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	Study Title: Prognostic analysis of adjuvant targeted therapy for EGFR-positive IA stage invasive lung adenocarcinoma after complete resection

	Methods
	Journal: NA

	
	Publication type: graduation thesis

	
	Publication year: 2023

	
	Study design: single-center, retrospective, two-arm, real-world study

	
	Phase: NA

	
	Study setting: China

	
	Study data: March 2013 to February 2019

	Participants

	Population description: patients with stage IA invasive lung adenocarcinoma with EGFR-sensitive mutations after complete resection

	
	Number: 82

	
	Inclusion criteria: 
1. Age ≥18 years old, and the surgical procedure was complete resection of lung cancer;
2. The postoperative stage was T1N0M0, stage IA according to AJCC-8th TNM tumor staging system;
3. The pathological diagnosis was invasive non-mucinous lung adenocarcinoma according to the 2021 edition of the WHO Histologic Classification of Lung Tumors;
4. Pathologic subtypes were graded according to the 2020 edition of the IASLC grading system: grade 1: adherent subtypes with a predominantly high-grade component of less than 20%; grade 2: vesicular or papillary subtypes with a predominantly high-grade component of less than 20%; and grade 3: any subtypes with a high-grade component of ≥20%. High-grade components include solid, micropapillary, sieve-like, or complex glandular components;
5. Genetic testing samples are lung cancer tissue or blood samples with confirmed EGFR-sensitive mutations;
6. Have traceable clinical information for postoperative evaluation for recurrence or metastasis;
7. Allow postoperative chemotherapy.

	
	Exclusion criteria: 
1. The histopathologic diagnosis of the surgically resected tissue contains squamous carcinoma or other pathologic types;
2. The surgical procedure was an incomplete resection;
3. Concomitant primary malignant tumors in other sites;
4. The patient's clinical case information is missing.

	
	EGFR mutation: 
Interventions: Ex19del: 15, L858R: 21, other mutation: 3
Control: Ex19del: 17, L858R: 22, other mutation: 4

	
	High-risks: solid, micropapillary, sieve-like, or complex glandular components

	Interventions
	EGFR-TKI: Gefitinib, Erlotinib, Icotinib, Osimertinib

	
	Number: 39

	
	TNM stage (stage IA): IA1: 7, IA2: 23, IA3: 9

	
	Age: ≤70: 31, >70: 8

	
	Gender (male/female/all): 14/25/39

	
	Smoking (yes/never): 8/31

	
	Dose: Gefitinib: 250mg, PO, QD; Erlotinib: 150mg, PO, QD; Icotinib: 125mg, PO, TID; Osimertinib: 80mg, PO, QD.

	
	Tx duration (day): 8.93±9.24 months

	
	Follow-up time: median follow-up time: 22.43 months (8.57~56.39)

	Control
	EGFR-TKI: Observation

	
	Number: 43

	
	TNM stage (stage IA): IA1: 6, IA2: 25, IA3: 12

	
	Age: ≤70: 38, >70: 5

	
	Gender(male/female/all): 14/29/43

	
	Smoking (yes/never): 10/33

	
	Dose: NA

	
	Tx duration (day): NA

	
	Follow-up time: median follow-up time: 22.16 months (7.14~51.00)

	Outcomes
	median DFS: not reached vs. 44.5 (95%CI, 16.62-72.38；p=0.03) months (HR=0.15; 95％CI, 0.03-0.87; P=0.034) (timespan: from 1 January 2016 to 30 September 2022)

	Abstract
	Research background and purpose: Tumor metastasis can occur in the early stage. Lung adenocarcinoma is a common pathological type of non-small cell lung cancer (NSCLC), and early hematogenous metastasis is common. Complete resection is the standard ttreatment for early stage lung cancer. However, the 5-year overall survival (OS) rate of patients with postoperative stage IA NSCLC is from 77% to 92%, and the 5-year recurrence rate is 10-30% after surgery, the rate of 2-year disease-free survival (DFS) rate after operation is about 70-80%. The risk of recurrence and metastasis in patients with EGFR positive stage IA NSCLC was similar to that in stage IB patients. It is speculated that some patients with lung cancer may have distant micro-metastasis at the time of surgery, which were not in the real "early stage". Compared with stage I squamous cell carcinoma, lung adenocarcinoma has a poor long-term prognosis. At present, the 5-year OS rate of adenocarcinoma in situ (AIS) and micro-invasive adenocarcinoma (MIA) both are 100%, AIS been classified as precancerous lesion in the 2021 edition of WHO lung tumor classification, while MIA still remains. It is suggested that the appearance of invasive components is the main cause of histological heterogeneity in early satge adenocarcinoma, with the increase of invasive components, significantly increased risk of recurrence and metastasis. In summary, invasive adenocarcinoma is the main factor leading to the decreased survival rate of patients with stage IA. TNM stage of tumor alone cannot well predict the recurrence and metastasis of stage I lung adenocarcinoma. There are many risk factors show significant impact on the early recurrenceand metastasis of stage IA invasive adenocarcinoma after surgery, such as minimal residual disease (MRD), tumor vessel invasion (TVI), epithelial-mesenchymal transformation (EMT), tumor spread through air space (STAS)，micropapillary and solid components≥5% in the tumor. How to identify the patients with recurrent high-risk stage IA lung adenocarcinoma as soon as possible and further improve the five-year OS rate of the population is an urgent clinical problem. Epidermal growth factor receptor (EGFR) is the most common type of driving gene mutation in lung adenocarcinoma. The benefits of epidermal growth factor receptor tyrosine kinase inhibitors (EGFR-TKIs) applied to EGFR mutant NSCLC have been gradually confirmed from advanced stage to stage IB. At present, the ADAURA2 study, a large-scale international clinical study of adjuvant osimertinib treatment after surgery for stage IA2-IA3 non-small cell lung cancer, has also been launched. Compared with chemotherapy, EGFR-TKIs has higher effective rate and lower side effects. The survival status of EGFR-positive mutation stage IA invasive lung adenocarcinoma may be improved by adjuvant targeted therapy after completeresection. In this paper, we selected the patients with EGFR-positive mutation and pathological type of invasive lung adenocarcinoma as the high-risk group for postoperative recurrence of stage IA lung adenocarcinoma, and retrospectively analyzed the efficacy and safety of adjuvant targeted therapy for EGFR-positive IA stage invasive lung adenocarcinoma after complete resection.
Research methods: The clinical data of patients who were hospitalized in our hospital from January 1, 2016 to September 30, 2022 were collected. The clinical baseline of the above two groups of patients was consistent. In order to further balance the baseline consistency of each clinical feature, reduce the additive effect of each clinical feature, we selected age, sex, smoking history, pathological grade of IASLC, clinical stage, type of gene mutation, STAS, and postoperative chemotherapy as covariates for 1:1 use of propensity Score Matching (PSM). The observation was treated with EGFR-TKIs before tumor recurrence and metastasis, and postoperative chemotherapy was allowed. The control group was not treated with EGFR-TKIs or only received chemotherapy before tumor recurrence and metastasis. Disease-free survival (DFS) as the primary endpoint, DFS is defined as the time from postoperative to disease recurrence or metastasis. The clinical characteristics, postoperative treatment plan and efficacy, median disease-free survival (median DFS) and safety of the above patients were sorted and analyzed. The safety analysis was conducted according to the Common Terminology Criteria for Adverse Events (CTCAE) version 5.0
Research results: 
1. The follow-up date ended on September 30, 2022. A total of 82 patients were included, and 34 pairs of observation group and control group were matched at 1:1 by PSM. After matching, the median follow-up time of observation group and control group was 22.43 months (Range, 8.57-56.39) and 22.16 months (Range,7.14-51.00), respectively. A total of 13 patients had endpoint events, including 3 cases (8.8%) in the observation group and 10 cases (29.4%) in the control group. No lymph node metastasis was found in the 13 patients after intraoperative lymph node dissection and re-examination by pathologists. 
2. The 2-year DFS rate and 3-year DFS rate in the observation group and the control group were 97% vs. 71% and 89% vs. 71%, respectively. The median DFS of the observation group was not reached, and the median DFS of the control group was 44.50 months (95%CI 24.51-64.49; p=0.014), HR=0.22 (95%CI 0.06-0.81; p=0.023). The risk of metastasis of postoperative adjuvant EGFR-TKIs therapy was reduced by 78.0%, and the difference was statistically significant. 
3. A total of 13 of the overall patients received postoperative adjuvant chemotherapy, of which 6 patients in the observation group (17.6%) and 7 patients in the control group (20.6%) received 1-6 cycles of platinum-containing adjuvantchemotherapy. Among the patients who received postoperative chemotherapy in the observation group and the control group, 1 patient (16.7%) and 3 patients (42.9%) relapsed. Too few patients received adjuvant chemotherapy after operation and failed to perform further survival analysis. After excluding the influence of chemotherapy, the median DFS of observation group and control group was not reached and 44.50 months (95%CI 16.62-72.38; p=0.03), HR=0.15 (95%CI 0.03-0.87; p=0.034), respectively. Postoperative adjuvant EGFR-TKIs therapy alone reduced the risk of metastasis, and the difference was statistically significant. 
4. DFS subgroup analysis: IASLC grade 1, IASLC grade 3, STAS positive, other EGFR mutation types except Ex19del and L858R mutation could not get effective results because of the small number of DFS events.The rest of the results showed that the overall population benefited from postoperative targeted therapy (HR=0.22), IASLC grade 2 (HR=0.18, 95%CI 0.04-0.84; p=0.01), STAS negative (HR=0.23, 95%CI 0.06-0.85; p=0.03) and no postoperative chemotherapy (HR=0.20, 95% CI 0.04-0.99; p=0.05) subgroups benefited statistically from postoperative adjuvant targeted therapy, while other subgroups did not show independent protective efficacy in this study 
5. Safety analysis: Adverse drug reactions occurred in 15 patients (44.1%) in the observation group. Most of them were CTCAE grade 1-2 adverse reactions, mainly: skin damage such as rash, pruritus, nail infection, oral ulcers; gastrointestinal manifestations such as diarrhoea, bloating, nausea and liver function abnormalities, and most of the patients' symptoms subsided or remitted after a short period of symptomatic treatment (e.g. sun protection, protection of wounds, anti-diarrhoea, et al.). 
Analysis conclusion: Postoperative adjuvant EGFR-TKIs therapy in patients with EGFR-postive IA stage invasive lung adenocarcinoma can prolong the 2-year and 3-year disease-free survival rate, and reduce the risk of postoperative metastasis. 
Keywords: Stage IA; Invasive lung adenocarcinoma; Pulmonary nodules; Epidermal
growth factor receptor tyrosine kinase inhibitors; Epidermal growth factor receptor
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	Study Title: MRD evaluation of aumolertinib in EGFR mutation-positive stage IB and stage IA2-3 NSCLC after complete surgical resection: A multicenter, single-arm, open-label study

	Methods
	Journal: Journal of Thoracic Oncology supplement

	
	Publication type: conference

	
	Publication year: 2025 ELCC

	
	Study design: multiple-center, prospective, single-arm, clinical study

	
	Phase: IV

	
	Study setting: China

	
	Study data: NA

	Participants

	Population description: Patients with EGFR-mutant Stage IB and stage IA2–3 NSCLC who underwent R0 resection

	
	Number: 67 (stage IA: 45)

	
	Inclusion criteria: Patients with EGFR-mutant Stage IB and stage IA2–3 NSCLC who underwent R0 resection. See ChiCTR2200062887 for details.

	
	Exclusion criteria: See ChiCTR2200062887 for details.

	
	EGFR mutation: positive

	
	High-risks: NA

	Interventions
	EGFR-TKI: Aumolertinib

	
	Number: 45

	
	TNM stage (stage IA): IA2: 23, IA3: 22

	
	Age: NA

	
	Gender (male/female/all): NA

	
	Smoking (yes/never): NA

	
	Dose: 110m, PO, QD

	
	Tx duration (day): 24 months

	
	Follow-up time: NA

	Outcomes
	IA (45): 2-year DFS: 100%

	Abstract
	Background: Several retrospective analyses have demonstrated the efficacy and safety of aumolertinib as adjuvant therapy for completely resected NSCLC patients with EGFR mutations. However, prospective data supporting the use of aumolertinib as adjuvant therapy for completely resected stage I NSCLC are lacking. Here we firstly report the efficacy and safety of aumolertinib as adjuvant therapy for completely resected stage I NSCLC patients with EGFR mutation in a multi-center, single-arm study.
Methods: Patients with EGFR-mutant Stage IB and stage IA2–3 NSCLC who underwent R0 resection were eligible. Participants received aumolertinib 110 mg once daily within 10 weeks post-surgery for up to two years or until disease recurrence or withdrawal criteria were met. The primary endpoint was the 3-year disease-free survival (DFS) rate, with secondary endpoints included 2-year, 4-year, and 5-year DFS rates, overall survival (OS), and safety. Exploratory endpoints included changes in molecular residual disease (MRD) and the relationship between MRD status and therapeutic efficacy.
Results: A total of 67 patients were enrolled, of whom 46were evaluable for efficacy. The median age was 60 years (range: 44–70), with 78.3% being female, and 67.4% presenting with stage IA disease (IA2: 34.8%, IA3: 32.6%). High-risk pathological factors were identified in 8 cases. The median follow-up duration was 10.3 months. At the data cut-off, no disease recurrence was observed. The 2-year DFS rate was 100%, while the 3-year DFS rate (the primary endpoint) remains under observation. MRD data were available for 41 patients at least once postoperatively. Among them,2 cases initially tested initially positive but became negative following aumolertinib treatment. The overall incidence of adverse events (AEs) was 63 %, with most being grade 1–2. Grade 3 or higher TRAEs were reported in 2 patients (4.3%). No new safety signals were identified.
Conclusions: This prospective study provides preliminary evidence supporting the efficacy of aumolertinib as an adjuvant therapy for stage IA2–3 and IB NSCLC. Long-term follow-up is ongoing to further investigate the relationship between MRD and therapeutic efficacy.
Legal entity responsible for the study: The authors.
Funding: Jiangsu Hansoh Pharmaceutical Group Co., Ltd.
Disclosure: All authors have declared no conflicts of interest.
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	Study Title: Furmonertinib as Adjuvant Therapy for Completely Resected Stage IA with High-Risk Factors and IB NSCLC Patients with EGFR Mutations

	Methods
	Journal: Journal of Thoracic Oncology supplement

	
	Publication type: conference

	
	Publication year: 2024 WCLC

	
	Study design: multi-center, prospective, single-arm, clinical study

	
	Phase: II

	
	Study setting: China

	
	Study data: August 2022 to March 2024

	Participants

	Population description: patients who completely resected stage IA with high-risk factors and stage IB NSCLC patients with EGFR mutations (19Del, L858R and uncommon mutations except for Ex20ins)

	
	Number: 32 (stage IA: 18)

	
	Inclusion criteria: patients who completely resected stage IA with high-risk factors and stage IB NSCLC patients with EGFR mutations (19Del, L858R and uncommon mutations except for Ex20ins). See NCT05445310 for details.

	
	Exclusion criteria: See NCT05445310 for details.

	
	EGFR mutation: positive

	
	High-risks: micropapillary, solid component and spread through air spaces

	Interventions
	EGFR-TKI: Furmonertinib

	
	Number: 32

	
	TNM stage (stage IA): IA1: 1, IA2: 11, IA3: 6

	
	Age: median age: 60 years (range: 44-70)

	
	Gender (male/female/all): 14/18/32

	
	Smoking (yes/never): NA

	
	Dose: 80 mg, PO, QD

	
	Tx duration (day): 36 months

	
	Follow-up time: median follow-up time: 311.5 datys

	Outcomes
	IA (18): DFS: 100% (timespan: from August 2022 to March 20, 2024)

	Abstract
	Introduction: Furmonertinib (AST2818) is a highly brain-penetrant, third-generation EGFR tyrosine kinase inhibitor (TKI), which has been approved for the first-line treatment of patients with 19Del or L858R mutations and treatment of patients with T790M mutations whose disease has progressed on or after EGFR TKI therapy. A retrospective analysis has indicated good efficacy and safety of furmonertinib as adjuvant therapy for completely resected stage IA2 to IIIB NSCLC patients with EGFR mutations (19Del, L858R, G719A and Ex20ins), but there are no prospective evidence of furmonertinib as adjuvant therapy for completely resected NSCLC. Here we firstly report the efficacy and safety of furmonertinib as adjuvant therapy for completely resected stage IA with high-risk factors and IB NSCLC patients with EGFR mutations in a prospective, multi-center, single-arm study (NCT05445310). 
Methods: In this prospective, multi-center, single-arm, phase II study, 114 patients will be enrolled, completely resected stage IA with high-risk factors and stage IB NSCLC patients with EGFR mutations (19Del, L858R and uncommon mutations except for Ex20ins) will receive furmonertinib 80mg orally once daily for 3 years. Staging is determined according to the eighth edition of the Cancer Staging Manual of the AJCC. The primary endpoint is the disease-free survival (DFS) rate at 3 years. The secondary endpoints are median DFS, overall survival (OS) rate at 3 years, median OS, and safety. The exploratory endpoints are the changes of molecular residual disease (MRD) and the relations between the efficacy and MRD status. 
Results: From August 2022 to March 2024, there were 32 completely resected NSCLC patients enrolled. The median follow-up was 311.5 days, baseline characteristics were as follows, the median age was 60 years (range: 44-70), male 43.8%, stage IA 56.3% (IA1 3.1%, IA2 34.4%, IA3 18.8%), all stage IA patients had at least one high-risk factor, the high-risk factors mainly included micropapillary (55.6%), solid component (33.3%) and spread through air spaces (33.3%), EGFR mutations were 19Del (25.0%), L858R (65.6%), G719A (3.1%) and L861Q (6.3%). At data cut-off March 20.2024, all patients continued to receive furmonertinib and no disease recurrence. There were 12 postoperative patients successfully detected by MRD assay, all the patients’ MRD were negative. No grade 3 or higher treatment related adverse events (TRAEs) occurred. The most common TRAEs (≥10%) were skin chapping 25.0%, rash 21.9%, and oral ulcer 18.8%. Dose interruption due to TRAE was reported in one patient. There was no incidence of dose reductions, treatment discontinuation or deaths due to TRAEs. 
Conclusions: Furmonertinib 80mg orally once daily has shown potential efficacy and excellent safety as adjuvant therapy for completely resected stage IA with high-risk factors and IB NSCLC patients with EGFR mutations. Patients were well tolerated and the TRAEs were consistent with previous studies. 
Keywords: Furmonertinib, Stage I NSCLC, Adjuvant therapy
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	Study Title: Efficacy and Safety of Aumolertinib as Adjuvant Therapy in Resectable Stage I NSCLC with High-grade Patterns and EGFR Mutations (APPOINT)

	Methods
	Journal: Journal of Thoracic Oncology supplement

	
	Publication type: conference

	
	Publication year: 2025 ELCC

	
	Study design: multiple-center, prospective, two-arm, clinical study

	
	Phase: II

	
	Study setting: China

	
	Study data: deadline: December 2024

	Participants

	Population description: patients with stage IA EGFR-mutated NSCLC and solid, micropapillary, and/or complex gland components ≥10% after radical lung cancer surgery

	
	Number: 95

	
	Inclusion criteria: patients with stage I A EGFR-mutated NSCLC and solid, micropapillary, and/or complex gland components ≥10% after radical lung cancer surgery. See NCT04922138 for details.

	
	Exclusion criteria: See NCT04922138 for details.

	
	EGFR mutation: positive

	
	High-risks: solid, micropapillary, and/or complex gland components ≥10%

	Interventions
	EGFR-TKI: Aumolertinib

	
	Number: 46

	
	TNM stage (stage IA): IA: 46

	
	Age: median age: 57 years

	
	Gender (male/female/all): 17/29/46

	
	Smoking (yes/never): NA

	
	Dose: 110 mg, PO, QD

	
	Tx duration (day): 36 months

	
	Follow-up time: median follow-up time: 16.5 months

	Control
	EGFR-TKI: Observation

	
	Number: 49

	
	TNM stage (stage IA): IA: 49

	
	Age: median age: 66 years

	
	Gender (male/female/all): 17/32/49

	
	Smoking (yes/never): NA

	
	Dose: NA

	
	Tx duration (day): NA

	
	Follow-up time: median follow-up time: 16.5 months

	Outcomes
	IA (95): 1-year DFS: 100% vs. 87%

	Abstract
	Background: Pathological subtypes are prognostic indicators independent of TNM stage. Patients (pts) with high-risk factors (solid, micropapillary, or complex gland) had poorer prognosis. APPOINT (NCT04922138) is the first two-arm study to explore the efficacy and safety of the third-generation epidermal growth factor receptor-tyrosine kinase inhibitors (EGFR-TKI) aumolertinib as adjuvant therapy in stage I A EGFR-mutated NSCLC pts with high risk factors.
Methods: This prospective, multi-center, two-arm study aimed to enroll 102 stage I A EGFR-mutated NSCLC pts with solid, micropapillary, and/or complex gland components ≥10%. After radical lung cancer surgery, they will receive oral aumolertinib 110 mg qd as adjuvant therapy (arm A) or observation (arm B) for 3 years. The primary endpoint is 2-year disease-free survival (DFS) rate, and secondary endpoints include 3-, 4-, and 5-year DFS rate, 5-year overall survival rate and safety.
Results: A total of 95 stage IA EGFR-mutated (19Del, L858R and uncommon mutations) NSCLC pts were enrolled with at least one high-risk factor, including solid, micropapillary, and/or complex gland components. 46 in arm A and 49 in arm B. The median age was 57 and 66 years, 62.2%and 65.3%were female, respectively. At data cut-off (December 2024), the median follow-up time was 16.5 months, all pts in arm A had no symptoms of tumor recurrence and 2 pts in arm B had recurrence, the 1-year DFS was 100% vs 87%. 1-year risk of tumor recurrence was 0% vs 12.8%, respectively. 34 pts in arm A were experienced adverse events (AE), there were no grade ≥3 AE occurred during aumolertinib treatment, the common treatment emergent adverse events were creatine kinase increase (34.8%), lactate dehydrogenase increase (15.2%), liver function injury (10.9%) and mouth ulceration (10.9%).
Conclusions: The early data of this study showed the promising efficacy and safety aumolertinib in patients with completely resected stage IA EGFR mutated NSCLC with high-risk factors.
Clinical trial identification: NCT04922138.
Legal entity responsible for the study: The authors.
Funding: Jiangsu Hansoh Pharmaceutical Group Co., Ltd.
Disclosure: All authors have declared no conflicts of interest.
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	Study Title: The impact of adjuvant EGFR-TKIs and 14-gene molecular assay on stage I non-small cell lung cancer with sensitive EGFR mutations

	Methods
	Journal: eClinicalMedicine

	
	Publication type: article

	
	Publication year: 2023

	
	Study design: single-center, retrospective, two-arm, real-world study

	
	Phase: NA

	
	Study setting: China

	
	Study data: March 2013 to February 2019

	Participants

	Population description: patients who underwent complete surgical resections and was histopathologically diagnosed stage I non-squamous NSCLC (8th TNM staging), with sensitizing EGFR mutation (19 Del or L858R)

	
	Number: 227 (stage IA: 18)

	
	Inclusion criteria: 
1. aged ≥18 years; 
2. histopathologically diagnosed stage I non-squamous NSCLC (8th TNM staging); 
3. presence of a sensitizing EGFR mutation (19 Del or L858R); 
4. underwent complete surgical resections via lobectomy or pneumonectomy with systemic intrathoracic lymph node dissection; 
5. availability of clinicopathological data, 
6. complete postoperative follow-up of at least 5 years for patients without disease progression, while for patients who experienced disease progression, their follow-up duration was not necessarily 5 years but rather the time until progression within the 5-year period

	
	Exclusion criteria: 
1. underwent incomplete surgical resection, as per the Chinese guidelines on the diagnosis and treatment of primary lung cancer (2019); 
2. adjuvant EGFR-TKIs initiated more than two months after surgery; 
3. previous malignancy in the past 5 years; 
4. received previous systemic antitumor therapies (chemotherapy, radiotherapy, or target therapy)

	
	EGFR mutation: 
Interventions: Ex19del: 20, L858R: 35
Control: Ex19del: 63, L858R: 109

	
	High-risks: 14-gene molecular risk stratification

	Interventions
	EGFR-TKI: Icotinib, Erlotinib, Gefitinib

	
	Number: 55

	
	TNM stage (stage IA): 14

	
	Age: <60: 19, ≥60: 36

	
	Gender (male/female/all): 25/30/55

	
	Smoking (yes/never): 12/43

	
	Dose: Icotinib: 150 mg, PO, TID; Erlotinib: 150 mg, PO, QD; Gefitinib: 250 mg, PO, QD.

	
	Tx duration (day): Icotinib: 12.2 months (IQR，9.2-16.8), Erlotinib, 14.8 months (IQR, 11.6-17.2), Gefitinib (IQR, 8.6-17.8)

	
	Follow-up time: median follow-up time: 78.4 months (IQR, 67.0–89.5)

	Control
	EGFR-TKI: Observation

	
	Number: 172

	
	TNM stage (stage IA): 92

	
	Age: <60: 70, ≥60: 102

	
	Gender(male/female/all): 100/72/172

	
	Smoking (yes/never): 33/139

	
	Dose: NA

	
	Tx duration (day): NA

	
	Follow-up time: median follow-up time: 78.4 months (IQR, 67.0–89.5)

	Outcomes
	IA: 
5-year DFS: 100.0% (95% CI, 100.0%-100.0%) vs. 84.5% (95% CI, 77.0%-92.7%), P = 0.007; 
5-year OS: 100.0% (95% CI, 100.0%-100.0%) vs. 96.8% (95% CI, 93.3%-100.0%), P = 0.560

	Abstract
	Background: Currently, the role of EGFR-TKIs as adjuvant therapy for stage I, especially IA NSCLC, after surgical resection remains unclear. We aimed to compare the effect of adjuvant EGFR-TKIs with observation in such patients by incorporating an established 14-gene molecular assay for risk stratification.
Methods: This retrospective cohort study was conducted at the First Affiliated Hospital of Guangzhou Medical University (Study ID: ChNCRCRD-2022-GZ01). From March 2013 to February 2019, completely resected stage I NSCLC (8th TNM staging) patients with sensitive EGFR mutation were included. Patients with eligible samples for molecular risk stratification were subjected to the 14-gene prognostic assay. Inverse probability of treatment weighting (IPTW) was employed to minimize imbalances in baseline characteristics.
Findings: A total of 227 stage I NSCLC patients were enrolled, with 55 in EGFR-TKI group and 172 in the observation group. The median duration of follow-up was 78.4 months. After IPTW, the 5-year DFS (HR = 0.30, 95% CI, 0.14–0.67; P = 0.003) and OS (HR = 0.26, 95% CI, 0.07–0.96; P = 0.044) of the EGFR-TKI group were significantly better than the observation group. For subgroup analyses, adjuvant EGFR-TKIs were associated with favorable 5-year DFS rates in both IA (100.0% vs. 84.5%; P = 0.007), and IB group (98.8% vs. 75.3%; P = 0.008). The 14-gene assay was performed in 180 patients. Among intermediate-high-risk patients, EGFR-TKIs were associated with a significant improvement in 5-year DFS rates compared to observation (96.0% vs. 70.5%; P = 0.012), while no difference was found in low-risk patients (100.0% vs. 94.9%; P = 0.360).
Interpretation: Our study suggested that adjuvant EGFR-TKI might improve DFS and OS of stage IA and IB EGFR-mutated NSCLC, and the 14-gene molecular assay could help patients that would benefit the most from treatment.
Funding: This work was supported by China National Science Foundation (82022048, 82373121).
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	Study Title: SELECT: A Phase II Trial of Adjuvant Erlotinib in Patients With Resected Epidermal Growth Factor Receptor-Mutant Non-Small-Cell Lung Cancer

	Methods
	Journal: Journal of Clinical onclogy

	
	Publication type: article

	
	Publication year: 2019

	
	Study design: multiple-center, prospective, single-arm, clinical study

	
	Phase: II

	
	Study setting: America

	
	Study data: NA

	Participants

	Population description: patients with completely resected stage IA to IIIA NSCLC (using the American Joint Committee on Cancer 7th edition staging criteria2) with sensitizing EGFR mutations

	
	Number: 100 (stage IA: 14)

	
	Inclusion criteria: 
1. Pathologically confirmed diagnosis of non-small cell lung cancer of adenocarcinoma 
histology, including non-mucinous bronchioloalveolar carcinoma and mixed cell types such 
as adenocarcinoma with bronchioloalveolar features and adenosquamous carcinoma. 
2. Stage IA-B, IIA-B, or IIIA by the American Joint Committee on Cancer (AJCC) Seventh 
Edition 
3. Patients must have undergone surgical resection with curative intent within 6 months of 
enrollment. 
4. Age equal to or greater than 18 years. 
5. Tumor samples must have either exon 19 deletion mutations or the exon 21 L858R point 
mutation. Other rare EGFR mutations may be eligible after discussion with the overall 
principal investigator.  Mutations detected at outside laboratories will be acceptable for 
enrollment. 
6. Performance status of 0, 1, or 2 on the Eastern Cooperative Oncology Group (ECOG) 
7. Neoadjuvant or adjuvant chemotherapy, radiation, and/or chemoradiation will be allowed as 
long as no more than 6 months have passed between surgical resection and enrollment. If 
patients receive sequential chemotherapy and radiation, they are allowed 9 months between 
surgical resection and enrollment.   At least 3 weeks ( ≥21 days)  must have passed since 
the completion of adjuvant chemotherapy.  
8. Adequate organ function including the following 
 Adequate bone marrow reserve:  
- Total white blood cell count (WBC) ≥ 3.0 x 109/L 
- Platelet count ≥100 x 109/L 
- Hemoglobin ≥9 g/dL 
 Hepatic: 
- Bilirubin: ≤ 1.25 times the upper limit of normal (ULN) 
- Alanine transaminase (ALT): ≤ 2.5 times the ULN 
- Aspartate transaminase (AST): ≤ 2.5 times the ULN 
 Renal: Serum creatinine ≤ 1.5 times the ULN, or creatinine clearance 
≥60mL/minute as calculated by the standard Cockcroft-Gault formula
9. Willingness to comply with protocol procedures.  
10. Willingness to participate in clinical research as evidenced by their signature on the 
informed consent form.

	
	Exclusion criteria: 
1. Radiographic evidence of recurrent NSCLC prior to erlotinib treatment.  
2. Confirmed T790M resistance mutation in the primary tumor sample. 
3. Prior exposure to EGFR tyrosine kinase inhibitors. 
4. Known hypersensitivity to erlotinib, gefitinib, or any closely related drug. 
5. Pregnant or breastfeeding. The effects of erlotinib on a fetus are unknown. For these reasons, female subjects of childbearing age must practice acceptable methods of birth control to avoid pregnancy. Male subjects must also practice acceptable methods of birth control to prevent pregnancy of a partner. 
6. Any evidence of clinically active interstitial lung disease. Note that patients with chronic, stable radiographic changes who are asymptomatic need not be excluded. 
7. Malignancies within the past 3 years except for adequately treated carcinoma of the cervix or basal or squamous cell carcinomas of the skin.
8. Current use of enzyme-inducing anti-epileptic drugs (EIAEDs), including carbamazipine, oxcarbazepine, phenytoin, fosphenytoin, phenobarbital, and primidone. 9) Evidence of any other significant clinical disorder or laboratory finding that makes it undesirable for the patient to participate in the study, in the opinion of the investigator. 10) Use of any non-FDA approved or investigational agent within 2 weeks of enrolling onto the trial, or failure to recover from the side effects of any of these agents.

	
	EGFR mutation: Ex19del: 62, L858R: 35, G719X: 2, L861Q:1

	
	High-risks: NA

	Interventions
	EGFR-TKI: Erlotinib

	
	Number: 100

	
	TNM stage (stage IA): 14

	
	Age: mean age: 68.5 years (range 59-75)

	
	Gender (male/female/all): 23/77/100

	
	Smoking (yes/never): 41/59

	
	Dose: 150mg, PO, QD

	
	Tx duration (day): 24 months

	
	Follow-up time: median follow-up time: 5.2 years (range, 17 to 105 months)

	Outcomes
	IA (14): 5-year DFS: 100%

	Abstract
	Purpose: Given the pivotal role of epidermal growth factor receptor (EGFR) inhibitors in advanced EGFR-mutant non–small-cell lung cancer (NSCLC), we tested adjuvant erlotinib in patients with EGFR-mutant early-stage NSCLC.
Materials and Method: In this open-label phase II trial, patients with resected stage IA to IIIA (7th edition of the American Joint Committee on Cancer staging system) EGFR-mutant NSCLC were treated with erlotinib 150 mg per day for 2 years after standard adjuvant chemotherapy with or without radiotherapy. The study was designed for 100 patients and powered to demonstrate a primary end point of 2-year disease-free survival (DFS) greater than 85%, improving on historic data of 76%.
Results: Patients (N = 100) were enrolled at seven sites from January 2008 to May 2012; 13% had stage IA disease, 32% had stage IB disease, 11% had stage IIA disease, 16% had stage IIB disease, and 28% had stage IIIA disease. Toxicities were typical of erlotinib; there were no grade 4 or 5 adverse events. Forty percent of patients required erlotinib dose reduction to 100 mg per day and 16% to 50 mg per day. The intended 2-year course was achieved in 69% of patients. The median follow-up was 5.2 years, and 2-year DFS was 88% (96% stage I, 78% stage II, 91% stage III). Median DFS and overall survival have not been reached; 5-year DFS was 56% (95% CI, 45% to 66%), 5-year overall survival was 86% (95% CI, 77% to 92%). Disease recurred in 40 patients, with only four recurrences during erlotinib treatment. The median time to recurrence was 25 months after stopping erlotinib. Of patients with recurrence who underwent rebiopsy (n = 24; 60%), only one had T790M mutation detected. The majority of patients with recurrence were retreated with erlotinib (n = 26; 65%) for a median duration of 13 months.
Conclusion: Patients with EGFR-mutant NSCLC treated with adjuvant erlotinib had an improved 2-year DFS compared with historic genotype-matched controls. Recurrences were rare for patients receiving adjuvant erlotinib, and patients rechallenged with erlotinib after recurrence experienced durable benefit.
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	Study Title: Pulmonary adenocarcinomas with micropapillary component significantly correlate with recurrence, but can be well controlled with EGFR tyrosine kinase inhibitors in the early stages

	Methods
	Journal: Lung Cancer

	
	Publication type: article

	
	Publication year: 2013

	
	Study design: single-center, retrospective, case-series, real-world study

	
	Phase: NA

	
	Study setting: Japan

	
	Study data: January 2001 to December 2009

	Participants

	Population description: patients who underwent complete resection and were pathologically diagnosed with stage IA pulmonary adenocarcinomas, with micropapillary components accounting for at least 5% of the entire tumor, and who experienced postoperative recurrence.

	
	Number: 6

	
	Inclusion criteria: patients who underwent complete resection and were pathologically diagnosed with stage IA pulmonary adenocarcinomas, with micropapillary components accounting for at least 5% of the entire tumor, and who experienced postoperative recurrence.

	
	Exclusion criteria: Not meeting the inclusion criteria

	
	EGFR mutation: Ex19del: 3, L858R: 3

	
	High-risks: micropapillary components accounting for at least 5% of the entire tumor

	Interventions
	EGFR-TKI: Gefitinib (with adjuvant chemotherapy)

	
	Number: 5

	
	TNM stage (stage IA): 5

	
	Age: NA

	
	Gender (male/female/all): NA

	
	Smoking (yes/never): NA

	
	Dose: NA

	
	Tx duration (day): NA

	
	Follow-up time: NA

	Control
	EGFR-TKI: adjuvant chemotherapy

	
	Number: 1

	
	TNM stage (stage IA): 1

	
	Age: NA

	
	Gender(male/female/all): NA

	
	Smoking (yes/never): NA

	
	Dose: NA

	
	Tx duration (day): NA

	
	Follow-up time: NA

	Outcomes
	4 patients with EGFR-TKI achieved long survival (median, 64.6 months); 1 patient without EGFR-TKI achieved long survival (120.3 months); 1 patient with EGFR-TKI died 100.6 months after initial resection

	Abstract
	Pulmonary adenocarcinoma with a micropapillary component (PA-MPC) is known to exhibit biologically aggressive behavior. The aim of this study was to evaluate the clinicopathological characteristics of early-stage PA-MPC and to investigate the correlation between PA-MPC and epidermal growth factor receptor (EGFR) or KRAS mutation status. We reviewed 440 PA patients who underwent resection. We defined PA-MPC as adenocarcinoma with MPC occupying at least 5% of the entire tumor. EGFR and KRAS mutations were detected using established methods. Of the 440 cases, 256 cases were classified as stage IA, of which 53 cases (20.7%) had MPC. The 5-year disease-free survival rates in the MPC-negative and MPC-positive groups of patients with stage IA tumors were 92.1% and 77.6%, respectively. The difference in these rates was statistically significant (p = 0.003), whereas the difference in overall survival between the groups was not statistically significant (p = 0.973). The mean percentage of MPC was 20.4% in the recurrent group and 18.3% in the non-recurrent group, with no significant correlation (p = 0.996). Of the 10 recurrent cases, 6 cases exhibited EGFR mutations; the 5 cases treated with a tyrosine kinase inhibitor (TKI) achieved long survival (median, 64.6 months). No KRAS mutations were detected in any of the 10 cases. PA-MPCs were strongly associated with recurrence, but were not influenced by the MPC percentage even in early-stage lesions. Moreover, PA-MPCs with recurrence were associated with relatively better survival. These findings indicate that PA-MPCs were biologically aggressive but could be controlled with EGFR-TKIs.
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	Study Title: Furmonertinib as adjuvant therapy in postoperative EGFR-mutated stage IA2-IIIA non-small cell lung cancer (NSCLC) with high-risk pathological factors

	Methods
	Journal: JCO Global Oncology

	
	Publication type: conference

	
	Publication year: 2023 ASCO

	
	Study design: single-center, retrospective, single-arm, real-world study

	
	Phase: NA

	
	Study setting: China

	
	Study data: deadline: March 1, 2023

	Participants

	Population description: patients who underwent radical lung cancer surgery with both EGFR mutations and micropapillary/solid/spread through air spaces/visceral pleural invasion

	
	Number: 69 (stage IA: 33)

	
	Inclusion criteria: patients who underwent radical lung cancer surgery with both EGFR mutations and micropapillary/solid/spread through air spaces/visceral pleural invasion

	
	Exclusion criteria: Not meeting the inclusion criteria

	
	EGFR mutation: positive

	
	High-risks: micropapillary, solid, spread through air spaces, and visceral pleural invasion

	Interventions
	EGFR-TKI: Furmonertinib

	
	Number: 69

	
	TNM stage (stage IA): IA2: 22, IA3: 11

	
	Age: NA

	
	Gender (male/female/all): NA

	
	Smoking (yes/never): NA

	
	Dose: 80 mg, PO, QD

	
	Tx duration (day): 6-36 months

	
	Follow-up time: median follow-up time: 18.5 months

	Outcomes
	IA: 1-year DFS: 100%

	Abstract
	Background: NSCLC patients with high-risk pathological factors such as micropapillary (MP), solid (S), spread through air spaces (STAS), and visceral pleural invasion (VPI) have shown poor prognosis in previous studies. Furmonertinib (AST2818) is a novel, promising oral thirdgeneration epidermal growth factor receptor (EGFR) tyrosine kinase inhibitor (TKI), which has demonstrated efficacy in tumours harbouring sensitive EGFR mutations and T790M resistance mutation. Here, we investigated the efficacy and safety of furmonertinib as adjuvant therapy in postoperative EGFR-mutated NSCLC patients with high-risk pathological factors. 
Methods: Patients who underwent radical lung cancer surgery with both EGFR mutations and MP/S/STAS/VPI were enrolled and received furmonertinib 80mg daily. The adjuvant therapy time (6-36months) depended on patients pathologic stage and physical conditions. The disease-free survival (DFS), safety and tolerability were evaluated. 
Results: This study retrospectively analyzed 69 patients who were pathologically confirmed adenocarcinoma, EGFR mutation positive (exon 19 deletion/L858R/exon 20ins), stage IA2-IIIA NSCLC. All of them had at least one high-risk pathological factor. There were 44 (63.8%) patients with MP, 14 (20.3%) with S, 10 (14.5%) with STAS and 33 (47.8%) with VPI. All patients were followed at least 13 months, and 24 (34.8%) of them have been followed up for over 21 months, median followup time was 18.5 months. By the cut-off date of March 1, 2023, all patients were alive and with no radiographic recurrence, including 3 (4.3%) with exon 20ins. During therapy, 26 (37.7%) patients had treatment-related adverse events (TRAEs) of any grade. The most common TRAEs were rash (12/69, 17.4%), mouth ulcer (6/69, 8.7%), diarrhea (5/69, 7.2%) and transaminase elevation (4/69, 5.8%). Only 2 (2.9%) patients had TRAEs of grade 3 or higher and 1(1.4%) of the two discontinued therapy.
Conclusions: This is the first study to demonstrate that furmonertinib has good efficacy and a tolerable safety profile as adjuvant therapy in EGFR-mutated NSCLC patients with high-risk pathological factors who underwent radical lung cancer surgery.
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	Study Title: Aumolertinib as Adjuvant Therapy in Postoperative EGFR-Mutated Stage I NSCLC with Multiple High-Risk Factors

	Methods
	Journal: Journal of Thoracic Oncology supplement

	
	Publication type: conference

	
	Publication year: 2024 WCLC

	
	Study design: single-center, retrospective, single-arm, real-world study

	
	Phase: NA

	
	Study setting: China

	
	Study data: April 2021 to January 2024

	Participants
	Population description: patients with stage I EGFR-mutated lung adenocarcinoma who underwent radical surgery

	
	Number: 26 (stage IA: 5)

	
	Inclusion criteria: patients with stage I EGFR-mutated lung adenocarcinoma who underwent radical surgery

	
	Exclusion criteria: Not meeting the inclusion criteria

	
	EGFR mutation: positive

	
	High-risks: presence of solid, micropapillary, or complex gland components, poorly differentiated carcinoma, visceral pleural invasion (VPI), non-EGFR co-mutations, surgical approach, smoking history

	Interventions
	EGFR-TKI: Aumolertinib

	
	Number: 26

	
	TNM stage (stage IA): IA: 5

	
	Age: NA

	
	Gender (male/female/all): NA

	
	Smoking (yes/never): NA

	
	Dose: 110 mg, PO, QD

	
	Tx duration (day): NA

	
	Follow-up time: NA

	Outcomes
	IA (5): 1-year DFS: 100.0%

	Abstract
	Introduction: Surgery is the standard treatment regimen for early NSCLC. However, there are still about 20% of stage I patients(pts) who are at risk of early recurrence or metastasis, even after complete surgical resection. The high-risk factors for lung cancer are important factors affecting the survival of stage I pts, including imaging, pathology, surgical methods, gene mutation types, and MRD ctDNA positivity. Stage I postoperative NSLCL patients combined with risk factors had worse prognosis, and the more risk factors combined, the worse prognosis will be. 
Methods: A total of 26 pts with stage I EGFR-mutated lung adenocarcinoma who underwent radical surgery from Apr 2021 to Jan 2024 were enrolled, including 5 pts with stage IA and 21 pts with stage IB. Up to 17 pts (65%) had high-risk factors, and 13 pts (50%) were combined with ≥ 2 high-risk factors. The risk factors that threaten survival identified from the basic variables of enrolled pts include the presence of solid, micropapillary, or complex gland components, poorly differentiated carcinoma, visceral pleural invasion (VPI), non-EGFR co-mutations, surgical approach, smoking history, etc. All patients received adjuvant treatment with the third-generation EGFR-TKI aumolertinib (110mg, orally QD). 
Results: At data cut-off, all patients have no symptoms of tumor recurrence and continued to administrate aumolertinib. 13 pts (57%) have been followed up for over 1 year, and 100% pts were alive and disease-free at 12 months, the 1-year DFS was 100%. During aumolertinib therapy, only 1 pts suffered a mild rash. 
Conclusions: Our study first time demonstrate that the third-generation EGFR-TKI aumolertinib has efficacy and tolerable safety profile in pts with completely resected stage I EGFR-mutated NSCLC with multiple high-risk factors. This study is still progress and further analyses are undergoing to determine longer-term outcomes. 
Keywords: Aumolertinib, Multiple High-risk factors, NSCLC
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	Study Title: A real-world study of adjuvant furmonertinib in patients with stage IA-IIIA EGFR-mutant non-small cell lung cancer

	Methods
	Journal: Journal of Thoracic Oncology supplement

	
	Publication type: conference

	
	Publication year: 2025 ELCC

	
	Study design: single-center, retrospective, single-arm, real-world study

	
	Phase: NA

	
	Study setting: China

	
	Study data: deadline: 11 March 2024

	Participants

	Population description: patients with stage I-IIIA EGFR-mutated lung adenocarcinoma who underwent surgery

	
	Number: 135 (stage IA: 79)

	
	Inclusion criteria: patients with stage I-IIIA EGFR-mutated lung adenocarcinoma who underwent surgery

	
	Exclusion criteria: Not meeting the inclusion criteria

	
	EGFR mutation: Ex19del: 59, L858R: 76

	
	High-risks: NA

	Interventions
	EGFR-TKI: Furmonertinib

	
	Number: 135

	
	TNM stage (stage IA): IA2: 44, IA3: 35

	
	Age: NA

	
	Gender (male/female/all): NA

	
	Smoking (yes/never): NA

	
	Dose: 80 mg, PO, QD

	
	Tx duration (day): NA

	
	Follow-up time: median follow-up time: 31.6 months (95% CI: 30.6–32.6)

	Outcomes
	IA2 (44): 
1-year DFS: 97.7%, 2-year DFS:93.2%, 3-year DFS: 90.9%; 1-year OS: 100.0%, 2-year OS:97.7%, 3-year OS: 97.7%
IA3 (35): 
1,2,3-year DFS or OS: 100%

	Abstract
	Background: Furmonertinib is a novel oral, brain-penetrant EGFR tyrosine kinase inhibitor (TKI) that has been shown to exhibit broad activity and selectivity against various mutations, including EGFR 20ins mutations, in NSCLC. With advancements in clinical research, furmonertinib has demonstrated good efficacy and tolerability in treating early-stage NSCLC patients. This study aims to retrospectively evaluate the efficacy and safety of furmonertinib in early-stage EGFR-mutated NSCLC patients, in real-world study.
Methods: This retrospective study included patients with stage I-IIIA EGFR-mutated lung adenocarcinoma who underwent surgery and received adjuvant furmonertinib (80 mg, qd) treatment at the First Affiliated Hospital of Zhejiang University School of Medicine. The primary endpoints were the 2-year DFS rate and the 2-year OS rate. Secondary endpoints included DFS, OS, and safety. DFS was defined from the time of surgery to disease progression or death, while OS was defined from the time of surgery to death from any cause. Results: A total of 135 eligible patients were included in this study, including 59 with EGFR19+ and 76 with EGFR21+ mutations; 44 patients with stage IA2, 35 with stage IA3, 21 with stage IB, and 35 with stage II-IIIA. As of March 31, 2024, the median follow-up time was 31.6 months (95% CI: 30.6–32.6). Among the 135 patients, 15 experienced disease progression or death. The median DFS and OS for the overall population were not reached. The 1-year, 2-year, DFS rates were 95.6%, 91.1%, respectively, while the 1-year, 2-year, OS rates were 97.8%, 94.1%, respectively. In terms of safety, the incidence of treatment emergent adverse events (TEAEs) was 39.6% (53/135), most of TEAE weregrade1–2,witha 3gradeTRAEsoccurrencerateof3.0%(4/135). Common TEAEs included rash (14.8%, 20/135), diarrhea (11.1%, 15/ 135), oral ulcer (8.9%, 12/135), hepatic injury (4.4%, 6/135), and chapped skin (3.7%,5/135) with no new safety events reported. 
Conclusions: Furmonertinib demonstrates promising efficacy and manageable safety in the adjuvant treatment of early-stage NSCLC patients with EGFR mutations. Although the primary endpoint is still immature, the trial is ongoing and being continually followed up.
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	Study Title: Adjuvant Aumolertinib in Patients with Completely Resected, Stage IA2-IIIA Non-Small-Cell Lung Cancer with Uncommon EGFR Mutations

	Methods
	Journal: Journal of Thoracic Oncology supplement

	
	Publication type: conference

	
	Publication year: 2024 WCLC

	
	Study design: single-center, retrospective, single-arm, real-world study

	
	Phase: NA

	
	Study setting: China

	
	Study data: NA

	Participants

	Population description: patients who underwent completely resected, histologically confirmed stage IA2-IIIA non-squamous NSCLC with any uncommon EGFRm except EGFR Ex19del/L858R

	
	Number: 8 (stage IA: 2)

	
	Inclusion criteria: patients who underwent completely resected, histologically confirmed stage IA2-IIIA non-squamous NSCLC with any uncommon EGFRm except EGFR Ex19del/L858R

	
	Exclusion criteria: Not meeting the inclusion criteria

	
	EGFR mutation: uncommon EGFRm (except Ex19del/L858R)

	
	High-risks: NA

	Interventions
	EGFR-TKI: Aumolertinib

	
	Number: 8

	
	TNM stage (stage IA): IA2: 1, IA3: 1

	
	Age: 68.5 years (range 59-75)

	
	Gender (male/female/all): 4/4/8

	
	Smoking (yes/never): NA

	
	Dose: 110 mg, PO, QD

	
	Tx duration (day): 6-36 months

	
	Follow-up time: median follow-up time: 18.9 months

	Outcomes
	IA (2): 1-year DFS: 100.0%

	Abstract
	Introduction: Epidermal growth factor receptor-tyrosine kinase inhibitors (EGFR-TKIs) exhibit reduced sensitivity and suboptimal treatment outcomes in non-small cell lung cancer (NSCLC) patients with uncommon EGFR mutations (EGFRm) compared to those with common EGFRm. Several real-world studies have demonstrated that adjuvant aumolertinib treatment exhibits excellent efficacy and safety among stage I to III NSCLC patients who have undergone complete tumor resection. However, Data on adjuvant aumolertinib treatment in NSCLC with uncommon EGFRm is not available. Therefore, this study aims to assess the efficacy and safety of adjuvant aumolertinib in completely resected NSCLC patients with uncommon EGFRm. 
Methods: Completely resected, histologically confirmed stage IA2-IIIA non-squamous NSCLC patients with any uncommon EGFRm except EGFR Ex19del/L858R will be eligible for enrollment. Patients will receive oral aumolertinib at a dose of 110 mg once daily for 6 months to 3 years, depending on the pathological stage and individual physical conditions, until the discontinuation criteria are met. Disease-free survival (DFS), safety, and tolerability will be assessed, with patterns of recurrence and central nervous system (CNS) DFS designated as prespecified exploratory endpoints. 
Results: We retrospectively collected the data of 8 patients with stage IA2-IIIA NSCLC patients and uncommon EGFRm. Among them, 5, 1, and 2 patients had G719X/L861Q/S768I, exon 20 insertion, and other mutations, respectively. The median age was 68.5 years (range 59-75), with 50% being female. At the data cutoff, the median follow-up duration was 18.9 months, and only one patient with exon 20 insertion mutations experienced mediastinal lymph node recurrence. No CNS recurrence was observed. DFS has not yet been reached, with 1- and 2-year DFS rates of 100% and 80% in the overall population, respectively. For stage I disease, the 2-year DFS rate was 100%. During aumolertinib treatment, no adverse events of grade ≥3 were reported. There were no new safety signals or concerns identified. Two patients (25%) experienced drug-related adverse reactions, presenting with rash (1/8, 12.5%) and cough (1/8, 5.5%). 
Conclusions: This study represents the first investigation of third-generation EGFR-TKI adjuvant therapy in uncommon EGFR mutations. These findings highlight the promising efficacy of aumolertinib in the postoperative adjuvant treatment of NSCLC with uncommon EGFRm, coupled with an excellent safety profile. Long-term follow-up for our study is ongoing to explore additional survival outcomes. Keywords: Aumolertinib, Adjuvant, Uncommon EGFR mutations
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	Study Title: Adjuvant aumolertinib for resected EGFR-mutated stage IA2-IIIA non-small cell lung cancer: Updated results from a multiple-center real-world experience

	Methods
	Journal: Journal of Thoracic Oncology supplement

	
	Publication type: conference

	
	Publication year: 2025 ELCC

	
	Study design: multiple-center, retrospective, single-arm, real-world study

	
	Phase: NA

	
	Study setting: China

	
	Study data: deadline: 11 March 2024

	Participants

	Population description: patients who underwent radical surgery for EGFR-mutated (19Del/L858R) NSCLC (stage IA2-IIIA)

	
	Number: 288 (stage IA: 219)

	
	Inclusion criteria: patients who underwent radical surgery for EGFR-mutated (19Del/L858R) NSCLC (stage IA2-IIIA)

	
	Exclusion criteria: Not meeting the inclusion criteria

	
	EGFR mutation: Ex19del or L859R

	
	High-risks: visceral pleural invasion, micropapillary patterns, solid components

	Interventions
	EGFR-TKI: Aumolertinib

	
	Number: 288

	
	TNM stage (stage IA): IA2: 120; IA3: 99

	
	Age: NA

	
	Gender (male/female/all): NA

	
	Smoking (yes/never): NA

	
	Dose: 110 mg, PO, QD

	
	Tx duration (day): 12-36 months

	
	Follow-up time: median follow-up time: 28.3 months (1-3 years)

	Outcomes
	IA (219): 3-year DFS: 91.7%; 4-year DFS: 82.7%

	Abstract
	Background: Third-generation EGFR-TKIs have demonstrated significant efficacy as adjuvant therapy in patients with EGFR-mutated NSCLC. Aumolertinib, a novel third-generation EGFR TKI, has shown outstanding effectiveness in NSCLC patients with EGFR mutation, including those with brain metastasis. The study aimed to evaluate the long-term efficacy and safety of adjuvant aumolertinib in postoperative patients. 
Methods: Patients who underwent radical surgery for EGFR-mutated (19Del/L858R) NSCLC (stage IA2-IIIA) were enrolled from four medical centers. They received aumolertinib at a daily dose of 110 mg for durations ranging from 1 to 3 years, depending on the pathological stage and individual physical conditions. The study assessed disease-free survival (DFS), safety, and tolerability. 
Results: A total of 288 patients were enrolled. The median follow-up period was 28.3 months. At the data cutoff (December, 2024), disease recurrence was reported in 22 patients. The 4-year DFS rate was 74.1% in the overall population and 82.7% for stage I patients. Among stage I patients, 44% presented with high-risk pathological factors, with 22.6% having at least one such factor. The most common high-risk factors included visceral pleural invasion (21.7%), micropapillary patterns (12.7%), and solid components (7%). Patients with high-risk recurrence factors had a significantly higher risk of recurrence compared to those without such factors (p = 0.0001), suggesting that prolonged adjuvant therapy may be beneficial for these patients. No grade ≥3 adverse events were reported during aumolertinib treatment. Adverse reactions occurred in 103 patients (35.9%), with the most common being rash (50/288, 17.4%), abnormal liver function (18/288, 6.2%), oral ulcers (17/288, 5.9%), and diarrhea (15/288, 5.2%).
Conclusions: These updated results reinforce the robust efficacy of aumolertinib as an adjuvant therapy for NSCLC, following surgery, with an excellent safety profile. Long term follow-up is ongoing to investigate additional survival outcomes. 
Legal entity responsible for the study: The authors. 
Funding: Has not received any funding. 
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