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VRN10. HER2 + Breasteancer Targeted Therapy

1. HERZ2+ Breast Cancer Treatment Guideline
HER2 + TKI Competitive Landscape
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HER2 positive Breast Cancer Treatment Guideline

VRN10, ¢idli SelEl x|z ZMe| ol SIS S5 + AS A= 7|l

Standard
of Care

Results of
Clinical trial

Key
Limitations

N\ 2

Trastuzumab+ < 2
Pertuzumab +
Docetaxel t8

mPFS 18.5 months

@Hﬁo&ﬂﬂluﬂﬁn%@ oz 48
AMIE&QQ OLF|Of IHH2 SRt At

N\ 2

L
4 Tucatinib

4

T-dxd(Enhertu)

Trastuzumab +

N 2

&

Capecitabine
>

mPFS 28.8 months

ORR51.4% mPFS 7.6 months

Grade 23 AEs 56%
@ 10| R0l st D|EZE o2 & @ w[0| BHR0] st O|EEE o2 42
A 7S HES SN FRE Al 0|0J$t Tucatinib £HS &5
A ILDS} 22 BxtgoR olgt 82 S2te) ofafg

ILD/Pneumonitis 15% 24 (vs T-dm1, 3%)
VORONOI _

Source: Baselga J, etal. N Engl JMed. 2012;366(2):109-119., Hurvitz, Sara A et al. The Lancet, Volume 401, Issue 10371, 105 — 117, Murthy RK, Loi S, etal.N Engl J Med 2020;382:597-609.
AEs; adverse events, ILD; interstitial lung disease
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HER2 positive TKI Competitive Landscape

HER2 selectivity
over EGFR

Potencyto resistant
mutants

Intracranial efficacy

Binding mode

GSH reactivity

HER2 ADC
Internalization

BCRP substrate

KLvoronNoOl
VRN10

=™\ Boehringer
W tngelheim

Zongertinib

Moderate

Yes

4

Covalent

High

Promote

No

+++

Non-covalent

No promote

@ Pﬁzer

+++

Non-covalent
Low
No promote

Yes
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Plasma free drug (nM)
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214+ H|oJE{ H|u! (VRN 10 vs Zongertinib)

Zongertinib, unbound PK VRN101099, expected unbound PK Ph1a dose escalation Ph1b dose escalation
(Monotherapy) (Combination therapy)
100 100+
-~ 120mg QD = -+ 160mg QD < _
=
107 ERRTY aahaatdat e s 22T VPPRRR :
T n 400 mg
E 0
& :
£ :
0.1 : : : : - 240 mg £ Dose 2
0 6 12 18 24 " 0 5 12 18 24
Hour Hour LU (G Dose 1
>G3 TRAE(LLE, etc.), 17% 80 mg :
Any TRAE, 92% : T : >
E’ 80 mg first patient was administrated :> Combi with Ab-based therapies according
VRN101099, unbound PK in Mar 2025 to ph1a PK-PD results
100- -~ 80 mg QD patient A - N
s -~ 80 mg QD patient B First Cohort, 80mg (n=3)
>
E 103‘M - - PHER2 ICy, v’ Apatient with HER2-S310F (Pancreas),
o Efficac > 27% tumor size reduction
T 14 Y va patient with HER2 IHC2 + (Gastric),
§ Tumor growth inhibition
o
0.1 T . T 1 Safety Grade=3 TRAEs 0%
0 6 12 18 24 \. y,
Hour
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VRN10 & 1adt AlZF 82FFE| HER2 1ol Ciet X|= 21} =49l

T-Dxdoi| £33t 2txK(2/2) Y HER2 S0 | SixH(3/3)ofIM &5 st tol
IAH1aX. Dose escalation(Monotherapy) VRN10. Efficacy
30
3 20
ry
N 10
o
o
2 0
2
z
&% 20
=
L
.:

i' """" ] Dose(mg)
1
R | HER2 amplification
HER2 mutati
v Cycle 1,21-days mutation
v Dose escalation2 T8 s}HA kg 220 =2E Primary site

2, 37 Li2le| FSEO| SHRIE X712 BRSH=

Prior systemic Tx
Backfill ISE TS o™ y

Last prescription

AU001-002 AU002-003 KR004-001 AU001-001 KR004-003

-24.2

-26.7

AU001-002 AU002-003 KR004-001 AU001-001 KR004-003

160 160 160
1+ 2+ 1+ 3+ Negative
- - V777L S310F S310Y
Salivary gland Gastric Breast Pancreas Lung
0 2 7 3 3
) F||ﬁr;?:>i$:2n T-Dxd TrZ:fuathr:r?ab T-Dxd
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Case Study(80mg)

v 80mg, Pancreas(AU001-001)

* Primarysite: Pancreas

» HER2biomarker: S310F

* PriorsystemicTx: 3
-FOLFIRINOX
-Gemcitabine-Paclitaxel
-Trastuzumab-Tucatinib

VRN10 Treatment

* Bestresponse(C3D1):
Stable Disease(Overall-26.7%)

v 80mg, Gastric(AU002-003)

* Primarysite: Gastric

* HER2IHC2+/DISH-

* PriorsystemicTx: 2
-Nivolumab, Oxaliplatin, Fluorouracil
-Irinotecan, Fluorouracil

VRN10 Treatment

+ Bestresponse(C3D1): Stable Disease

Liver metastasis

VRN10 80mg
C1D1

VRN10 80mg
C3D1

VORONOI _ 8
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Case Study(160mg)

v" 160mg, Lung(KR004-003) TL1 (Liver) TL2 (Breast)
_ .-.Q‘.Qc..*h 252.58}mm
Ny \ ‘ mm\

* Primarysite: Lung

» HER2biomarker: S310Y

+ PriorsystemicTx: 3
-T-DXd

Baseline

VRN10 Treatment

» Bestresponse(C3D1):

Stable Disease(Overall-28.6%)
« TL3(lung) Completeremission
» Cycle4ongoing

VORONOI _ 9
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Case Study(160mg)

v" 160mg, Breast(KR004-001)

TL1 (Liver) TL2 (Liver)

* Primarysite: Breast

» HER2biomarker: V777L

* PriorsystemicTx: 7
-T-Dxd

Baseline

. /7 . 40.8mm \
203 v ,‘_. \
VRN10 Treatment J - 1 40.8mm

» Bestresponse(C3D1): 5
Stable Disease(Overall-24.2%) 83
» Cycle50ngoing
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VRN10. Safety

X7| EZOIMTE] F'Y %= Chbfolo] 24-st g ol

2IAH1a. Dose escalation(Monotherapy) VRN10. Safety(Comparison of Zongertinib Safety)

VRN10 Zongertinib

80mg (n=3) 0 IGER)) 120mg (n=75)
- - *33 -

Any TRAE 97 17
Diarrhea - - "33 - 56 1
Rash - - - - 33 -
pr ! ALT increased - - - - 24 5
1
L] AST increased - - - - 21 8
rEEET T 1
i | Dry skin - - - - 15 -
Locooood
Pruritus - - - - 13 -
v Cycle 1,21-days *A single case of diarrhea occurred and resolved within one week.
v" Dose escalationS 21 sIHAM ofg 220 =2y
A2, 37 LHQ|o| BT E0| BIXIE FIt2 BESH= )
;;kﬁ” ISE X3 X =T - v' Current 240mg cohort ongoing v NoDLT upto 160mg

Source: Heymach JV, et al., Zongertinib in Previously Treated HER2-Mutant Non—Small-Cell Lung Cancer. New England Journal of Medicine. 2025 Jun 19;392(23):2321-33. VORONOI _ 11
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2 14 Cixtel 24

ST/5Ha SR UM 1A TIN S, 20254 157| 20} ARt
3% AN DAOIMEE| 38 QHOR Qi ofp

QUL al TR AR QUAH & CIXIR! 47
Key Eligibility Criteria Ph1a dose escalation Ph1b dose escalation
« HER?2 positive solid cancer as determined by IHC, (Monotherapy) (Combination therapy)
FISH, or NGS of ctDNA 640 mg
 Confirmed HER2 mutation(e.g., S310X, R678Q,

L755X, 1767M, V777X) 480 mg m

Key Endpoints

320 mg
» Safety, tolerability, PK, and PD to determine the
MTD and/or RP2D 240 mg
Dose Escalation 160 mg Dose 1

e Standard “3+3” dose escalation
* Min 18, upto 72 pts., plus up to 36 additional

: 80mg
backfill pts.
« DLT assessment: first cycle of treatment(i.e. >
v Dose 1 first patient was administrated in Mar v/ Combi with Ab-based therapies according to
Cycle 1,21 days) 2025 ph1a PK-PD results

VORONOI _ 12
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Med M (Selectivity)
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VRN10 vs Zongertinib vs T-DXd H| 4 H|0]E{ H|u!

Tumor volume (mm3)

BT474 (HER2+ breast; SC)

Monitoring period

1500 - : Dosing stop |
1200- [0
|
i | E 300
900+ I -
/ E
] 5 200-
i [5)
600 - e
/ g 100
’ =
001 % _ ... 0
0 N\ 1 1 N\ 1 1 I

28

Day after treatment

35

0 7 14 21 28 35 42
Day after treatment

SC, subcutaneous:; IC, intracranial

Vehicle
Zongertinib (20mpk,QD)
T-DXd (10mpk,Q3W)

VRN10 (12.5mpk,QD)
VRN10 (25mpk,QD)

Relative Luminescence Signal

BT474 (HER2+ breast; IC)

100+

0

I 1

r 1 1T 1T "1
3 6 9 12 15 18 21

Days after treatment

o Vehicle

-8~ Zongertinib (20mpk,QD)
- T-Dxd (10mpk,Q3W)

» VRN10 (12.5mpk,QD)

- VRN10 (25mpk,QD)
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VRN10 vs Zongertinib. T-DXd LHd0f| CH

N-87_T-DXd_R

Tumor volume (mm3)

0 3 6 9 12 15 18 21
Day after treatment

SC, subcutaneous:; IC, intracranial

-o- Vehicle

-o- T-DXd (5mpk,once)

-o- Zongertinib (20mpk,QD)

VRN10 (12.5mpk,QD)
VRN10 (25mpk,QD)

olH

| N

|2& HIO[E] H]xd

Relative Luminescence Signal

-

(=

o
1

-
o
1

-_—
LAl
TT

SK-BR-3_T-DXd_R

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

Day after treatment

8

-~ T-Dxd (10mpk,once)
Zongertinib (20mpk,QD)
VRN10 (12.5mpk,QD)

-o- Vehicle

=

=
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VRN10 & Antibody drug "H£0f| CHst H

BT474 (HER2+ breast; SC) @

-o- Vehicle
-o- Trastuzumab 3mpk + Pertuzumab 3mpk
-~ VRN10 3mpk

- 900 VRN10 + Trastuzumab + Pertuzumab

Tumor Volume (mm"')

0 T T T T T T T 1
0 3 6 9 12 15 18 21 24

Days after treatment

SC, subcutaneous:; IC, intracranial

|2& CIOJE] ]

BT474 (HER2+ breast; IC) \@

e
—

Relative Luminescence Signal

-
(=}
o

10

—
L
"

-o- Vehicle
-~ Trastuzumab 10mpk

| - VRN10 3mpk

—#- VRN10 + Trastuzumab

o

|
5 10 15 20 25
Days after treatment
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VRN10 & ADC 'H&0i| chiet H]2}& H|0]E] H]

BT474 (HER2+ breast; SC) @ BT474 (HER2+ breast; IC) \@

-8- Vehicle —-o— Vehicle

1a00— S T-DXd (1.26mpk,Q3W) € 1003 -e- T-Dxd (10mpk, Q3W)
_ -8~ VRN10 (3mpk, QD) - = ~@ VRN10 (12.5mpk, QD)
“c 1200-{ ® VRN10 + T-DXd Y -m VRN10 + T-DXd
E | =
£ 1000- @ 10
= 0
£ 800~ €
S 600- €
2 3 1
S 400- -
E 200 g | ... %'_._2_._._3'.;_‘. E
g 0.1 | 1 | | | | || | | 1
0 1 1 1 1 1 1 L}
o 3 6 9 12 15 18 21 o 3 6 9 12 15 18 21

Days after treatment Days after treatment
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VRN 10, HER2 24 £7HLH(IC) xenograft modeldflA 48t 25 20l

BT474 (HER2+ breast;Tucatinib)

1x108+
z Q
S S
§ 1x107 5107
&' '. é ........
x z
& 1x10- =
&= _106-
: :
S [
1><1050 ; ; ; 1-2 1-5 1-8 2-1 105 — 105 *TTC group 3/6 mice were dead
Days after treatment o b 8 &40 El ¢ 8% 8 fAEs A& &
Days after treatment Days after treatment
- Vehicle - Vehicle - Vehicle

-+~ Tucatinib (75mpk,BID)

-+~ Trastuzumab (6mpk,Q3W)
-»- Capecitabine (350mpk,QD)
- T+T+C

-+ Tucatinib (10mpk,BID) —o— T-Dxd (10mpk,Once)

-»- Tucatinib (75mpk,BID) = 4x of approved dose

VRN10 (12.5mpk,QD)
~+~ VRN10 (25mpk,QD)
-~ VRN10 (50mpk,QD)

VRN10 (6.25mpk,QD)
~ VRN10 (12.5mpk,QD)

VRN10 (25mpk,QD)
~ VRN10 (50mpk,QD)
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HER2 positive Breast Cancer Market Landscape

Standard
of Care

Drug name
(Brand name)

Company
name

Mechanism

Peak sales

Source: Globaldata

Pertuzumab +
Docetaxel

Trastuzumab
(Hercepin)

Roche

Monoclonal Antibody

USD 7.1bn("18)

N\ 2

Trastuzumab+ < 2

e

Pertuzumab
(Perjeta)

Roche
Monoclonal Antibody

USD 4.3bn('21)

T-dxd(Enhertu)

N\ 2

+

4

T-dxd
(Enhertu)

Astrazeneca
Daiichi Sankyo

ADC(Herceptin)

USD 13.8bn('30(E))

Tucatinib+ N\ 2
Trastuzumab +
Capecitabine t8

Tucatinib
(Tukysa)

Seagen

TKI

USD 1.4bn(*30(E))

>

ZN-A-1041

Roche

TKI

Zion-Roche
Phase1, Out-licensing
Total Deal value USD 610m
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