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The OncoSG cohort data used in this study is publicly accessible through the OncoSG database (https://src.gisapps.org/OncoSG/) under accession number GIS031.
The original RNA sequencing data have been archived in the Genome Sequence Archive at the National Genomics Data Center, under accession number HRA008462
(https://ngdc.cncb.ac.cn/gsa-human/browse/HRA008462).

We declare that this clinical trial and following exploratory analysis do not involve sex and gender considerations for study

This is a single-center trial conducted at Shanghai Pulmonary Hospital in China, involving participants who are exclusively

Chinese and representing the East-Asian population. No subgroup analyses regarding race , ethnicity or other socially
relevant

This single-arm phase II trial was conducted at Shanghai Pulmonary Hospital, which was registered at https://
www.clinicaltrials.gov before participant enrollment (NCT04685070).

Treatment naive inoperable stage III NSCLC harboring EGFR mutations, older than 18 years, with an Eastern Cooperative
Oncology Group (ECOG) performance status of 0 or 1, were enrolled in this trial. The diagnosis of NSCLC was confirmed by
immunohistochemical detections by endobronchial ultrasound (EBUS) or percutaneous lung biopsy. EGFR-mutant status was
diagnosed by polymerase chain reaction. The clinical staging was confirmed by chest computed tomography (CT), and brain
magnetic resonance imaging (MRI), positron emission tomography/computed tomography (PET/CT). Patients were required
to have normal hematological indexes, qualified hepatic, renal, and pulmonary functions so that neoadjuvant therapy
followed by radical resection could be tolerated.

The study was approved by the independent ethic committee in Shanghai Pulmonary Hospital (L20-427), and conducted in
accordance with the Declaration of Helsinki (as revised in 2013).

The primary endpoint of this research was ORR, which was taken to calculate the sample size. Meta analysis calculated that the ORR of
neoadjuvant the first-generation EGFR-TKIs for locally advanced NSCLCm in previous studies (EMERGING-CTONG 1103) was 52%. The ORR of
Aumolertinib for advanced NSCLCm (APOLLO) was 68.9%. Therefore, the ORR was expected to be 70% in this trial, and the neoadjuvant the
first-generation EGFR-TKIs was taken as the historical control group. It was calculated with ! = 0.05 (one-tailed) and the power of test (1-") =
80%. The sample size will be 45 as calculated. With a drop-off rate of 20%, the total sample size will be 56.

Pregnant or breast-feeding patients, patients with unstable systemic disease (interstitial lung disease, pulmonary fibrosis, cardiovascular
disease and so on), patients with any anticancer therapy outsides of this trial (EGFR-TKIs, chemotherapies, immunotherapies, and so on) were
ineligible for this trial.

Bulk-RNA-seq data was not applicable for replication due to inability to acquire multiple fresh specimens from the same participants.
However, the transcriptional signatures identified in our dataset were consistent with prior studies.

None (single-arm study).

None (single-arm study).




