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1. Introduction

Epidermal growth factor receptor (EGFR) exon 20 insertion muta-
tions (ex20ins) occur in approximately 2 % of non-small cell lung cancer
(NSCLC) and overall account for approximately 9 % of all the EGFR
mutations in NSCLC (Robichaux et al 2021). The current first-line
standard of care for NSCLC patients with these mutations is infusion
of amivantamab plus carboplatin plus pemetrexed (NCCN Version
11.2024). However, there remains a need for an effective and well-
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tolerated chemotherapy-free treatment option for these patients. Fir-
monertinib (also known as furmonertinib) is a once-daily, oral, highly
brain penetrant, and broadly active mutant-selective EGFR tyrosine ki-
nase inhibitor (TKI) that targets both classical and uncommon mutations
including PACC and EGFR exon 20 insertion mutations (Musib et al.,
NACLC poster presentation, Sep 23-25, 2022). Firmonertinib received
FDA Breakthrough Therapy Designation for the first-line treatment of
patients with advanced non-squamous NSCLC with EGFR ex20ins based
on results from the Phase 1b FAVOUR trial in which 240 mg QD
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firmonertinib was well-tolerated and led to a confirmed ORR of 78.6 %
by BICR and preliminary mDOR of 15.2 months (Han et al 2023). Fir-
monertinib showed a generally acceptable profile with expected EGFR-

Key Inclusion Criteria:

* EGFR exon 20 insertion mutation by local or
central testing with tissue or blood (NGS or
PCR)

* Measurable disease per RECIST v1.1

* No prior anticancer therapy in the locally
advanced or metastatic setting

* Patients with a history of treated CNS N=~375
metastases or new asymptomatic CNS
metastases are eligible &

Key Exclusion Criteria:

* Mean resting QTcF > 470 ms

* Previous or active ILD

Stratification factors:

* History or presence of CNS mets at study
entry (Y vs N)

* Asia Pacific vs Non-Asia Pacific

* Male vs Female

Primary endpoint: PFS by BICR per RECIST v1.1
Secondary endpoints: OS, ORR, DOR, PFS by
investigator assessment, CNS-PFS, PFS2, CNS-
ORR, CNS-DOR, PRO, Safety, PK

Lung Cancer 199 (2025) 108066

Thailand, United Kingdom, and the United States.

Firmonertinib
240 mg QD

Firmonertinib
160 mg QD

Platinum Chemotherapy +
Pemetrexed!2

| Treatment until:

. Disease progression

. Intolerable toxicity
. Initiation of new therapy
. Withdrawal of consent

2Crossover from chemotherapy to firmonertinib arm(s) allowed following BICR-assessed PD

1Pemetrexed 500 mg/m2 IV with cisplatin 75 mg/m? or carboplatin AUC 5 mg-min/mL IV for 4 cycles followed by pemetrexed maintenance 500 mg/m2 IV

TKI class toxicities.
2. Methods

The FURVENT (FURMO-004; NCT05607550) study is a registra-
tional, global, phase 3, randomized, multicenter, open-label study.
Eligible patients have treatment-naive, locally advanced or metastatic
non-squamous NSCLC with documented EGFR exon 20 insertion muta-
tions and measurable disease per RECIST 1.1. Key exclusion criteria
include mean resting QTcF > 470 ms and previous or active ILD.
Approximately 375 patients will be randomized 1:1:1 to receive firmo-
nertinib 160 mg QD, firmonertinib 240 mg QD, or platinum-based
chemotherapy (cisplatin or carboplatin plus pemetrexed for 4 cycles
followed by pemetrexed maintenance therapy). Stratification factors
include the history or presence of central nervous system metastases at
baseline, geographic region, and sex at birth. Patients from the
platinum-based chemotherapy arm with documented disease progres-
sion may be eligible to crossover to the firmonertinib arm(s). The pri-
mary endpoint is progression-free survival comparing between the
treatment arms (firmonertinib 160 mg or 240 mg vs chemotherapy)
based on BICR assessment. The key secondary endpoint is overall sur-
vival. Study enrollment is ongoing in countries including Australia,
Brazil, Canada, China, France, Israel, Italy, Japan, South Korea,
Malaysia, Mexico, Netherlands, Philippines, Singapore, Spain, Taiwan,
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