VRN110755: a NextGeneration Non-Covalent EGFR Tyrosine Kinase Inhibitor for EGFRMutated NSCLC
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BACKGROUND CLINICALRESULTS
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A The IG, values for proliferation inhibition were determined in BaF3&ngineered cells with each EGFR mutations.

A The target engagement ratio was defined a€lougnss/ 1Csol Of the indicated EGFR mutations. A Any drugrelated adverse event leading to dose reduction was observed in 4 patients (6%).
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Introduction VRN101099 mediated HER2 degradation Combination with HER2 -targeted antibody
: . C : 10%7 . ) BT-474 (HER+ Breast cancer) Combination with Trastuzumab HER2+ SC xenograft model
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leading to stronger ERK suppression and tumor cell apoptosis. an(_j EEAL (red). This dggradatlon process involves HER? L_Jblqumnatlon an_d_a_l chape_ror_le_ switch (HSP0a ¢ E/B) as  Figure 7. VRNLO1099 shows sustained brain target engagementfor 24 hours, and synergistic antitumor activity was observed
(D) Brain penetration: VRN101099 efficiently crosses the BBB, enabling validated by the restoration of HER2 levels upon treatment with lysosomal acidification inhibitor. with VRNLO1099alone and in combination with T-DXd/Trastuzumab in HER2+ and T-DXdrresistant in vivo models.

HERZ2 pathway inhibition in the brain.

Combination with HER2 ADC and activity in T-DXd resistant model
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Phase la Study of VRN101099, a BraiAPenetrant, Highly Selective Covalent HER?Z2 Inhibitor,

Introduction

A Despite advances in HER2-targeted therapies, including trastuzumab
deruxtecan (T-DXd), unmet needs remain in patients with HER2-driven
solid tumors who develop treatment resistance, particularly those
with central nervoussystem (CNS)metastases.

A VRNL01099 is an orally bioavailable, brain-penetrant covalent HER?
Inhibitor that irreversibly inhibits HER2 and induces receptor
Internalization and degradation.

A Preclinical studies demonstrated antitumor activity in subcutaneous
and intracranial xenograft models of HER2-positive breast and gastric
cancers.

VRN101099: A Unigue OpenState Activation Loop

In HER2Positive or HER2Mutant Advanced Solid Tumors
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Patients Characteristics

STUDY DESIGN

Phase la dose escalation
Eqc Ul ¢! I WbOo€OowWl Yt JWWJt #HctGecqRYU
Minimum of 18 and up to 72 pts, plus up to 36 additional backfill pts

VRN10 monotherapy
(801320mg, daily)N=29

Characteristics

, _ Median age, years (range) 63 (37-82)

DLT assessment: first cycle of treatment (i.e. Cycle 1, 21 days of IP) category. n (%) 16 (55%)

Current 320mg cohort ongoing <65 -

Phase 1b (Optimization): Dedicated cohort for HER2 exon 20 52 P (45%)
Sex, n (%)

Insertion NSCLC monotherapy

Male / Female 13 (45%) / 16 (55%)

4 N

160mg cohort: HER2 S310Y Lung cancer

56 years old female patient harboring HER2 S310Y progressed on T-Dxd

Keytruda + Trastuzumab +
. T-Dxd
Pemetrexed Neratinib
+Cisplatin
<D sD Progressio VRN10
I ommE ©
fam— Image

2023-01-03 2023-05-02 2023-04-01 Baseline

(TL and brain NTL)

Baseline and Treatment History
v Metastatic site: Liver, Lung, Brain(NTL)
v’ Disease progression after T-Dxd treatment (~1 yr)
VRN101099 treatment

v’ Reduction in 2 target lesions and complete response(CR) in 1 target lesion.
v’ Brain non-target lesion was decreased

o /

160mg cohort: HER2+ Breast cancer

A 37-year-old female with HER2-positive disease who progressed on T-DXd and had CNS metastases.

Baseline and Treatment History ‘

v' Metastaticsite: Brain
v’ Early HER2 therapy + surgery

Image
(brain TL)

Tucatinib Zongertinib VRN101099

Figure 1. In silico docking with the WT HER2 kinase domain reveals that
Tucatinib (A) and Zongertinib (B) bind to a closed activation loop
conformation. In contrast, VRNLO1099 (C) uniquely adopts an open
activation loop conformation, distinguishing its binding mode from other
TKIs
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Figure 2. (Left) SignalingInhibition: VRNLO suppresses HER2 downstream

pathways (PIBK/AKT,RAS/ERK]Jo directly block cell proliferation. (Right)
Internalization & Bystander Effect: VRNLO promotes T-Dxd internalization,
maximizing the bystander effect and synergizingwith immune-mediated
HER2 depletion in the TMEfor maximizedtherapeutic efficacy.

4 Ph1a dose escalation O Key eligible patients ECOG PS, n (%)
(Monotherapy) A HER2 positive solid cancer as 0/1 18 (62%) / 11(38%)
determined by IHC, FISH, or HER2 aberration, n (%)
r’ A NGS of ctDNA HER2 Mutation 7 (24%)
Or HER2 mutation (e.g., S310X, HER2 positive 12 (41%)
r R678Q, L755X, I767M, V777X) CNS Metastasis, n (%)
l"[ 320mg | Zrimarv endpoints v ’ 5 (17%)
Safety
i - N 24 (83%
r[ — ].I.[ — ] ATOIerablhty Med(i)an number of prior —
r;[ 160 mg ]-|-[ Backfil ] éiifé?rmz :12?3 CI)\flr'll;i) or RP2D sstEie TierEles, m (Enee) 25 (86%)
[ 80 mg ] A PK PDV Prior systemic HER2 ADC, n(% 17 (59%)
Dose 1 first patient was administrated in Mar 2025 > AORR aCCOrding to RECIST Vll Prior SyStemiC HERZ Abs’ n(%) i~ (55%)
k j Prior systemic HER2 TKI, n(%) 5 (17%)
Clinical results
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] 320mg

002-005 007-001  009-003 005-001 003-001 005-002 001-001 004-001 004-003

++++++++++++++++++++++++++++++++++++++++++++++++++++++++++++++++++++++++++++++++++++++++++++++++++++++++++++++++++++++++++++++++++++++++++++++++++++++++++++++++++

Best change from baseline
in target lesions, %

002-005 | 007-001 | 009-003 | 005-001 | 003-001 | *005-002 | 009-006 | 001-001 | 004-001 | 006-001 | 004-003
20 320 240 160 240 160 320 80 160 240 160

Dose (mg) 3

HER?2 2+

(status) 3+ ISH+ 3+ 3+ 3+ 3+ L755P  S310F  V777L 3+ S310Y
Primary

e G Esophagus Stomach Stomach Breast Breast Breast Lung Pancreas Breast Breast Lung
No. prior

HER2 Tx 1 2 2 3 7 5 1 1 1 3 2

KR0O05002 Target lesion: Brain

Figure 3. waterfall plot for target lesion tumor size in HER2 3+ and HERZ2 activating mutant patients.
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Figure 4. Ex vivo phospheHER?2 inhibition was assessed, and tumor response correlated witex-vivo phospho-HER?2
Inhibition in patients treated with VRN101099.

v’ Brain metastasis
v’ radiation + multiple lines
v" Tucatinib = T-DXd - progression

VRN101099 treatment

v Reduction in Brain target lesions and non-target lesion was stable \_ -/

Safety profile

AOverall, the safety profile was tolerable and manageable.

AAcross the 80mg to 240mg dose levels, the majority of TEAES were grad2. 1

AAt the 320mg dose level, TRAElated dose interruptions occurred in 3/6 patients (50.0%) and TRAEIlated
dose reductions occurred in 1/6 patients (16.7%).
Table. Incidence of patients with TRAES

Total

80mg

160mg 240mg 320mg

(N=3) (N=6) (N=14) (N=6) (N=29)
DNJ RS x oAll DNJ RS x oAl DNJ RS x oAll DNJ RS x oAll DNJ RS

Any AEs 1 (33%) 0 4 (67%) 0 8 (57%) 0 4 (67%) 2 (33%) 17 (59%) 2 (7%)

Diarrhea 0 0 2 (33%) 0 3 (21%) 0 4 (67%) 2 (33%) 9( 31%) 2 (7%)
Rash 0 0 1 (17%) 0 1 (7%) 0 2 (33%) 0 4 (14%) 0
Nausea 1 (33%) 0 1 (17%) 0 3 (21%) 0 3 (50%) 0 8 (28%) 0
Dry skin 0 0 0 0 1 (7%) 0 0 0 1 (3%) 0
Pruritus 0 0 0 0 1 (7%) 0 0 0 1 (3%) 0
ALT increased 0 0 0 0 0 0 0 0 0 0
AST increased 0 0 1 (17%) 0 0 0 0 0 1 (3%) 0

Abbreviations: AE, adverse event; TRAE, treatment-related AE; AST, Aspartate Aminotransferase; ALT, Alanine Aminotransferase; DLT, dose-limiting toxicity.

A One patient had a DLT during the MTD evaluation period (grade 3 diarrhea with VRN101099 320mg once daily)
A Combined term, includes rash, rash maculopapular.

Conclusions

A VRNL0O1099 was well tolerated across evaluated dose levels and demonstrated encouraging antitumor activity in heavily
pretreated HER2-driven solid tumors, including patients previouslytreated with T-DXd
A These findings support continued dose escalation and expansion to define the RP2D and further characterize the
therapeutic potential of VRNLO1099.
(Clinical trial information: NCT06806982)
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