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INTRODUCTION

CLINICAL & MOLECULAR OUTCOME

Backgrounds

™ HER2-activating mutations occur in ~ 2-3% of solid tumors’ and are associated with
poor prognosis and frequent brain metastases in NSCLC=.

™ Recently approved HER2 TKIs, zongertinib and sevabertinib, have demonstrated clinical
activity in HER2-mutant NSCLC, particularly against kinase domain mutations?.

" VRN101099 is a covalent, CNS-penetrant, HER2 selective TKI with a distinct
degradation mechanism (P3.240) active across HER2 domains and tumor types.

= Here we report early clinical activity across HER2 mutation domains and tumor types in

the first HER2-mutant patients from the Phase 1a study (NCT06806982).

Methods

™ Ten HER2-mutant patients had =1 post-baseline tumor assessment as of 2 September
2026. Patients A-D (most mature follow-up) and Patient E (an additional NSCLC case)
are presented here.

& Patients received dose ranging from 80 to 480 mg with tumor assessment every 2 cycles
according to RECIST v1.1 and for safety per CTCAE v5.0.
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FIGURE 1. Map of Identified HER2 Mutations

CLINICAL CASES

Patient A

pembrolizumab+pemetrexed+cisplatin SD 2 trastuzumab+neratinib SD > T-DXd SD -
VRN101099 PR

56 Female-160 mg-HER2 S310Y - Lung Cancer

Baseline C3D1

TL [Lung]

Decreased

“ Prior therapies, including T-DXd, all reached only stable disease
“ Achieved PR at C5D1 with continued response by -49.1% at C14D1
® Overall PR with sequential CR in TLs; Lung at C3D1 and Breast at C14D1

Patient B

MEDI5752(anti-PD-1xCTLA-4 bispecific antibody)+pemetrexed+carboplatin SD 2 pembrolizumab+
pemetrexed+carboplatin PD 2> T-DXd PR > VRN101099 PR

60 Male-320 mg- HER2 L755P - Lung Cancer

Baseline C5D1

B

® PR maintained with VRN101099 following prior T-DXd (17 months)
“ Overall PR with -35.8% tumor reduction in 2 Lung TL at C5D1

“ G3 diarrhea resolved within a week via anti-diarrheal regimen
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escalation study (80-480 mg). VRN101099 demonstrated a favorable

Anti-tumor activity of VRN101099 extended beyond the kinase
domain to include extracellular domain mutations and diverse
histology. Among 10 response-evaluable HER2-mutant patients,
ORR was 40.0% and DCR was 90.0%.

CDC, Gallbladder carcinoma; UC, Urothelial Carcinoma; CRC, Colorectal Cancer; PC, Pancreatic
Cancer; BC, Breast Cancer; NSCLC, Non-Small Cell Lung Cancer; RCC, Renal Cell Carcinoma

ECD, Extracellular Domain; TKD, Tyrosine Kinase Domain

™ Enrolled patients carried HER2 mutations in the extracellular domain (ECD; S310Y, S310F)
and kinase domain (L755P, V777L, A775_G776insYVMA) in lung, breast, and pancreas.
™ Heavily pretreated (median of 3 prior systemic therapies) with prior exposure to HER2-

safety profiles with =Grade 3 events limited to 6%. Observed TRAEs
were expected and readily managed with standard supportive care.
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FIGURE 3. Drug Exposure and Tumor Response

Exploratory analysis included baseline plasma ctDNA profiling (Guardant360) and serial pharmacokinetic sampling during VRN101099
treatment. Tumor shrinkage was correlated with higher drug exposure levels.

™ Discontinued due to non-TL PD

Patient D

72 Male -80 mg-HER2 S310F - Pancreatic Cancer

Genetic Profiling and Durability

FOLFIRINOX Unknown =2 nab-paclitaxel+gemcitabine Unknown = trastuzumab+tucatinib SD >
VRN101099 SD

Tumor Type Case HER2 Max VAF Co-alteration
™ Tumor response by RECIST v1.1: SD (-26.7% shrinkage in Stomach at C3D1) NSCLC ~ PatientA & S310v 13 GlEED) ERilhiE
® Tx interrupted for ~3 weeks due to underlying disease NSCLC Patient B € L755P NA=  NA
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pemetrexed+cisplatin PD > atezolizumab PD = sevabertinib PR > ELVN-002(HER2 TKI) SD >
gemcitabine SD 2 docetaxel PD > T-DXd PR > VRN101099 PR
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FIGURE 4. Genomic Context, Response, and Treatment Duration
Durable PRs occurred in NSCLC patients with baseline brain metastases carrying both extracellular (S310Y) and kinase domain
(L755P, A775_G776insYVMA) mutations regardless of co-occurring genetic alterations and high variant allele fraction .

SUMMARY

EFFICACY
Of 10 patients with HER2 activating mutations, 3 NSCLC patients with brain metastases showed efficacy.

Despite heavy treatment history including T-DXd exposure just prior to enrollment, all three achieved PR with
decreased intracranial non-target lesions.
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COVERAGE
Antitumor activity extends across the mutation and tumor spectrum. VRN101099 exposure translated into tumor

reduction from NSCLC to breast (TKD mutation) and pancreatic (ECD mutation) cancers.

NEXT STEPS
A Phase 1b expansion is planned with cohorts stratified by HER2 status (HER2-mutant NSCLC and HER2-positive
solid tumors), including combinations with other HER2-directed agents.

® 2 Lung TL PR achieved at first tumor assessment of -56.1%)

¥ Deep partial response following relapse on sevabertinib, ELVN-002, and T-DXd Reference: [1] Adesoye T, et al. Clinical Cancer Research. 2026 [2] Zhang Q, et al. Lung Cancer. 2025 [3] Heymach JV, et al. N

EnglJ Med. 2025; FDA, Nov 2025 (sevabertinib).

™ Brain NTL also decreased VORONQOI
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