
* In cases where C797S was not detected in baseline ctDNA, inclusion was based on tumor tissue NGS confirmation within 3 months prior to C1D1.
** Intracranial response by RANO-BM without extracranial target lesion.

* External dataset adapted from publicly available Black Diamond Therapeutics materials, 
August 7, 2025.
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ÅAmong eight patients* with confirmed EGFR mutations including C797S, seven 
achieved a partial response (PR), corresponding to a confirmed objective response 
rate of 87.5%.
ÅMolecular response assessment demonstrated ctDNA reduction in all six evaluable 

patients, with complete ctDNA clearance observed in five. 
ÅPK analysis showed dose-proportional systemic exposure, with plasma concentration 

exceeding the IC90 for relevant EGFR mutations starting at 160 mg.
ÅThis supports a robust PK/PD relationship consistent with the observed clinical 

activity.

Clinical molecular and exposure -response evidence of activity in EGFR C797S-mutant NSCLC
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Å EGFR mutations were confirmed by the Guardant360 at baseline. Del19 insertions (e.g., A750_I759 delinsPL, Del19 insP, 
L747_A750 delinsP, L747P_P753 delinS) were considered as classic mutations.

10 mg 

40 mg

80 mg

240 mg

320 mg

160 mg

400 mg

480 mg

20 mg

640 mg
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Patients' characteristicsREACH-EGFR: Ongoing First-in-Human Study in EGFR-Mutated NSCLC
Phase I study design
Å 3+3 dose-escalating design
Å 35 patients backfill above 80 mg
Å 28-day cycle (DLT evaluation period)
Å Intra-patient dose escalation allowed
Å Stable and asymptomatic BM/LM 

allowed

Key Inclusion criteria
Å ŊĲШӄΝΥШǃĲċƖƚШ
Å Presence of EGFR mutation
Å Measurable disease per RECIST 

v1.1 
Å Prior EGFR TKI treatment with 

disease progression 
Å ECOG PS 0т1
Primary endpoint
Å Incidence of DLTs 
Å Incidence of adverse events 

(AEs)/serious AEs (SAEs)

Secondary endpoint
Å PK, ctDNA evaluation
Å ORR, DOR, DCR, PFS and intracranial ORR if brain metastatic lesions are present
Å PFS2 (PFS after next line of treatment) per RECIST v1.1 by investigator assessment
Å Patient-reported outcomes

ÅKey objectives - determine the RP2D of VRN110755, safety, PK, and antitumor activity per RECIST v1.1
ÅData cutoff date was March 12, 2026
ÅSafety was assessed in all patients who received at least one dose of the study drug
ÅEfficacy was analyzed in EGFR-mutant NSCLC, including those harboring C797S resistance mutations

Dose EGFR mutation Prior TKI Treatment Best % on
Overall

Best
Response

40mg L858R - C797S - R776H ?ċĦŸůŔƣŔŰŔĤШӛШOsimertinib -51.4 PR

80mg Del19 - C797S** Osimertinib 42.6 PD

160mg Del19 - C797S Osimertinib -45.3 PR

240mg Del19 - C797S Lazertinib ӛ Osimertinib -44.1 PR

320mg Del19 - C797S Osimertinib -41.0 PR

320mg L858R - C797S* Afatinib ӛШGefitinib -52.2 PR

320mg Del19 - C797S Osimertinib -50.0 PR

400mg Del19 - C797S* ŉċƣŔŰŔĤШӛШLazertinib -41.5 PR

Characteristics VRN110755 monotherapy
(10 - 480mg daily), n = 65

Median age, years (range) 60 (45-87)
Sex, n (%)

Male / Female 22 (34) / 43 (66)
Race, n (%)

Asian 64 (98)
White 1 (2)

ECOG PS, n (%)
0 / 1 28 (43) / 37 (57)

CNS metastasis baseline, n (%)
BM
BM + LM
No BM

28 (43)
3 (5)

34 (52)
Mutation type, n (%)

Classic 29 (45)
Classic + C797S 7 (11)
Classic + T790M 6 (9)
Atypical 5 (8)
Atypical + T790M 1 (2)
Not detected 17 (26)

Median number of prior systemic therapies (range) 3 (1-15)

Observed responses in C797S-mutant NSCLC 
(across separate early clinical datasets)

Best 
response

Phase 1
VRN110755 

(n=8)

*Phase 2
Silevertinib  (BDTX-1535)

(n=9)

PR 7 (87.5 %) 4 (44.4 %)

SD 0 5 (55.5 %)

PD 1 (12.5%) 0

ORR 87.5% 44.4%

AACR Annual Meeting 2026, April 17 т 22 2026, San Diego, California Copyright © 2026 Voronoi, Inc. All rights reserved

ÅEGFR oncogenic mutations account for approximately 15%т20% of NSCLC in Western 
populations and up to 50% in Asian populations. Despite the availability of third-generation 
EGFR TKIs, substantial unmet need remains, particularly in the setting of acquired C797S 
resistance and CNS metastases.
ÅVRN110755 is a potent, brain-penetrant EGFR inhibitor designed to selectively target EGFR 

oncogenic mutations over EGFR wild-type and other kinases. VRN110755 shows activity 
against common and uncommon EGFR driver mutations, including acquired C797S resistance 
following osimertinib treatment.
ÅIn preclinical models, VRN110755 demonstrates robust systemic and intracranial antitumor 

activity, with a pharmacokinetic and safety profile supporting once-daily oral dosing.
ÅThis Phase 1a study evaluates the safety, tolerability, pharmacokinetics, and preliminary 

antitumor activity of VRN110755 in patients with EGFR-mutant NSCLC, including those with 
C797S-mediated resistance.

BACKGROUND CLINICALRESULTS

References
1. Jänne PA, et al., AZD9291 in EGFR inhibitorтresistant nonтsmall-cell lung cancer. New England Journal of Medicine. 2015 Apr 30; 

372(18): 1689-99.
2. Black Diamond Therapeutics, Inc. Corporate presentation. August 7, 2025.
3. Yang JCH, et al., Osimertinib in pretreated T790M-positive advanced nonтsmall-cell lung cancer: AURA 

study phase II extension component. Journal of Clinical Oncology, 2017 Feb 21; 35:1288-96

ÅVRN110755 demonstrates encouraging preliminary antitumor activity in patients with EGFR-mutant 
NSCLC, including those with C797S mutations, with tumor shrinkage and objective responses 
observed in the current dataset.

ÅVRN110755 maintains a favorable safety profile at doses up to 480 mg once daily, with no DLTs 
observed and MTD not yet reached as of the current data cutoff.

ÅThe study is ongoing, and these data support continued dose optimization and Phase 1b expansion 
in multiple cohorts.

CONCLUSIONS
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ahn@voronoi.io (BD)  
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VRN110755: a Next-Generation Non-Covalent EGFR Tyrosine Kinase Inhibitor for EGFR-Mutated NSCLC
Hong-ryul  Jung1, Jeonghun Lee1, Myung-Ju Ahn2, Ki Hyeong Lee3, Min Hee Hong4, Hye Ryun Kim4, Chia-Chi Lin5, Byoung Yong Shim6, Tsung-Ying Yang7, Chao-Hua Chiu8, Yu Jung Kim9, Shawgi Sukumaran 10, Jen-Yu Hung11, Yung-Hung Luo12, Surein Arulananda 13, Molly Li14, Shuang Yin Zhang15
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Robust target engagement across classical/atypical/C797S -resistant 
EGFR mutant cell models
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Å Kinase profiles were analyzed against 486 human kinases, and S10 kinases were indicated as red dots. 
Å The IC50  values for proliferation inhibition were determined in BaF3-engineered cells with each EGFR mutations.
Å The target engagement ratio was defined as [Ctrough,ss / IC50] of the indicated EGFR mutations.

PRECLINICALSTUDIES
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ÅVRN110755 exhibited superior antitumor 
efficacy compared to first- and third-
generation EGFR inhibitors, including 
erlotinib and osimertinib, in both EGFR 
Del19 subcutaneous and intracranial CDX 
models.
ÅVRN11075 demonstrated marked 

antitumor activity compared to gefitinib 
and osimertinib in the L858R/C797S PDX 
model.

Potent systemic and intracranial activity of VRN11
: Surpassing the insufficient target engagement of osimertinib

Subcutaneous CDX model

Intracranial (BM or LM) CDX model
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Adverse events of VRN110755 monotherapy

* Osimertinib safety profiles adapted from AURA phase 2  extension

ÅNo dose-limiting toxicities (DLTs) were observed with VRN110755 at doses up to 480 mg. 
ÅVRN110755 showed an overall favorable safety profile, comparing favorably with approved 

Osimertinib and other fourth-generation EGFR TKIs.
ÅNotably, no cases of interstitial lung disease (ILD) or QT prolongation were observed in patients 

treated with VRN110755.

Favorable safety profile in EGFR mutant NSCLC patients

Comparison with safety profile of Osimertinib
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Å Any drug-related adverse event leading to dose reduction was observed in 4 patients (6%).
Å Any drug-related adverse event leading to dose interruption was observed in 8 patients (13%).
Å No patients experienced drug-related adverse events leading to treatment discontinuation.
Å No treatment -related clinically meaningful QT prolongation or ILD was observed.

* One patient experienced Grade 3 acute kidney injury; the event was reversible, and no recurrent cases were observed in other treated patients. 

** Median DoT: Silevertinib: 4.3m, VRN110755: 4m

Overall duration of treatment in heavily pretreated EGFR mutant 
NSCLC patients

TRAE, n (%)
10 mg 
(N=3)

20 mg 
(N=4)

40 mg 
(N=3)

80 mg
(N=12)

160 mg
(N=13)

240 mg
(N=14)

320 mg
(N=7)

400 mg
(N=5)

480 mg
(N=4)

All 
(N=65)

Any grade 1 (33) 2 (50) 1 (33) 3 (25) 7 (54) 12 (86) 4 (57) 5 (100) 4 (100) 39 (60)

Grade 1 1 (33) 2 (50) 1 (33) 3 (25) 5 (38) 7 (50) 3 (43) 2 (40) 1 (25) 25 (38)

Grade 2 0 (0) 0 (0) 0 (0) 0 (0) 2 (15) 4 (29) 1 (14) 3 (60) 3 (75) 13 (20)

Grade 3 0 (0) 0 (0) 0 (0) 0 (0) 0 (0) 1 (7)* 0 (0) 0 (0) 0 (0) 1 (2)

DLT 0 (0) 0 (0) 0 (0) 0 (0) 0 (0) 0 (0) 0 (0) 0 (0) 0 (0) 0 (0)
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*patient with EGFR C797S

* Eligible patients included those with an EGFR C797S mutation confirmed either historically within 3 months or via baseline ctDNA, excluding any 
individuals who exhibited additional oncogenic biomarkers beyond C797S at baseline.

56x

15x

160 т 400 mg VRN110755 
ůŸŰŸƣőĲƖċƓǃШыӄΟƖĬШũŔŰĲь

PR 8
SD 22
PD 1

ORR 25.8%
DCR 96.8%



Mechanistic and Early Clinical Characterization of VRN101099, a Selective HER2 inhibitor with Receptor Degradation Activity
LUMIN-HER2 (Phase 1 Study in HER2-Driven Advanced Solid Tumors)

#LB365 

Jun-Young Park1, Jihye Yoo1, Rasha Cosman2, Jee Hung Kim3, Christopher Steer 4, Jieun Lee5, Yeon Hee Park6, Seock-ah Im7, Sun Young Rha8, Jee Hyun Kim9, Kyung Hae Jung10

1Voronoi Inc, Incheon, Korea, 2St Vincent's Hospital Sydney, Darlinghurst, Australia, 3Gangnam Severance Hospital, Seoul, Korea, 4Border Medical Oncology, Albury, Australia, 5Seoul St. Mary's Hospital, Seoul, Korea, 6Samsung Medical Center, Seoul, Korea, 7Seoul National University Hospital, 
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Combination with HER2 ADC and activity in T-DXd resistant model

Potent CNS antitumor activity

Tumor response - ex vivo pHER2 inhibition correlation

Conclusions

VRN101099 mediated HER2  degradation

HER2  internalization and lysosomal HER2 degradation via HSP90 dissociation 

Combination with HER2 -targeted antibodyIntroduction

MoA of VRN101099: HER2 inhibition & internalization

VRN101099: a unique open-state activation loop

Tucatinib Zongertinib

A B

GAPDH

HER2

pHER2

Figure 3. GI50 values were evaluated across HER2-amplified and HER2-mutant models(n = 3 for all cell lines except N-87 
[n = 1]). In BT-474 cells, VRN101099 showed dose-dependent reductions in total  HER2 protein in 100% human serum, 
whereas HER2 mRNA levels were increased following treatment with either VRN101099 or zongertinib.

ÅVRN101099 is a selective covalent HER2 inhibitor that induces 
rapid HER2 internalization and lysosomal degradation.

ÅVRN101099 reduces cell-surface HER2 and enhances uptake 
of HER2-directed antibodyтdrug conjugates.

Å In combination with trastuzumab, VRN101099 enhances 
HER2 pathway inhibition and antitumor activity.

ÅThese data support further clinical  development of 
VRN101099 as both a monotherapy and in combination with 
HER2-directed therapies.

Figure 1. (A) Signaling inhibition:  VRN101099 suppresses HER2 
downstream pathways, including AKT and ERK, thereby inhibiting cell 
proliferation and survival.
(B) Internalization & payload enhancement:  VRN101099 promotes 
HER2 internalization, enhancing T-DXdтmediated payload delivery and 
the bystander effect.
(C) Synergistic HER2 depletion and apoptosis:  Interplay between 
VRN101099, trastuzumab, and immune cells enhances HER2 reduction, 
leading to stronger ERK suppression and tumor cell apoptosis.
(D) Brain penetration:  VRN101099 efficiently crosses the BBB, enabling 
HER2 pathway inhibition in the brain.

Figure 2. 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, VRN101099 (C) uniquely adopts an open 
activation loop conformation, distinguishing its binding mode from other 
TKIs.
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Figure 4. FACS analysis confirmed reduced surface HER2, while IF microscopy showed co-localization of HER2 (green) 
and EEA1 (red). This degradation process involves HER2 ubiquitination  and a chaperone switch (HSP90ӛcÉÂ70) as 
validated by the restoration of HER2 levels upon treatment with  lysosomal acidification  inhibitor.
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Figure 6. Synergistic antitumor activity of VRN101099 in combination with trastuzumab. This synergistically suppresses HER2 
signaling and protein levels via post-translational degradation. VRN101099 achieved superior in vivo efficacy compared to 
tucatinib  in both HER2-amplified CDX and PDX models.

Figure 8. Ex vivo phospho-HER2 IC50 was assessed, and tumor response correlated with ex-vivo phospho-HER2 inhibition in 
patients treated with VRN101099.
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Å Mechanism: VRN101099 is a selective covalent HER2 inhibitor inducing HER2 internalization and degradation.
Å Preclinical: Active in T-DXd-resistant models and shows CNS antitumor activity in preclinical  models.
Å Combination: Enhances HER2-directed therapies; ex vivo pHER2 inhibition correlates with tumor response.
Å Clinical: Ongoing Phase 1 (3+3) study evaluating safety, PK/PD, and antitumor activity to determine MTD/RP2D .
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Figure 5. VRN101099 + T-DXd increased internalization compared to zongertinib + T-DXd and showed synergistic tumor 
inhibition in HER2+ and HER2-mutant xenografts, including T-DXdтresistant models (*p < 0.05 vs. control).
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Figure 7. VRN101099 shows sustained brain target engagement for 24 hours, and synergistic antitumor activity was observed 
with VRN101099 alone and in combination with T-DXd/Trastuzumab  in HER2+ and T-DXdтresistant in vivo models.
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ÅVRN110755 demonstrated favorable PK, a manageable safety profile, and encouraging systemic 
and CNS antitumor activity in heavily pretreated EGFR-mutant NSCLC, including C797S-positive 
disease, supporting continued clinical development.

ÅThird-generation EGFR tyrosine kinase inhibitors (TKIs) have improved outcomes in EGFR-
mutant nonтsmall cell lung cancer (NSCLC)

ÅHowever, acquired resistance, including EGFR C797S mutations, and central nervous system 
(CNS) progression remain major unmet medical needs. 

ÅVRN110755 is an orally available, highly selective EGFR inhibitor designed to target a broad 
spectrum of EGFR mutations, including C797S, and has demonstrated robust brain penetration 
in preclinical models.
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80 mg

240 mg

320 mg

160 mg

400 mg

480 mg

20 mg

640 mg

Completed 

Backfill 

Backfill 

Backfill 

Backfill 

Backfill 

Phase I study design
Å 3+3 dose-escalating design
Å 35 patients backfill above 80 mg
Å 28-day cycle (DLT evaluation period)
Å Intra-patient dose escalation allowed
Å Stable and asymptomatic BM/LM 

allowed

Key Inclusion criteria
Å ŊĲШӄΝΥШǃĲċƖƚШ
Å Presence of EGFR mutation
Å Measurable disease per RECIST 

v1.1 
Å Prior EGFR TKI treatment with 

disease progression 
Å ECOG PS 0т1

Primary endpoint
Å Incidence of DLTs 
Å Incidence of adverse events 

(AEs)/serious AEs (SAEs)

Secondary endpoint
Å PK, ctDNA evaluation
Å ORR, DOR, DCR, PFS and intracranial ORR if brain metastatic lesions are present
Å PFS2 (PFS after next line of treatment) per RECIST v1.1 by investigator assessment
Å Patient-reported outcomes

ÅKey objectives - determine the RP2D of VRN110755, safety, PK, and antitumor activity per RECIST v1.1
ÅData cutoff date was March 12, 2026
ÅSafety was assessed in all patients who received at least one dose of the study drug
ÅEfficacy was analyzed in EGFR-mutant NSCLC, including those harboring C797S resistance mutations

VPR 9/40
VSD 29/40

VORR 22.5% (9/40)
VDCR 95.0% (38/40)
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Clinical molecular and exposure -response evidence of activity in EGFR C797S-mutant NSCLC

Å EGFR mutations were confirmed by Guardant360 at baseline. Del19 insertion (e.g., A750_I759 delinsPL, Del19 insP, 
L747_A750 delinsP, L747P_P753 delinS) was considered as a classic mutant.

Characteristics VRN110755 monotherapy
(10 - 480mg daily), n = 65

Median age, years (range) 60 (45-87)
Sex, n (%)

Male / Female 22 (34) / 43 (66)
Race, n (%)

Asian 64 (98)
White 1 (2)

ECOG PS, n (%)
0 / 1 28 (43) / 37 (57)

CNS metastasis baseline, n (%)
BM
BM + LM
No BM

28 (43)
3 (5)

34 (52)
Mutation type, n (%)

Classic 29 (45)
Classic + C797S 7 (11)
Classic + T790M 6 (9)
Atypical 5 (8)
Atypical + T790M 1 (2)
Not detected 17 (26)

Median No. of prior systemic therapies (range) 3 (1-15)

Patients' characteristics

Clinical molecular and exposure -response evidence of activity in 160 -480mg of VRN110755

* Osimertinib safety profiles adapted from AURA phase 2  extension

Adverse events of VRN110755 monotherapy

TRAE, n (%) 10 mg 
(N=3)

20 mg 
(N=4)

40 mg 
(N=3)

80 mg
(N=12)

160 mg
(N=13)

240 mg
(N=14)

320 mg
(N=7)

400 mg
(N=5)

480 mg
(N=4)

All 
(N=65)

Any grade 1 (33) 2 (50) 1 (33) 3 (25) 7 (54) 12 (86) 4 (57) 5 (100) 4 (100) 39 (60)

Grade 1 1 (33) 2 (50) 1 (33) 3 (25) 5 (38) 7 (50) 3 (43) 2 (40) 1 (25) 25 (38)

Grade 2 0 (0) 0 (0) 0 (0) 0 (0) 2 (15) 4 (29) 1 (14) 3 (60) 3 (75) 13 (20)

Grade 3 0 (0) 0 (0) 0 (0) 0 (0) 0 (0) 1 (7)* 0 (0) 0 (0) 0 (0) 1 (2)

DLT 0 (0) 0 (0) 0 (0) 0 (0) 0 (0) 0 (0) 0 (0) 0 (0) 0 (0) 0 (0)

Compound VRN110755, high Doses 
(80т480 mg QD, N = 55)

Osimertinib
(80 mg QD, N=201)* 

Treatment -related adverse events Grade 1 Grade 2 ӄШGrade 3 Any 
grade Grade 1 Grade 2 ӄШGrade 3 Any 

grade

Any treatment -related AE 40% 24% 2% 68% 92%

EGFR-
related

Diarrhea 9% 4% - 13% 37% 5% <1% 43%

Rash 18% 4% - 20% 33% 6% <1% 40%

Dry skin 9% 4% - 13% 28% 3% 0% 31%

Pruritus 11% 4% - 16% 10% 3% 0% 13%

Stomatitis 5% - - 5% 10% 3% 0% 13%

Decreased appetite 5% - - 5% 8% 1% <1% 10%

Nausea 11% - - 13% 9% 1% <1% 11%

Special 
interests

Interstitial 
lung disease - - - 0% 1% 3% 4%

QT prolongation - - - 0% 1% <1% 2%

Favorable safety profile in EGFR mutant NSCLC patients

Comparison with safety profile of Osimertinib

Å Any drug-related adverse event leading to dose reduction was observed in 4 patients (6%).
Å Any drug-related adverse event leading to dose interruption was observed in 8 patients (13%).
Å No patients experienced drug-related adverse events leading to treatment discontinuation.

* One patient experienced Grade 3 acute kidney injury; the event was reversible, and no recurrent cases were observed in other treated patients. 
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Plasma

240mg

Plasma CSF

Monkey Human

Kp,uu,brain 1.7 N.A.

Kp,uu,csf 2.6 2.0*

Kp,uu,csf of osimertinib in human has been reported, 0.221

*A representative human PPB, 98.3% was used for calculation
1S Park, et al., 2024 J. Clinic. Oncology.

PK exposure and clnical  evidence of activity in BM/LM NSCLC

CLINICALRESULTS

ORR: 87.5% (7/8)

Best Response in Target Lesion Size ctDNA VAF dynamics
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Å 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 nervous system (CNS) metastases. 

Å VRN101099 is an orally bioavailable, brain-penetrant covalent HER2 
inhibitor that irreversibly inhibits HER2 and induces receptor 
internalization and degradation. 

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

Phase Ia Study of VRN101099, a Brain-Penetrant, Highly Selective Covalent HER2 Inhibitor, 
in HER2-Positive or HER2-Mutant Advanced Solid Tumors

STUDY DESIGNIntroduction

VRN101099: A Unique Open-State Activation Loop

Tucatinib VRN101099Zongertinib

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, VRN101099 (C) uniquely adopts an open 
activation loop conformation, distinguishing its binding mode from other 
TKIs.

A B C

Safety profile

Å VRN101099 was well tolerated across evaluated dose levels and demonstrated encouraging antitumor activity in heavily 
pretreated HER2-driven solid tumors, including patients previously treated with T-DXd. 

Å These findings support continued dose escalation and expansion to define the RP2D and further characterize the 
therapeutic potential  of VRN101099. 

(Clinical trial information: NCT06806982)

Conclusions
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Clinical results 

Figure 2. (Left) Signaling Inhibition: VRN10 suppresses HER2 downstream 
pathways (PI3K/AKT, RAS/ERK) to directly block cell proliferation. (Right) 
Internalization & Bystander Effect: VRN10 promotes T-Dxd internalization, 
maximizing the bystander effect and synergizing with immune-mediated 
HER2 depletion in the TME for maximized therapeutic efficacy.

GAPDH

HER2

pHER2

Case studies

Table. Incidence of patients with TRAEs
80mg
(N=3)

160mg
(N=6)

240mg
(N=14)

320mg
(N=6)

Total
(N=29)

All DǊŀŘŜҗоAll DǊŀŘŜҗоAll DǊŀŘŜҗоAll DǊŀŘŜҗоAll DǊŀŘŜҗо

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.

Å One patient had a DLT during the MTD evaluation period (grade 3 diarrhea with VRN101099 320mg once daily)

Å Combined term, includes rash, rash maculopapular.

Characteristics VRN10 monotherapy 
(80т320mg, daily) N=29

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

category, n (%) 
     <65 
     ӄΣΡ

16 (55%)

13 (45%)

Sex, n (%)

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

ECOG PS, n (%)

0 / 1 18 (62%) / 11(38%)

HER2 aberration, n (%)

HER2 Mutation 7 (24%)

HER2 positive 12 (41%)

CNS Metastasis, n (%)

Yes 5 (17%)

No 24 (83%)

Median number of prior 
systemic therapies, n (range) 25 (86%)

Prior systemic HER2 ADC, n(%) 17 (59%)

Prior systemic HER2 Abs, n(%) 16 (55%)

Prior systemic HER2 TKI, n(%) 5 (17%)

Ph1a dose escalation

(Monotherapy)

80 mg

160 mg

240 mg

320 mg

480 mg

640 mg

Backfill

Backfill

Dose 1 first patient was administrated in Mar 2025

Phase 1a dose escalation
ÉƣċŰĬċƖĬШљΟҼΟњШĬŸƚĲШĲƚĦċũċƣŔŸŰ
Minimum of 18 and up to 72 pts, plus up to 36 additional backfill pts
DLT assessment: first cycle of treatment (i.e. Cycle 1, 21 days of IP)
Current 320mg cohort ongoing
Phase 1b (Optimization): Dedicated cohort for HER2 exon 20 
insertion NSCLC monotherapy

Key eligible patients
ÅHER2 positive solid cancer as 

determined by IHC, FISH, or 
NGS of ctDNA
ÅOr HER2 mutation (e.g., S310X, 

R678Q, L755X, I767M, V777X)
Primary endpoints
ÅSafety
ÅTolerability
ÅDetermine the MTD or RP2D
Secondary endpoints
ÅPK, PD, 
ÅORR according to RECIST v1.1

Patients Characteristics 

Patient # 002-005 007-001 009-003 005-001 003-001 *005-002 009-006 001-001 004-001 006-001 004-003

Dose (mg) 320 320 240 160 240 160 320 80 160 240 160

HER2
(status) 3+ 2+

ISH+ 3+ 3+ 3+ 3+ L755P S310F V777L 3+ S310Y

Primary 
tumor site 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

KR005-002 Target lesion: Brain

ÅOverall, the safety profile was tolerable and manageable.
ÅAcross the 80mg to 240mg dose levels, the majority of TEAEs were grade 1-2.
ÅAt the 320mg dose level, TRAE-related dose interruptions occurred in 3/6 patients (50.0%) and TRAE-related 

dose reductions occurred in 1/6 patients (16.7%).

Image 
(TL and brain NTL)

Image 
(brain TL)

VRN101099: A Unique Open-State Activation Loop

Tumor response - Ex vivo pHER2 inhibition correlation

Figure 4. Ex vivo phospho-HER2 inhibition was assessed, and tumor response correlated with ex-vivo phospho-HER2 
inhibition in patients treated with VRN101099.

Figure 3. waterfall plot for target lesion tumor size in HER2 3+ and HER2 activating mutant patients.
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