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EGFR-driven NSCLC
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* InAsia, more than 50% of NSCLC patients have EGFR activating mutations.

« T790M and C797S are acquired resistant mutations against 1/2G EGFR TKI and 3G EGFR TKI, respectively.
* An unmet need remains for well-tolerated and brain-permeable oral therapies with clinical benefit against common and

uncommon EGFR driver mutations.
«  VRN110755, a Novel class of EGFR TKIs with high potency against common, uncommon, and acquired resistance

mutations, along with high brain permeability.
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VRN110755 Phase 1 Dose Escalation Study

Key Eligibility Criteria Dose Escalation (3+3) and Backfill Key Endpoints

Aged = 18

[ 400 mg ] » Safety and tolerability

ECOG PS 0-1 [ 320 mg ] Pharmacokinetics
Advanced NSCLC with [ oy } Anti-tumor responses
EGFR common or —

uncommon driver mutations [ 1eomg |
Failed standard treatment [ 80 mg ]
Active brain metastasis [ 4omg |

allowed [ 20mg |

(omg |
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Pharmacokinetics of VRN110755

VRN110755 human PK was well translated from preclinical studies, showing a dose-proportional increase in AUC and C,,,,,
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Target engagement from 40 mg

Unbound ICg, (nM)

Unbound IC5, (nM)

® Classical mutations

100- °
° ® + C797S resistant mutation
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107 ° Unbound Cirougn
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Any grade diarrhea, 50%
1- 0
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Target selectivity and fewer off-target Kinases

Kinome profiles showed that VRN110755 is highly selective to the ERBB family, without significant off-target kinase.
Fewer off-target mediated AEs are expected.
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In vitro to clinic translation, potency and efficacy

Driver Driver Resistance Resistance Atypical/ Brain
Del19 L858R T790M C797S Uncommon permeability
1 Generation Erlotinib
Non-covalent Gefitinib }paa PR 7 17 ¥ -
2 Generation Afatinib
Covalentto C797  Dacomitinib o s £ 7 +r -
3 Generation Osimertinib
Covalent to C797 Lazertinib =t et E 3 =+ ++
L (B L VRN110755 +4++ +++ ++ +++ +++ +++
Non-covalent

VRN110755 is non-covalent, but has a long target residency,

In vitro unlike prior 1G non-covalent inhibitors, promising high potency
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20000 : 20000 20000+ :

< 15000 g 15000 15000~
g § 10000 E 10000
S_wno" Tau(min), <10 & Tau (min), >60 8 :
§ 5000 E 5000 E 5000

0 0 0-

[] 60 120 180 240 0 60 120 180 240 0 60 120 180 240

Time (min) Time (min) Time (min)
EGFR (L858R), Erlotinib EGFR (L858R), VRN11 EGFR (L858R), Osimertinib
300004 . 300004 - 30000

§ 20000 ‘g 20000 § 20000
g g ¢
3 T in), <1 S g
% 10000 Ny £ 10000 Tau (min), >30 ;v’mnno
& £ %

04- 0+ 04

I e |
[] 30 60 90 0 30 60 90 [] 30 60 20
Time (min) Time (min) Time (min)

AOS 2025 & KCA Annual Meeting 2025 < g I




In vitro to clinic translation, potency and efficacy

Driver Driver Resistance Resistance Atypical/

Brain
Del19 L858R T790M C797S Uncommon permeability
Noncovalent  Gefitinib - + + -
o e [ — =k e E 7 V5 -
G e bt W Fhk 3 t +
i Generation VRN110755 r— o+t ++ +++ +++ +++
Catalytic IC5, (nM) Driver Resistance Uncommon
TKI Del19 Del19-T790M Del19-C797S L861Q G719S L718Q
1G Erlotinib 3 1,390 <1.0 <1.0 2 34.1
3G Osimemrtinib 2.8 0.8 240 <1.0 10.3 292
VRN110755 3.6 e, <1.0 <1.0 <1.0 3

High potency against common, uncommon and resistant EGFR mutants
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In vitro to clinic translation, potency and efficacy
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In vitro to clinic translation, potency and efficacy
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In vitro to clinic translation, potency and efficacy

1 Generation
Non-covalent

2 Generation
Covalent to C797

3 Generation
Covalent to C797

1/4 Generation
Non-covalent

400 mg

Driver Driver Resistance Resistance Atypical/ Brain
Del19 L858R T790M C797S Uncommon permeability
Erlotinib
Gefitinib e e 7 13 ¥ -
ARtink- +++ +++ + 3 ++ -
Dacomitinib
Osimertmih F +++ FR > ++ ++
Lazertinib
VRN110755 +++ 4k ++ +++ S +++

Clinic s
[ *240mg |
[ 160mg |
[ somg |
S0mo  NoOLT
T S

80 mg, Patient with EGFRPe""* NSCLC

Baseline and VRN110755 Treatment

EGFR-Del19 and TP53 mutation at the baseline
Two prior systemic treatments, including afatinib
80 to 160 mg QD, > 27 weeks (on treatment)
Lung lesions, ~ 34% reduction (after 4 weeks)
Pleural effusion: disappearance

EGFR ctDNA VAF(%): 0.1 to 0 after 2 cycles
Best response: PR

Safety: G1 skin rash, G1 LLE

ool A s

160 mg, Patient with EGFRPe"? NSCLC

Baseline and VRN110755 Treatment

¥ EGFR-Del19 and brain metastasis at the baseline
¥ Prior treatment: Osimertinib (disease progression
after 5 months)

¥ Target lesions, ~ 7% reduction (after 4 weeks)

<

Best response: SD (including brain lesion)
v Safety: no TRAE

IR L WA e N oW e N e W o e e W =

240 mg, Patient with EGFR858R NSCLC

Baseline and VRN110755 Treatment

v EGFR L858R mutation at the baseline

v Prior treatment: 10 prior treatments

v' Target lesions: 43% reduction (after 4 weeks)
v Best response: PR

v Safety: G1 skin rash
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In vitro to clinic translation, potency and efficacy

Driver Driver Resistance Resistance Atypical/ Brain
Del19 L858R T790M C797S Uncommon permeability
1 Generation Erlotinib
Non-covalent Gefitinib }paa PR 7 17 ¥ -
2 Generation Afatinib
Covalentto C797  Dacomitinib o s £ 7 +r -
3 Generation Osimertinib
Covalent to C797 Lazertinib =t et E 3 =+ ++
L (B L VRN110755 +4++ +++ ++ +++ +++ +++
Non-covalent

/
400 mg ’

H H 4 - - -
Clinic [ s20mg | /" Primary efficacy population
[ *240mg |
s 40 mg, Patient with EGFR-858RIR776HIC797S NSCL.C
[ 30]"‘9 ] p Baseline and Treatment History VRN110755 Treatment
40 mg
s :: I"’,Llelated - v’ Lung, brain, and pleural metastasis 40 mg QD, 19 weeks
;.]9 No 2G2 TRAE v EGFRL858RIRT76HICTITS gt the baseline Pleura lesion: 51% tumor reduction

CNS lesion: tumor disappearance
EGFR ctDNA VAF(%): 0.3 to 0 after 2 cycles

v Two prior systemic treatments, including

dacomitinib and osimertinib

Best response: PR
Safety: grade 1 malaise TRAE
Baseline C2D1 C5D1 C2D1 C5D1

DD
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In vitro to clinic translation, potency and efficacy

Driver Driver Resistance Resistance Atypical/ Brain
Del19 L858R T790M C797S Uncommon permeability
1 Generation Erlotinib
Non-covalent Gefitinib +++ +++ - + + )
2 Generation Afatinib
Covalent to C797 Dacomitinib P e+ + ) ++ -
3 Generation Osimertinib
Covalent to C797 Lazertinib e +H+ ++ - ++ ++
1/4 Generation
Non-covalent VRN110755 +++ +++ ++ +++ Ao +++
[ g 400 mg E
Clinic ( m[mg ) ] i
[ r2e0mg | 3 patients with T790M positive at baseline (80/160mg)
[ BoEng m]mg V All patients showed shrinkage of the target lesion tumor,
40mg i One patient showed >10% tumor shrinkage
20 mg :: :;—;e?;:dESAE
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VRN110755 Phase 1 Dose Escalation Study

Key Eligibility Criteria Dose Escalation (3+3) and Backfill Key Endpoints

 Aged =18 [ 400 mg ] - Safety and jtole.rability
« ECOG PS 0-1 [ 2o ] . Phgrmacoklnetlcs
» Advanced NSCLC with [ T ] * Anti-tumor responses
EGFR common or 9
uncommon driver mutations [ 160mg %
» Failed standard treatment [ 80 mg ] o
« Active brain metastasis [ 4omg | 0=
allowed [ 20 mg ] :g 'z':;??&de SAE

[ 10 mg ]

=) Recommended doses will be selected for the expansion/extension

studies with efficacy populations and combination studies with
chemotherapies.
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VRN101099, HER2 covalent inhibitor
Phase 1a, dose escalation with HER2+ or HER2m solid tumor

VRN101099 ! Sevabertinib
(Bayer)

Ph1a dose escalation Ph1b dose escalation oy .
(Monotherapy) (Combination therapy) s “ s

Neratinib Zongertinib

— | Dose3

240 mg Dose 2 ‘\&. .

160 mg Dose 1 b “

Tucatinib ZN-A-1041
(Pfizer) (Roche)

80 mg AERT AT
i b o o

— o
'} 80 mg first patient was administrated :} Combi with Ab-based therapies according
in Mar 2025 H to ph1a PK-PD results

Covalent inhibitors Non-covalent inhibitors
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VRN101099, HER2 covalent inhibitor
Phase 1a, dose escalation with HER2+ or HER2m solid tumor

VRN101099 80mg, Pancreas
(AU001-001)

+ HER2-S310F mutation, FOLFIRINOX
Pancreas (5-FU, irinotecan,
+ Target Lesion: oxa"Tatm)
Gastrointestinal tract(Gl) ®
30mm 2019-04-01
* Tumor Assessment: (C3D1)
Stable disease
VRN101099 80mg, Gastric Nivolumab,
(AU002'003) Oxaliplatin,
Fluorouracil
|
+ HERZ2: IHC 2+ / DISH-, @
2023-10-16

Gastric

+ Target Lesion:
Gastroesophageal junction
(GEJ) 42mm
Liver metastasis40mm

+ Tumor Assessment: (C3D1)
Stable disease

» Cycle 4 ongoing

Gemcitabine,
Abraxane

o0
2021-01-01

Dose interruption(~ 3w) due to
underlying disease

Tucatinib, VRN10 80mg VRN10 80mg
Herceptin C1D1 C3D1
( X J ([ o () ()
2022-07-01 2025-04-02 2025-05-14
TL: 30 mm —— TL: 22 mm
Tumor size reduction by ~27%
Irinotecan, VRN10 80mg VRN10 80mg
Fluorouracil C1D1 C3D1
12024-10-28 2025- 01-09 _ | 2025-04-16 | 2025-05-28
o ---@® U { )

Liver metastasis
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VRN101099, HER2 covalent inhibitor
Phase 1a, dose escalation with HER2+ or HER2m solid tumor

DESTINY-Lung 02 Beamion LUNG-1
TRAES, n (%) n=75 n=67 T-Dxd Zongertinib
A1 Joraens| a1 Jornsexs [ .

Any TRAE* 69(92) 13(17) 57(100) 11(19) i i g s gl 60

Diarrhea 36(48) 1(1) 3765 1(2 3 ¢ % n =S8 &

Rasht 18(4) 0  17(30) 0 5 - g --------------------- g

ALT increased 14(19) 68 16(28) 6(11) - 5 2 s

AST increased 16(21) 4(5) 14(25) 4(7) - - M £

Anemia 8 (11) 0 10 (18) 0 ;6 .2

Nausea 10 (13) 0 4(7) 0 e i : : ® g K

Neutrophil count decreased 7(9) 1(1) 7(12)  3(5 s . S -100

Pruritus 6(8) 0 8 (14) 0 ORR 49% ORR 71%

Serious TRAE 3¢4) 3@ 7(12) 509 mPFS 9.9 months mPFS 12.9 months
2024, WCLC

Corassa M, 2025, ASCO

N
)
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VRN101099, HER2 covalent inhibitor
Phase 1a, dose escalation with HER2+ or HER2m solid tumor

Zongertinib, unbound PK VRN101099, expected unbound PK Ph1a dose escalation Ph1b dose escalation
(Monotherapy) (Combination therapy)
100 100
S 104 CRRTE b ad s 22T -
s s h 400 mg
e ] '
= @ H
o a :
0.1 : T 5 T 2, 0.1 , : : , L Dose 2
0 6 12 18 24 :
Hour Hour 160 mg i Dose1
2G3 TRAE(LLE, etc.), 17% 80 mg :
Any TRAE, 92% : v >
E} 80 mg first patient was administrated E’ Combi with Ab-based therapies according
VRN101 099, unbound PK in Mar 2025 H to ph1a PK-PD results
100- -~ 80 mg QD patient A - ~
s -~ 80 mg QD patient B First Cohort, 80mg (n=3)
c
S 10]M v" A patient with HER2-S310F(Pancreas),
T ¥ e S SRel AT R PHER2 IC,, . .
9 s Efficac > 27% tumor size reduction
=N g Y | vaA patient with HER2 IHC2 +(Gastric),
§ Tumor growth inhibition
o
0.1 . . T . Safety No TRAE
0 6 12 18 24 . y,
Hour
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