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BACKGROUND REACH-EGFR(NCT07699328): STUDY DESIGN

* Most patients with EGFR-mutant NSCLC develop Phase 1a: Dose Escalation Phase 1b: Dose Expansion and Optimization Phase 2
acquired resistance to third-generation EGFR TKiIs (e.g.,

osimertinib), including on-target EGFR C797S, and CNS
progression remains a major clinical limitation, an
ongoing unmet need.’?

VRN110755 is a brain-penetrant, highly potent, and
mutant-selective EGFR inhibitor designed to spare wild-
type EGFR while retaining activity across common drivers
(Del19, L858R), C797S-mediated resistance
(Del19/C797S, L858R/C797S), and several uncommon
variants.

Preclinically, VRN110755 shows sub-nanomolar potency
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Dose Levels

e \With at least one CNS lesion =5 mm in longest diameter and/or leptomeningeal involvement
M ETH O DS Dose level 1/10mg QD 3 * Progressed after one or more 3G TKI-containing regimens, with no prior non-3G TKI therapy
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epidermal growth factor receptor (EGFR) inhibitor, in Total*

patients with EGFR mutant non small cell lung cancer
(NSCLC).

KEY OBJECTIVES/ENDPOINTS

Phase 1a Phase 1b/2

*Data cut-off: 03Sep2026 Cohort G (N~27) Cohort H (Optimization)
VRN110755 + Pemetrexed/Carboplatin Establish VRN110755 + Pemetrexed/Carboplatin Select
BOIN design; Start dose = RD1-1 cRD1 and e Common EGFR mut;

Common EGFR mutation; ¢RD2 for * Progressed after only one 3G TKl-containing regimen, with no
Progressed after one or more 3G TKI-containing combination prior non-3G TKI therapy.

regimens, with no prior non-3G TKI therapy. * Ended last chemo = 12 months priorto C1D1
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Objectives

* To evaluate the safety and tolerability
of VRN110755 in monotherapy
NSCLC patients with common or
atypical EGFR  mutations who
progressed after prior therapies or
were treatment-naive

* To evaluate the safety and tolerability
of VRN110755 in combination with
platinum-based chemotherapy in
NSCLC patients with common EGFR

PD ANALYSIS PLAN

GUARDANT/ 36} cox *Longitudinal ddPCR monitoring (Baseline, every other cycle, and EOT)
A

Global Study Footprint (Expanding)

* To evaluate the safety and tolerability 11 Countries Across APAC, Europe, and North America
of VRN110755 in patients with EGFR
mutant NSCLC

* To determine the maximum tolerated

dose (MTD) of VRN110755 in Phase 1a

 Asia-Pacific

— South Korea, Taiwan, Australia, Hong Kong, Malaysia, Singapore, Thailand

mutations who progressed after prior Baseline / C1D1 C2D1 EOT North America
of the study . = <
therapies Q 6 * Monitor ctDNA VAF dynamics during Q * Evaluate durability of molecular response United S C d
* To determine the  optimized j j treatment j at EOT - United States, Canada
 Assess early pharmacodynamic response * Identify emergent resistance mutations .

recommended phase 2 dose (RPZP)  Explore correlation between molecular * facilitating selection of subsequent Europe

of VRN110755 monotherapy and in response and antitumor activity therapies and potentially improving long- — France Spain

combination with platinum-based term clinical outcomes. ’

chemotherapy : T ] : : : L : :

Pharmacodynamic (PD) assessments are planned through liquid biopsy, which will enable the non-invasive monitoring of circulating tumor DNA (ctDNA) S Sy , - , o _ lobal

Primary Endpoints dynamics at Baseline, C2D1, and at the end of treatment (EOT). Sequential ctDNA measurements during the study will provide insights into treatment pannlpg COLr']nt”eS acr.oss COrllltlnentS, with ongoing globa
e Incidence of DLTs e Incidence of AES/SAEs response, mutation clearance, and potential mechanisms of resistance. expansion to enhance patient enrotiment

* Incidence of adverse events | * Incidence of DLTs (Cohort G, Cycle 1 *Additional longitudinal ddPCR assessments will be conducted as an exploratory analysis.

(AEs)/serious AEs (SAESs) only)

Secondary Endpoints

* PK, ctDNA evaluation
* ORR, DOR, DCR, PFS and OS
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