPM+1)

Relative potency

Neratinib
4=
3 _NCINg7
BT474 @
24 HacaT ‘-SKBRS
® .
| NeCT5%-@ gcaLus
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® “ecw
[T OO . M_:_;.Aijsm ..................
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. Selective covalent HER2 kinase inhibitor

Low GSH reactivity / Less non-specific toxicity

Covalent inhibitors (non-selective)

Neratinib Afatinib
120 120 .
5 5 SH Oxidative Stress = 100 * + - . 9 100 a = 2
H S —— ~ 80+ o 80-
HO/U\/\)LN N\)LOH g e 2 o
A H - 807 ot e £ 607
. Glutathione reductase + E 40 T -® E 40 A ——
Reduced Glutathione L é 204 =+ Control é 20 - Control
(GSH) & GSH -+ GSH
0 T T T 1 0 T T T 1
Oxidized Glutathione 0.0 0.5 1.0 1.5 2.0 0.0 0.5 1.0 1.5 2.0
(6ss6) Time (hr) Time (hr)
s
o L N . - . . .
- N on-covalent inhibitor Covalent inhibitor (selective)
o o SH o (govtal_ent |nh|bt|.tor) R ,@(m
H ysteine-reactive N N N o
HO/U\/\)LN/%N\)LOH 0 O?wo p Tucatinib VRN101099
leHz H > HOWH%O Q 120 120-
I' ’ 1 . ~ 1004 ®
- 100 - ﬁ 3 o °
Reduced Glutathione O oH S ) 80 —
. .. 80 7 ®
(s Gluthionylated neratinib > g
.E 60_ -E En_
£ =
£ 40- E 404
) Q -+ Control
X 594 < Control o 904
e GSH o GSH
0 T T T 1 0 T T T 1
0.0 0.5 1.0 15 2.0 0.0 05 1.0 15 2.0
Time (hr) Time (hr)

2024 EORTC-NCI-AACR, Kim S, et al.
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Characterization

3. Indications and Efficacy
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Anti-proliferation potency against HER2-driven cancers

VRN10 has potency HER2+, HER2 activating TKI mutations, and Trastuzumab-resistant isoforms

High potency against cancer cells driven by
HER2 amp, HER2 mutants, and HER2 variants

VRN101099 Tucatinib Neratinib Lapatinib
mm HaCaT mm BT-474 (breast) mm HER2WT
mm A4 mm SK-BR-3 (breast) mm P9SHER2
= HCC-1569 (breast) B3 HER2L755S
= N-87 (gastric) == HER2 T862A
== CW-2 (colon) = HER2 L869R
1 Calu-3 (lung) — HER2 L869R/T798I
— HER2 Ex16del
VRN101099  Tucatinib Neratinib Lapatinib
EGFR sparing 16~754 1~317 0~11 0~4

(ratio to HaCaT Glsg)

2024 EORTC-NCI-AACR, Kim S, et al.

L7555/M/W
- G776YVMA

S20F/Y SvITIL

R678Q

6309E/ACY

O

) COveazl
R66OD/R- ¢ | 0769H|
V659E’\./1 Q7og|_"
ECD flm KD |
T T T ] T 1
200 400 600 . 800 e ™ 1000 1225 aa
Bladder,

uterine cervix, Lung, colorectal,

breast, stomach Lung, colorectal breast, uterine
® G309
® s30
R678
® uss
® YWvA
® vin7

HERZ2 amplification (HER2+)

HER2 activating mutations / resistant mutations
(L755S, T862A, L869R, T798lI)

Antibody-resistant isoform
(P95HER2, Ex16del)

2019 Pharmacology & Therapeutics, Cocco E, et al.
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_Anti-tumor efficacy to HER2+ solid tumors and brain metastasis

6001
E 5001
~ 400
300
200

-

100

Tumor volume (m

BT474 (HER2+ breast cancer)
SC xenograft model

-+ Vehicle
-+ Tucatinib (10mpk,BID)
- Tucatinib (75mpk,QD)

VRN101099 (1mpk,QD)
VRN101099 (3mpk,QD)
= VRN101099 (6.25mpk,QD)
- VRN101099 (12.5mpk,QD)

3 6 9 12 15 18 21

Day after treatment

CTG-0784 (HER2+ colon, PDX)
SC xenograft model

Dosing stop

: - Vehicle

Trastuzumab (20mpk,QD,IP)
-»- Tucatinib (50mpk,QD)

-»- Trastuzumab+Tucatinib

-»- VRN101099 (12.5mpk,QD)
-+ Trastuzumab+VRN101099

Days after treatment

Tumor Volume (mma)

Total flux [Photon/s]

600

1%

[=]

o
|

N87 (HER2+ gastric cancer)
SC xenograft model

- Vehicle
- Tucatinib (75mpk,QD)

VRN101099 (1mpk,QD)
VRN101099 (3mpk,QD)
~ VRN101099 (10mpk,QD)

1x10%+

1x107

1x10°

Days after treatment

BT474 (HER2+ breast cancer)
Intracranial model

1x105

-+ Vehicle
-+~ Tucatinib (10mpk,BID)
-+~ Tucatinib (75mpk,BID)

VRN101099 (6.25mpk,QD)
- VRN101099 (12.5mpk,QD)

3 6 9 12 15 18 21

Days after treatment

2024 EORTC-NCI-AACR, Kim S, et al.,
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_Anti-tumor efficacy to HER2+ solid tumors and brain metastasis

BT474 (HER2+ breast cancer) SC xenograft model

CTG-0784 (HER2+ colon, PDX)

800 :Dosi 3 30 : i
: osing stop Posnngstop_._
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Tucatinib (75mpk,QD)

VRN101099 (6.25mpk.QD)
VRN101099 (12.5mpk,QD)
VRN101099 (25mpk,QD)
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1500 —_
@ Dosing stop i Monitoring period
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g 900 [13
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000000 e e
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Day after treatment

Figure 5. in vivo efficacy in HER2+ breast and colorectal cancer subcutaneous model

-o- Vehicle
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Days after treatment

BT474 (HER2+ breast cancer) Intracranial model, Comparison with other therapeutic options

Brain PK-PD in BT474 intracranial model

Comparison to Zongertinib and T-DXd

100+
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—_ -o Zongertinib (20mpk,QD)
s 101 / - T-Dxd (10mpk,Q3W)
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Comparison to Tucatinib and ZN-A-1041
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.
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Tucatinib (75mpk,BID)
ZN-A-1041 (50mpk,BID)
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VRN101099 (12.5mpk,BID)

Brain exposure

/ BT474 Glg,

pHER2 DAPI
Brain °
100 ©
=
£
10
2=
5
1= TE
i8
™~
0.1-

7 24 724 hr

mm  ZN-A-1041(50mpk,BID), 21 days
= VRN101099(12.5mpk,BID), 21 days

VRN101099
[12.5 mpk)

Figure 6. /n vivo efficacy in the BT474 intracranial model. Brain PK was measured 21 days after the final dose. Immunostaining was performed 6hr after a single dose.

2025 AACR, Kim S, et al.
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_Additional comparison to other regimen in intracranial xenograft models

VRN10, superior anti-tumor efficacy compared to Tucatinib, Neratinib, Trastuzumab, T-DXd and Zongertinib

BT474 CNS model

Comparison to neratinib

108_
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g + Neratinib (20mpk,QD)
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Characterization

4. T-DXd resistance
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_Anti-tumor efficacy against acquired resistant cancer to T-DXd

Potential HER2-ADC Resistance T-DXd Other HER2 ADC ~ Other HER2 TKI VRN10
Mechanism

v Internalization defect Low potency Low Effective Effective

v Topoisomerase bypass or mutants Low potency case by case Effective Effective

v’ Extracellular domain shedding No binding No binding Effective Effective

v Exon16skipping Low affinity Low affinity case by case Effective

v' BCRP overexpression Dxd Efflux Depending on Depending on Effective
phenotype phenotype

v MRP1 overexpression Dxd Efflux Depending on Depending on Effective
phenotype phenotype

v ARK1C overexpression Dxd metabolism Depending on Depending on Effective
phenotype phenotype

v Decrease of HER2 expression Low binding Low binding case by case tumor by tumor

&SvoraNoOl 20



_Efficacy to HER2 variants resistant to Trastuzumab (T-DM1, T-Dxd)

Extracellular shedding (p95HER2) and Exon16 skipping (A16HER2) can’t Expression of HER2 and A16HER2 in
be recognized by HER2 antibody human tissues and breast tumors
Trastuzumab (TDM1, TDxd) A Wild-Type ERBB2 mRNA
} 7777777777 196 bp « - - - |
Exon 16 deletion [ Exon17 | Exontd |

' -
: i Exon 18 Primer
i Splice Isoform A

Exon 15117 Primer
—

100-115 KD P9SHER-2 [ Bonts [ Benw [ Benis |

185KkD HER-2

16 (611-CTF) Exen 18 Primer
R 158bp------- i
ERBB2A16 mRNA
c 3.,
SEE
oo ; pe’ Mormal
E ® 5 5  Primary Breast Tumors  Breast
TXom1 2345678898123
Cytoplasm vezxts L
ez [
J. Cell. Mol. Med. Vol 19, No 12, 2015 pp. 2691-2701 Mol Cancer Ther 2009;8(8). August 2009
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_YCC38, GC with HER2-Exon16skip mutation

VRN10 showed tumor regression efficacy against tumor expressing A16HER2 variant

% Cell viability
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_Anti-tumor efficacy against acquired resistant cancer to T-DXd

Overcoming T-DXd resistant mechanism, including ABCG2 overexpression and AKR1C overexpression

Overcome T-DXd resistance mechanisms (1) Overcome T-DXd resistance mechanisms (2)
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5. Combi Potential
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~Combinatory Potential with Antibody or ADC

Combination in SC xenograft models

Trastuzumab + Pertuzumab
in BT474

Tumor volume (mms)

Days after treatment

-& Vehicle

¢ Trastuzumab_3mpk

-~ Pertuzumab_3mpk

- VRN101099_3mpk

-e- Trastuzumab + Pertuzumab

¢ VRN101099 + Trastuzumab + Pertuzumab

Trastuzumab in CRC PDX

Dosing stop
1800+ :

15004
12004
900

600+

Tumor volume (mm3)

1200

Pb ot b e s

Trastuzumab in BT474

900+

6004

Day after treatment

Vehicle

Tucatinib (20mpk/QD)

Tucatinib + Trastuzumab (10mpk/Q3W)

Tucatinib + Trastuzumab + Capecitabine (350mpk/QD)
VRN101099 (3mpk/QD)

VRN101099 (3mpk/QD) + Trastuzumab

Vehicle

Trastuzumab (20mpk,QD,IP)
Tucatinib (50mpk,QD)
Trastuzumab+Tucatinib

VRN101099 (12.5mpk,QD)
Trastuzumab+VRN101099

Combination in BT474 intracranial models

Relative Luminescence Signal

107  Trastuzumab

0.1 T T T I

Days after treatment

-~ Vehicle

Tucatinib 20mpk + Trastuzumab 10mpk
+ Capecitabine 350mpk

-8~ Trastuzumab 10mpk
VRN101099 3mpk
-~ VRN101099 + Trastuzumab

Relative Luminescence Signal

Relative Luminescence Signal

0- T-DXd

14

0 3 6 9 12 15 18

Days after treatment

- Vehicle

-~ T-Dxd (10mpk, Q3W)
VRN101099 (12.5mpk, QD)

-8 VRN101099 + T-Dxd

10 Zanidatamab
4

0.1

T T 1
0 5 10 15

Days after treatment
-o- Vehicle
-8~ Zanidatamab 4mpk
VRN101099 12.5mpk
-o- Zanidatamab 4mpk + VRN101099 12.5mpk
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. Phase 1a, Dose Escalation

Key inclusion: Solid tumors with documented HER2+ (IHC1~3+, FISH+, or NGS) or HER2 activating mutants
Study design: A standard “3+3”
Sites: AU 2 sites + KR 5 sites

FIH: Mar 2025

| Enter 3 Patients at Dose 1 ‘

DLT =1 of 3

SMC Reviews
DLTs

| DLT=00f3 |

:

Enter 3 Patients

(Next Escalated Dose)

SMC Reviews
DLTs

DLT >2 of 3

‘ DLT=10f3 |

v

Enter 3 Patients at
Same Dose

.

Planned Doses

Dose 1 80 mg QD
Dose 2 160 mg QD
Dose 3 240 mg QD
Dose 4 320 mg QD
Dose 5 400 mg QD
Dose 6 480 mg QD
DLT=00f3

—] DLT 1 of 6

SMC Reviews
DLTs

DLT =2 of 6

Termination
MTD = Undefined

Termination
MTD = Previous Dose

ph1 study design and timeline

Ph1a dose escalation

Ph1b dose escalation

(Monotherapy) (Combination therapy)
400 mg
ZhoL L Dose 2
160 mg Dose 1
80 mg

>

>

80 mg first patient was administrated
in Mar 2025

;

Combi with Ab-based therapies according

to ph1a PK-PD results

Abbreviations: DLT = dose-limiting toxicity; MTD = maximum tolerated dose; QD = once daily; SMC = Safety Monitoring Committee.
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MYT1 Selective Kinase Inhibitor
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Function of PKMYT1 kinase: Regulation of G2/M phase transition

PKMYT1 selectively regulates CDK1 during the G2/M phase transition to prevent mitotic entry in the presence of DNA damage.

PKMYT1

Cell cycle Inhibition _

Cytoplasm s Nucleus
‘2 — M transition @ /7
/
f‘/ /éy
T14(P)

PKMYT1 @ /

The cell "double checks” the /
duplicated chromosomes for
error, making any needed
repairs.

j I’

S

Each of the 46 ,
c&:&?&:ﬁ?ﬁ I;ne X Cellular contents,
call. ! excluding the chromosomes,

ars dupheoted. The cytoplasmic kinase, PKMYT1,
phosphorylates CDK1 on threonine 14 (T14) T160

holding the CDK1/Cyclin B complex in an

inactive state until the cell is ready to enter
mitosis

© Giincal Tools, I Cell cycle arrest.
inice , NG

https://le.ac.uk/vgec/topics/cell-cycle/the-cell-cycle-higher-education

) REPARE

THERAPEUTICS
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CCNE1 amplification: A biomarker for the PKMYT1 inhibitors

CCNE1 amplification is observed in 8% of all solid tumor patients and is particularly prevalent in ovarian cancer (31%), gastric cancer

(14%), and breast cancer (8%).

CCNE1 amplification drives premature S-phase entry, resulting in genome instability due to DNA replication stress.

e
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| ©
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c

o Normal cell
i;

©
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©
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%) amp cell
(&)
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D BN =)

é CCNE1 Amp

= — B —

Cyclin E
L\

Cyclin E
|\

Cyclin E

T

_‘i = Unscheduled S phase entry
—_ \_/E\E_| = DNA replication stress
T Genome instability

o ) s o

Repare Corporate Presentation, June 2023.
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Synthetic lethality: CCNE1 amplification with PKMYT1 inhibition leading to cell death

PKMYT1 inhibition forces cancer cells to prematurely enter mitosis without repairing DNA damage, ultimately leading to cell death.

Despite the significant patient population harboring CCNE1 amplification, no targeted therapy has been approved, emphasizing critical

unmet medical needs.

PKMYT1
inhibitor >
PKMYT1
A
CCNE1 amplification . et
Cyclin E1 overexpression . nactive

T14 y45

Premature
mitotic entry

Cyclin E1 DNA-damage induced by > m —
< replication stress @ —
P p 1[

Active

«<r

T161

CCNE1-amplified
cancer cell death

#

Cyclin B1/CDK1 complex remains inactive
until DNA damage is repaired.

CDC25 phosphatase facilitates mitotic entry by activating
Cyclin B1/CDK1 when DNA repair is completed.
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VRN16: A highly selective PKMYT1 kinase inhibitor

VRN16 Kinase profile Enzyme catalytic inhibition Kinase selectivity — CCNE1 target selectivity
$(10) = 0.01
PKMYT1 PKMYT1
i © SRC © SRC
4 = | CSFIR =| CsFiR ..
. / « | aBL1 | ABLt CCNEH1 target selectivity
® - > YES = YES
- « i LCK LCK 10
i PKMYT? PKMYT1 2
e SRC SRC e
ST ' EPHA1 EPHA1<{NA = 22X
D : ABL1 ABL1 o
/ S DDR1 DDR1 s X
AT YN BMPR1B BMPR1B =
4y CSF1R CSFiR ¥
FRK FRK =
BRK BRK £ | |
. CRAF CRAF c
Lunresertib o e a| oK 2
2| DDR2 £| Dor2 S (01—
S$(10) = 0.07 T| ABL2 a| ABL2 5
- »| EPHB3 @1 EPHB3 =
- RAF families o BLK £ BLK e
SRC families 0O c TNK2 S TNK2 o
I g = — _—
. . ‘.f J| EPHBY EPHB1 =
REE LI FGR FGR o
K : EPHA2 EPHA2 0.01-
gy \ PP, TGFBR1 TGFBR14 CTONWOFENO —OMWO©F—N~O©
MAP3K3 MAP3K3 §8> QI=T §8> QE=T
ACVR1B ACVR1B | TO T TO T
YESH | YES , ) ,
EPHB4] | EPHBA CCNE1: Amplified Normal  Amplified Normal
HCK | HCK .
e , EPHAS5- | EPHAS E= Lunresertib Hm VRN16
o GAMK 1 1
0 5 10 1 10 100 1000
Activity (%) Kinase enzyme IC5o (nM)
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PKMYT1 NanoBRET: Longer target residence time

The PKMYT1 NanoBRET assay showed that VRN16 has a 13-fold longer target residence time than lunresertib.

Equilibrium Binding

Dissociation curves of PKMYT1 inhibitors
(After wash-out)

Compound © 0

o’ Target
Yo

© ©
o

Longer target retention

% PKMYT1 bound

Media change for wash-out
(Re-equilibration starts)

50 I I 1 1 1
2 hours 0 10 20 30 40 50
Time (min)
Add a tracer to measure activity
-~ VRN16 (50 nM)
Tracer ©© (O
< ™ t112
0 Target (min)
e 8 VRN16 1,050
Lunresertib 81
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Superior efficacy in CCNE1-amplified tumors

VRN16 showed superior efficacy compared to lunresertib in CCNE1-amplified ovarian, breast, and gastric cancer xenograft models.
Greater body weight loss was observed with lunresertib, demonstrating the superior tolerability of VRN16.

Ovarian cancer Breast cancer
OVCAR3 CDX HCC1569 CDX
1500 800 -@ \ehicle
-® \ehicle -~ Lunresertib (10 mg/kg, BID)
— &
e A~ Lunresertib (10 mg/kg, BID) £ 600- & VRN16 (20 mg/kg, BID)
E —A- VRN16 (20 mg/kg, BID) £ & VRN16 (40 mg/kg, BID)
Q Q
E -0~ Gemcitabine (20 mg/kg, QW) S &~ VRN1E (30 mg/kg, BID)
3 2 400+ O~ Gemitabine (20 mg/kg, QW)
g -@ Lunresertib (10 mg/kg, BID) + Gemcitabine (20 mg/kg, QW) g g/kg,
5 -O- VRN16 (5 mg/kg, BID) + Gemcitabine (20 mg/kg, QW) 5 -@- Lunresertib (10 mg/kg, BID) + Gemcitabine (20 mg/kg, QW)
g -@ VRN16 (10 mg/kg, BID) + Gemcitabine (20 mg/kg, QW) g 200 _B—pi=w— o § o 0 -@ VRN16 (20 mg/kg, BID) + Gemcitabine (20 mg/kg, QW)
= -® VVRN16 (20 mg/kg, BID) + Gemcitabine (20 mg/kg, QW) = -® VRN16 (40 mg/kg, BID) + Gemcitabine (20 mg/kg, QW)
0 -@ VRN16 (80 mg/kg, BID) + Gemcitabine (20 mg/kg, QW)
1 I 1 | I 1 1
0 3 6 9 12 15 18 21 0 4 8 12 16 20 24 28
Days after treatment Days after treatment

Gastric cancer

MKN1 CDX
500
_ § -@ Vehicle
“g 4004 ° -O- Gemcitabine (20 mg/kg, QW)
-.E, g -@ Lunresertib (10 mg/kg, BID) + Gemcitabine (20 mg/kg, QW)
E 3009 5 -O- VRN16 (5 mglkg, BID) + Gemcitabine (20 mglkg, QW)
T>:~ 2004 .-E, -@ VRN16 (10 mg/kg, BID) + Gemcitabine (20 mg/kg, QW)
5 “;’ -@ VRN16 (20 mg/kg, BID) + Gemcitabine (20 mg/kg, QW)
E 100 B2 T _g- -@ VRN16 (40 mg/kg, BID) + Gemcitabine (20 mg/kg, QW)
8 -@ VRN16 (80 mg/kg, BID) + Gemcitabine (20 mg/kg, QW)
0 T T T 1 1 1 1 -10 1 1 ) 1 I I 1
0 3 6 9 12 15 18 21 0 3 6 9 12 15 18 21
Days after treatment Days after treatment
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Superior target engagement and strong PK-PD correlation

VRN16 showed superior target engagement compared to lunresertib, with a well-correlated PK-PD relationship.

Vehicle  Gem Lunresertib VRN16
= - 200@w) 10 5 10 20 40 (mglkg, BID) Target Mitotic DNA Cell
5 = - - M * *  Gemcitabine engagement population damage apoptosis
* E e ek R p-CDK1 (T14) p-CDK1 (T14) p-H3 (S10) yH2AX Cleaved caspase-3
72 8, - -] . 2 7 - | OD 1 S 3007 2007 g o
>3 ; : i
g g’ W yH2AX T S 100+ 2 S 200+ £ 2 150- 2§ 3004
® o 2 ! 2 =2 52 22 o
(=] "&; T e e R R R | pH3 (8109 ;3 50 2 2 100- §3 100 §°\° 200
3 T > 2 1004
o ()] o - - = s Cleaved 2 o 3
E - -3 e . Caspase-3 0 0 50- S
= i ! ! i - — -
D ettt it et sty sttt s et PK-PD correlation
12h after 3 days of treatment 1.2
PK (12h) 8 1? 1.0 [ ]
VRN16 & 2
= o 0.8
g - E mm Vehicle =8
S -§, 2 [ Gemcitabine (20 mg/kg) 3 %87
© g S VRN1G mm Lunresertib (10 mg/kg, 12h) §§ 0.4
SE & PT14-COK1 ICs0 | = VRN16 (5 mg/kg, 12h) 85
O 8 o9 Q2
¥ O 8 B VRN16 (10 mglkg, 12h) 22 0.2-
o 3 mm VRN16 (20 mg/kg, 12h) 0.0 . . . .
P L& L& L& @S mm VRN16 (40 mg/kg, 12h) 1 10 100 1000 10000
QRS oS (TS (S S VRN16 plasma concentration (ng/mL)

KSvoranNol

35



Tumor regression efficacy in a Cyclin E1-overexpressing ovarian PDX model

In a Cyclin E1-overexpressing ovarian PDX model, VRN16 monotherapy showed efficacy close to stable disease (SD), while its

combination with gemcitabine resulted in efficacy approaching complete response (CR).

The plasma exposure of VRN16 remained well above the phospho-CDK1 IC, for up to 12 hours.

Ovarian PDX = PK
2500- £
% 2000
£
"E 2000- 5
E - Vehicle ® 15007
) i — c
£ 1500 -O- Gemcitabine (5 mg/kg, QW) § 1000 & VRN16 (20 mg/kg)
o 1000- - VRN16 (20 mg/kg, BID) § . pT14-CDK1 ICsg
5 o VRN16 (20 mg/kg, BID) + ©
= Gemcitabine (5 mg/kg, QW) £ 500-
2 500+ Ko
o
T =1 th iz 5 2 e
ol L] | | | | | | E 0 I I
0 4 8 12 16 20 24 28 32 36 n>¢ 6 12
Days after treatment hours after last administration
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Superior efficacy compared to CDK2 inhibitor in the OVCAR3 CDX model

CDK2 inhibitors are currently undergoing clinical trials with CCNE1 amplification as a biomarker.

In CCNE1-amplified OVCAR3 CDX model, VRN16 combination with gemcitabine showed greater efficacy compared to CDK2 inhibitor

combination with paclitaxel or carboplatin.

— CDK2 inhibitor

GCL ) corzmmmier Mode of Action
\ CDK2 o o
e >

]
S-phase genes C
ON (eg. TK1) Cancer cell proliferation

Cyeclin D1-CDK4/6

A. CCNE1 CN=3, Rb intact, p16 high

ST2526
Tumor Yolume (Mean = SEM)

B. CCNE1 CN=7, Rb intact, p16 high PDX models

ST1386
Tumor Volume (Mean + SEM)

Z 3000 & 3000

E L

E E

o 2000 o 2000

£ £

= =

S 1000 S 1000 .

E A_W E (ﬂ" —rtts 53
5 = = 5 gF-

= =

0 7 142128354249 56
Days post treatment (day)

0 7 14 21283542 49 56
Days post treatment (day)

Vehicle +BLU-222 60 mg/kg BID = Paclitaxel 10 mg/kg QW + BLU-222 60 mg/kg + Paclitaxel

Abstract #1959, 2024 AACR annual meeting

Tumor volume (mm°)

Comparative efficacy with CDK2 inhibitor

Chemotherapy Combination therapy
2200+ : 600 .
2000
500 .

1800 _ CDK2i +

e -
1600~ E 400~ , Paclltaxel.
1400 e Lunresertib +
1200- S 3004 - ) Gemcitabine

g ' CDK2i +
1000 = .

S 200+ Carboplatin
800 E

=
600 100- \CliRN1§t+b'
400~ emcitabine
200 ’ T T T T T T O T—TTT T T T T T T T T

7 10 14 17 21 24 28 31 35 38 42 0 3 7 101417 21 24 28 31 35 38 42

Days after treatment Days after treatment

Vehicle

Gemcitabine (20 mg/kg, QW)

Paclitaxel (10 mg/kg, QW)

Carboplatin (30 mg/kg, QW)

BLU-222 (60 mg/kg, BID) + Paclitaxel (10 mg/kg, QW)
BLU-222 (60 mg/kg, BID) + Carboplatin (30 mg/kg, QW)
Lunresertib (20 mg/kg, BID) + Gemcitabine (20 mg/kg, QW)
VRN16-API (20 mg/kg, BID) + Gemcitabine (20 mg/kg, QW)

o4 exxOO
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Off-targets related adverse events

Lunresertib inhibits RAF and causes paradoxical MAPK activation and related side effects, whereas VRN16 does not.

Paradoxical MAPK activation by inhibiting RAF

Vehicle Lunresertib VRN16 Lunresertib VRN16 p-MEK (S217/8221) p-ERK (T202/Y204) A B i
200 - 400+ cancanletyy
a 10 20 40 10 20 40 (mg/kg)
- 1h 4h (After last dosing) £ 3 '™ - o “S ““13
= = f ' p—— 2% - 2 % - - il | g
. , i p-MEK1/2 << 33
] - -l -l . e A 2 Vot /
a 7 o 7 . . MEK | MEK |
. - p-ERK1/2 i A MEK | e ” ERK
et et et R b s (T2021Y204) e e = |
Proliferation
B Vehicle B VRN16 (20 mg/kg)
P ITSY=Te T}
...---E---;--.iq..r 5 P B Lunresertib (10 mg/ka) MM VRN16 (40 mg/kg) Aoty

BrJ Cancer 111, 640-645 (2014).

. . . . Tongue Skin _ https://doi.org/10.1038/bjc.2014.139
Lunresertib + Camonsertib (ATRi) safety profile discoloration keratosis Tail edema
(Repare Corporate Presentation Q3 2024) " i ]
5
TRAEs in 210% of All o ,
patients, n (%) Grades Gr3 b a .
()]
Nausea/Vomiting . _...|... 34(52.3) |...... SR R | 2
L RASHT erererereerer [ B RSN O : -
Fatigue I LE 200 T N I T ol
s otomatitis | ........[L. 18 QT L 4(6.2)...]......9..... :
Decreased appetite 13 (20.0) 0 0 =
Diarrhea 10 (15.4) 0 0 £
Headache 7(10.8) 0 0 §
Constipation 5(7.7) 0 0
Normal Edema
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No hematologic toxicity in gemcitabine combination

10°/L

In a clinical trial with gemcitabine combination, lunresertib exhibited hematologic toxicity (EORTC-NCI-AACR symposium 2024).

In ICR mice, lunresertib showed hematologic toxicity under gemcitabine combination treatment, whereas VRN16 did not.

1.5

1.0

0.0

Neutrophils

e ©O
o
O

Lymphocytes

Monocytes

oo ¢o

(13 A
o8
P o

Eosinophils

10%/L

0.06

0.04

0.02

0.00-

Basophils

Vehicle
Gemcitabine (20 mg/kg, QW)

Lunresertib (10 mg/kg, BID) +
Gemcitabine (20 mg/kg, QW)

VRN16 (5 mg/kg, BID) +
Gemcitabine (20 mg/kg, QW)
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VRN16: A superior PKMYT1 selective inhibitor that outperforms lunresertib

VRN16 outperforms lunresertib in every aspect, including both

efficacy and toxicity.

R=PARE

THERAPEUTICS

VORONOI
VRN16 Lunresertib (RP-6306)
CCNE1 target selectivity 22X 9X
In vitro
PKMYT1 target residence time (t,,, min) 1,050 (13-fold longer) 81
. CCNE1-amplified cancer CDX models
Efflcacy (Ovarian, breast, and gastric cancers) T +
In vivo Cyclin E1-overexpressed ovarian cancer PDX model +++ N/A
Comparison to CDK2 inhibitor ++ + +
: - inhibiti ++ + +
Target . PD: pT14-CDK1 inhibition
t In vivo
engagemen PK-PD correlation Strong PK-PD correlation N/A
Kinase selectivity S(10) 0.01 0.07 (7-fold more off-targets)
Off-target
RAF inhibition BRAF kinase inhibition (IC5,, uM) 0.813 0.029 (28-fold more potent)
Off-targets related Stomatitis / Keratosis / Edema + ++ +
Toxicity
Hematologic Abnormal numbers of WBC components - ++ +




bitor w/ excellent safety profile
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USP1, ubiquitin-specific protease 1, synthetic lethal with BRCA mutants

USP1 (ubiquitin-specific protease 1) regulates DNA repair via the FA complex and TLS pathway,

making its inhibition a synthetic lethality target that sensitizes cancer cells to DNA-damaging therapies

-

-

Drug induced ICL
FA pathway

1

USP1

USP1
Inhibitor
(VRN19)

.
- K o
. v
g
DNA damage e

Cell death

Replication stress?

J

TLS path
USP1 pathway

Inhibitor
(VRN19) "

-

Increase of PARP trapping
& PARP inhibitor sensitivity

BRCA1/2 mutation
or HRD* patients

Single strand
break

~

J

Sci Adv. 2024 Nov 15;10(46):eadp6567.

This document is discussion purpose only. Copyright (©) 2019 by VORONOI Inc. All rights reserved. No part of this document may be reproduced, stored in a retrieval system, used in a spreadsheet, or transmitted in any form or by any means — electro
nic, mechanical, photocopying, recording, or otherwise — without the permission.

&KHvoroNnOl 42



~Competitive Landscape

Generic name Company Line of treatment Phase Combination treatment Status Number of patients Start ~ Completion date
KSQ-4279 (RG6614) Second line Phase | Olaparib / Carboplatin Recruiting 250 2021. 08 ~ 2027. 06
XL309 (ISM3091) EXE LI)'(I S Second line Phase | Recruiting 377 2023. 08 ~ 2029. 08
SIM0501 @Simcere Second line Phase | Olaparib Recruiting 176 2024. 03 ~ 2027. 12
HSK39775 Z ; Second line Phase | / Phase ll Recruiting 243 2024. 03 ~ 2028. 09
sco
Generic name Company Line of treatment Phase Combination treatment Status Number of patients Start ~ Completion date
Debio 0432 . - .
(FT-3171) Debiopharm Preclinical IND enabling
IMP13 Impact Therapeutics Preclinical
Protai-XX Protai Preclinical
LAE120 Laekna Therapeutics Preclinical IND enabling
AIG-USP1 AIGEN Sciences Preclinical
XZP-6924 Xuanzhu Biopharmaceutical Preclinical IND enabling
VRTX531 VRise Therapeutics Preclinical IND enabling
APL-2302 Asieris Pharmaceutical Preclinical IND enabling
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Limitation of current investigational USP1 inhibitors in clinic

First-in-human trial of the oral first-in-class Ubiquitin Specific
Peptidase 1 (USP1) inhibitor RO7623066 (KSQ-4279), given as single

agent and in combination with olaparib or carboplatin in patients with
advanced solid tumors, enriched for deleterious homologous
recombination repair (HRR) mutations

2024 ASCO Annual Meeting

Adverse Event gle age RO7623066 + OLA RO7623066 ARBO
All TEAEs in > 20% for single

agent and in > 30% for

combination

Anemia 35.7% 4.8% 86.7% 73.3% 69.2% 30.8%
Blood creatinine increased 33.3% 0 33.3% 0 30.8% 0

Hyponatremia 28.6% 11.9% - - 61.5% 7.7%
GGT increased 26.2% 9.5% 40.0% 13.3% 38.5% 15.4%

* Anemia adverse events were reversible and manageable

2/ TANGO
(nerapeutcs

LEL L[ dops USP1 inhibitor over
liver toxicity in patients during
phase 1 trial

May 23, 2024

Hematotoxicity + Hepatotoxicity

Hepatotoxicity

>> USP1 on-target toxicity or off-target toxicity?
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VRN19, a novel USP1 inhibitor without Anemia and Hepatoxicity

I
E
o o
[ =T =
[=1
CBC & Biochemistry analysis 3 ¥
2
RBC HGB MCH Retic 8 & S  ToXicITy
KSQ-4279  VRN19 KSQ-4279, VRN19 KsQ-4279,  VRN19 KSQ-4279  VRN19 o - o rat100mpk
8- 161 231 e 2000-
° kkkk
L[]
- 22- = S
s X7 . §1soo- . S | S
2 - -_— 2 Lol -
5 3o 21 L5 Sl o TOXICITY S 3
& W; 20 :. e mo *:* I'at 300mpk N Al
%5 3wVt Rl s Severe heme tox. o
e . . X g .ﬁg.ﬂg&“ & hepatotox. S I S
4 8 18 0 2= - o
0 (=]
ALT GGT T.Bil Cholesterol
. Non TOXICITY
KSQ-4279 VRN19 KsQ-4279, VRN19 KSQ-4279 VRN19 KSQ-4279  VRN19 TOXICITY S _ § rat 100mpk
- - - _ rat100mpk > -
N ® 50 06 T 500 . 8 EFFICACY 3
= . . ] KKK — mm 'y
) . o 40 05 a0 e Mouse 30mpk
£ 60 * 0.4- o
S L, er o _ i 304 3 L 230 £ o
S 3 | D ® 03 : B) S
-~ =) 0, ° g o =) J ¢ (=1 - O
© = t T eate 20 ® £ . € 200- =
o S RPN 0y o
T o * P P e % 4 100
L)
20 0.0 0
- (=] - _ ]
Nalve Vehicle 100mpk 300mpk
¢ i ¢ ® KSQ-4279 VRN19
Values are in mean * standard error of the mean; One-way ANOVA analysis test . .
(*: PS0.05;* : P <0.01; **: P £0.001; ** : P < 0.0001) Safety margin Safety margin
1x 9x
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VRN19, high selectivity and potency

Selective binding to USP1-USA complex

FANCD2

VRN19
USP1 — UAF1 USP1
2.4A (in-house data)
DUBprofiler™ assay
120
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G L RS% KIS EREcaT S&ax &
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VRN19, Target engagement

In vitro cell viability & target engagement
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VRN19, in vivo efficacy against BRCAm or HRD solid tumor

Superior synergistic efficacy with PARP Inhibitor or Carboplatin in CDX Models
MDA-MB-436 (BRCA1 mut/ HRD) SC xenograft model
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VRN19, Overcoming Acquired PARP Inhibitor Resistance

Parental vs Ola-R UWB1.298 (+BRCA1 mut) Parental
120+
Sterol metabolic - Parental Ola-R & 100-
process o v o v ;; -
< —— - 3 60
DNA replication ] - - .- B oar(rises) §
, 3
DNA geometric change - - im pCHK1 (S345) Y 20-
- c 1 I 1 1
Recombinational 10* 10% 102 107 10° 10!
repair - .- .“ l_] PARylation Olaparib concentration (uM)
DSB repair via HR - . - Ola-R
120+
Mitotic nuclear - | PARP K 100" 4 _
division -
-" — ases s Ubi-PCNA Z 801 \
rRNA metabolic - — — 3 604
PrOTORS }— o | emm———ew - PCNA g 40-
Response to ER ‘ j 8
stress - -— ws | USP1 . >
c L T T 12 1
-2 -1 0 1 2 l - GAPDH 10* 10° 10%? 10! 10° 10!
NES .

B Negative M Positive O: Olaparib 1uM  V: VRN19 1uM

Olaparib concentration (uM)

@® Olaparib @ Olaparib + VRN19

Olaparib (500nM)

PolQi

CHK1li VRN19 DMSO DMSO

ATRi

Ola-R

Parental

This document is discussion purpose only. Copyright (¢©) 2019 by VORONOI Inc. All rights reserved. No part of this document may be reproduced, stored in a retrieval system,
nic, mechanical, photocopying, recording, or otherwise — without the permission.

used in a spreadsheet, or transmitted in any form or by any means — electro



VRN19, in vivo efficacy against Olaparib resistance PDX

Combination of VRN19 and Olaparib overcomes resistance in Olaparib-resistant PDX model

Tumor volume (mm
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VRN19, best-in-class USP1 inhibitor

v' VRN19 is a highly potent and selective allosteric USP1 inhibitor.

v VRN19 showed anti-tumor efficacy in CDX or PDX model and superior synergistic efficacy
with Olaparib.

v' VRN19 can overcome acquired PARP inhibitor resistance.

v' VRN19 is a promising novel USPT inhibitor with favorable safety and improved therapeutic
outcomes.

v' VRN19 is advancing under IND enabling
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