Enozertinib (ORIC-114), a Brain-Penetrant, Highly Selective EGFR Inhibitor,
in Treatment-Naive Advanced NSCLC with EGFR Atypical Mutations
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Enozertinib Is a Promising Candidate for NSCLC Patients with EGFR Atypical
Mutations, Including Those with CNS Metastases

Enozertinib Target Candidate Profile

oos * Robust in vitro potency & in vivo efficacy

. against a breadth of EGFR mutations

Robust Potency

\‘ ) « Exquisite selectivity that limits potential
for off-target toxicity

Exquisite Selectivity

* High brain exposure and intracranial
tumor regression in preclinical studies

Highly Brain Penetrant

/ Enozertinib Preclinical Profile \

Validated with Clinical Data

i

‘/ Potency: meaningful systemic ORR

\/ Selectivity: no significant off-target toxicity

<CNS-penetrance: compelling CNS ORR’/

Enozertinib is a potential best-in-class inhibitor of EGFR atypical mutations,

with superior potency and selectivity, and excellent brain-penetrance driving intracranial responses

CrIC



Enozertinib Demonstrates Superior Relative Potency for EGFR Atypical
Mutations Versus Competitors

Comparison of Cell Potency and EGFR Wild-Type Selectivity
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Enozertinib Afatinib Osimertinib  Lazertinib Firmonertinib

Enozertinib demonstrates more favorable EGFR mutant potency and selectivity versus competitors,

leading to the potential for a superior therapeutic index in patients

o
‘ ‘, R I ‘ Source: Junttila et al. Cancer Res (2026) and ORIC data on file. 3



Enozertinib Was Designed to Selectively Target EGFR with No Off-Target Hits

Kinome Selectivity Comparison

Enozertinib Afatinib Osimertinib Lazertinib Firmonertinib
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Off-target wild-type
kinases hit
280% at 1 uM

Enozertinib has demonstrated an exquisitely clean kinome panel, mitigating the potential for off-target toxicities

Note:  Kinase binding profiles across 468 kinases at 1 uM assessed using KINOMEscan. Red circles indicate kinases impacted within 10% of control. Table reports the number of off-target (non-EGFR/HER?2) wildtype kinases inhibited 80% or more.
1) Sunvozertinib kinome tree generated from Wang et al. Cancer Discov (2022), only 117 kinases tested.

=\ R I C Source: Junttila et al. Cancer Res (2026) and Junttila et al. ESMO (2023).



Brain Penetration of Enozertinib Leads to Intracranial Tumor Regressions In Vivo

Preclinical CNS Exposure and Intracranial Efficacy

Enozertinib Exhibits High Ratio of Free (Unbound) Enozertinib CNS Efficacy vs Osimertinib in Intracranial

Brain/Plasma Exposure in Mice NSCLC EGFR Classical Mutant In Vivo Model
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Enozertinib demonstrates excellent CNS exposure and strong tumor regressions in an intracranial NSCLC model

g
‘ \, R | ‘ Source: Junttila et al. Cancer Res (2026) and Junttila et al. AACR (2021).



Enozertinib Phase 1b Trial Enrolled NSCLC Patients with EGFR Atypical

and Exon 20 Mutations

Phase 1b, Multicenter, Open-Label Trial

ESMO 2026 Clinical Data Update

Monotherapy
80 mg QD
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 Advanced NSCLC \_
— EGFR atypical (PACC + L861X) '(
— EGFR exon 20 insertion EGFR
« Active CNS metastases allowed exon 20
insertion
\ / \_

J

Monotherapy
80 mg QD

Combinations with SC amivantamab and with chemotherapy

Dose Exploration Ongoing

Primary endpoints: Safety, selection of recommended phase 2 dose (RP2D), and PK

Key secondary endpoints: ORR/PFS (per RECIST v1.1), DOR, and intracranial ORR/PFS (per modified RECIST v1.1 and RANO-BM)

Enozertinib previously demonstrated strong clinical activity in 1L NSCLC patients with EGFR atypical or exon 20 mutations;

ESMO 2026 data further reinforce potential best-in-class profile in 1L EGFR atypical NSCLC

g
‘ \, R | ‘ Note:  ClinicalTrials.gov identifier: NCT05315700. Combination of enozertinib with SC amivantamab is being evaluated in a dedicated dose exploration trial via clinical collaboration with Johnson & Johnson.



Enozertinib Achieved Deep ctDNA Molecular Responses in 1L EGFR Atypical
NSCLC Patients with All Reductions Observed Early in Treatment

ctDNA Molecular Response Data
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All patients had 290% reduction by C3D1, with ctDNA clearance observed in 82% of patients

Source: Ahn et al. ESMO (2026).
" R I C Note:  Data as of September 15, 2026. Evaluable indudes all patients with EGFR mutation detected in plasma at baseline and opportunity for two post-baseline systemic tumor assessments. ctDNA assessed with Guardant Infinity Liquid assay. Clearance
L} is defined as change from detected to undetected mutant EGFR in plasma after up to two treatment cycles and is shown as -100 on waterfall plot. 7
1) MR90 defined as 290% EGFR-mutant ¢tDNA reduction. (2) Gray et al. Clin Cancer Res (2023).



Patient Vignette 2: Complete Intracranial Response in Patient with Treatment-
Naive EGFR Atypical Mutation and Previously Untreated CNS Metastases

Baseline Cycle 18

- Patient: 67-year-old male with G719A mutation

/

- Baseline CNS Metastases: 1 target lesion,
previously untreated

* Enozertinib Dose: 80 mg oral, once-daily

- Systemic Response: Partial response (-60%)
after Cycle 1

* CNS Response: Partial response after Cycle 1;
complete response after Cycle 4

 Treatment-Related Adverse Events: Grade 1
acneiform rash

* Duration of Treatment: Cycle 18 (ongoing)

‘ J R | ‘ Note:  Data as of September 4, 2026. 8
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