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	NCT02283424

	Official Title
	A Randomized, Opened, Prospective Controlled Trial of Clinical Effectiveness for Icotinib as the Adjunctive Treatment After Surgery in Stage I-IIIB Lung Adenocarcinoma Patients With Epidermal Growth Factor Receptor Gene Mutation

	Study ID
	NCT02283424, PLATS1401

	Methods
	Study type: single-center, prospective, randomized controlled, opened, clinical study

	
	Study phase: IV

	
	Locations: China

	
	Objective: to explore the clinical effectiveness for Icotinib as the adjunctive treatment after surgery in stage I-IIIB lung adenocarcinoma patients with epidermal growth factor receptor gene mutation.

	Participants
	Number of participants: 100

	
	Population description in EGFR mutation: positive

	
	Inclusion criteria: 
1. 18-75 years old
2. Lung adenocarcinoma patients with epidermal growth factor receptor gene mutation, stage I-IIIB after surgery
3. The patients' Eastern Cooperative Oncology Group scores are ≤ 0-2

	
	Exclusion criteria: 
1. Mismatch conditions above
2. Have used other anti-cancer therapy drug before the trial and may influence the outcome

	
	High-risk factors: NA

	Interventions
	Time from surgery to medicine giving: NA

	
	Intervention: Icotinib: 125mg, 3/D, 2years

	
	Comparator: Carboplatin: 350mg/m2, 1/3weeks; Docetaxel: 75mg/m2, 1/3weeks

	Outcomes
	Primary outcomes: 5 years Recurrence-free Survival

	
	Secondary outcomes: 5 years Overall survival, PFS

	Study date
	Start Date: October 2014

	
	Study Completion: December 2017

	Notes
	Investigators: Yang Liu, Chinese PLA General Hospital

	
	Sponsors: Chinese PLA General Hospital

	
	Access information: https://clinicaltrials.gov/study/NCT02283424 
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	NCT04830826

	Official Title
	A Prospective, National, Multi-center, Non-intervention Real-world Study of Adjuvant Therapy in Early Stage NSCLC With EGFR Mutation-Positive in China

	Study ID
	ADDRESS, NCT04830826, D7913C00727

	Methods
	Study type: multiple-center, prospective, national, non-intervention, real-world study

	
	Study phase: NA

	
	Locations: 51 locations in China

	
	Objective: The main purpose is to explore the initial adjuvant treatment pattern after radical resection for early-stage NSCLC patients with EGFR Mutation-Positive in the real world. The secondary purpose was to observe the postoperative follow-up treatment pattern and its subgroups (based on different EGFR mutation status and different clinical stages).

	Participants
	Number of participants: 2000

	
	Population description in EGFR mutation: positive

	
	Inclusion criteria: 
1. Informed consent signed;
2. Newly confirmed EGFR Mutation-Positive NSCLC confirmed by histopathology except for cytology;
3. Receiving or not receiving neoadjuvant treatment before surgery;
4. Patients with stage I-III NSCLC undergo confirmed radical R0 resection;

	
	Exclusion criteria: 
1. Patients who currently or have previously participated in any other anti-tumor clinical studies;
2. Patients with NSCLC who have received any systemic anti-cancer therapy as the main treatment in the past. Cytotoxic therapy, targeted therapy (tyrosine kinase inhibitors or monoclonal antibodies) and immunotherapy included except for the use of neoadjuvant therapy;
3. Patients who have received adjuvant therapy before enrollment.
4. Patients with stage I-III NSCLC whose surgical resection cannot be confirmed.
5. Patients assessed by the investigator as unfit for enrollment, such as neurological disorders or metabolic disorders, physical examination or laboratory examination suspected that the patient has a possible disease, or has contraindications to the use of study drugs, or has treatment-related complications High risk etc.

	
	High-risk factors: NA.

	Interventions
	Time from surgery to medicine giving: NA

	
	Intervention: Gefitinib/Osimertinib

	
	Comparator: NA.

	Outcomes
	Primary outcomes: 2 years: The distribution of participants with initial adjuvant treatment pattern after radical resection surgery for early-stage NSCLC patients, Time on initial adjuvant treatment, The interval from the date of operation to the start date of initial adjuvant therapy with EGFR-TKI, Numbers of therapy cycles of initial adjuvant treatment

	
	Secondary outcomes: 2 years: The distribution of participants with follow-up treatment pattern after initial adjuvant treatment, Time on follow-up treatment, The interval from the date of operation to the start date of the follow-up treatment with EGFR-TKI, Numbers of therapy cycles of follow-up treatment

	Study date
	Start Date: 10 June 2020

	
	Study Completion: July 2024

	Notes
	Investigators: Jianxing He, The First Affiliated Hospital of Guangzhou Medical University

	
	Sponsors: The First Affiliated Hospital of Guangzhou Medical University

	
	Access information: https://clinicaltrials.gov/study/NCT04830826 
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	NCT04922138

	Official Title
	Efficacy and Safety of Aumolertinib as Adjuvant Therapy in Resectable Stage I NSCLC With High-grade Patterns and EGFR-sensitizing Mutations (APPOINT)

	Study ID
	APPOINT, NCT04922138, HSM-10296-A017

	Methods
	Study type: multiple-center, prospective, non-randomized, two-arm, clinical study

	
	Study phase: II

	
	Locations: 2 locations in China

	
	Objective: to evaluate the efficacy and safety of postoperative adjuvant Aumolertinib in stage I NSCLC with EGFR 19del/21L858R with solid, micropapillary, and/or complex gland components ≥10%

	Participants
	Number of participants: 104

	
	Population description in EGFR mutation: Ex19del, L858R either alone or in combination with other EGFR mutations including T790M

	
	Inclusion criteria: 
1. Male or female, aged at least 18 years.
2. Histologically confirmed diagnosis of primary non small lung cancer (NSCLC) on predominantly non-squamous histology.
3. Brain examination must be done prior to surgery as it is considered standard of care.
4. Patients are pathologically confirmed to be stage I after operation, containing solid, micropapillary, and/or complex gland components ≥10%.
5. Confirmation by the central laboratory that the tumour harbours one of the 2 common EGFR mutations known to be associated with EGFR-TKI sensitivity (Ex19del, L858R), either alone or in combination with other EGFR mutations including T790M.
6. Providing paraffin embedded section(10-15sheets), wax blocks or fresh frozen tissues.
7. Complete surgical resection of the primary NSCLC is mandatory. All gross disease must have been removed at the end of surgery. All surgical margins of resection must be negative for tumour.
8. World Health Organization Performance Status of 0 to 1.
9. Women of childbearing age should take appropriate contraceptive measures from screening to 3 months after stopping the study treatment and should not breastfeed. Before starting the administration, the pregnancy test was negative.
10. Male patients should be willing to use barrier contraception from screening to stopping study treatment for 3 months.(i.e., condoms).
11. For inclusion in study, patient must provide a written informed consent.
12. ≤10 weeks between surgery and treatment period

	
	Exclusion criteria: 
1. Treatment with any of the following:
 Pre-operative or post-operative or planned radiation therapy for the current lung cancer
 Pre-operative (neo-adjuvant) platinum based or other chemotherapy
 Prior treatment with neoadjuvant or adjuvant EGFR-TKI at any time
 Any other anti-tumor treatment for lung cancer(Including proprietary Chinese patent medicine with anti-tumor effects and anti-tumor immunotherapy, etc.)
 Major surgery (excluding placement of vascular access) within 4 weeks of the first dose of study drug.
 Treatment with an investigational drug within five half-lives of the compound or any of its related material.
 Medications that are predominantly CYP3A4 strong inhibitors or inducers or sensitive substrates of CYP3A4 with a narrow therapeutic range within 7 days of the first dose of study drug.
2. Patients who have had only segmentectomies or wedge resections
3. History of other malignancies, except: adequately treated non-melanoma skin cancer, curatively treated in-situ cancer, or other solid tumours curatively treated with no evidence of disease for > 5 years following the end of treatment.
4. Any unresolved toxicities from prior therapy greater than CTCAE Grade 1 at the time of starting study treatment with the exception of alopecia and Grade 2, prior platinum-therapy related neuropathy.
5. Any evidence of severe or uncontrolled systemic diseases, including uncontrolled hypertension and active bleeding diatheses; or active infection including hepatitis B, hepatitis C and human immunodeficiency virus (HIV).
6. Refractory nausea and vomiting, chronic gastrointestinal diseases, inability to swallow the formulated product, or previous significant bowel resection that would preclude adequate absorption of Aumolertinib.
7. Any of the following cardiac criteria:
 Mean resting corrected QT interval (QTc) > 470 ms obtained from 3 electrocardiograms (ECGs), using the screening clinic's ECG machine and Fridericia's formula for QT interval correction (QTcF).
 Any clinically important abnormalities in rhythm, conduction, or morphology of the resting ECG (e.g., complete left bundle branch block, third-degree heart block, second-degree heart block, PR interval > 250 ms).
 Any factors that increase the risk of QTc prolongation or risk of arrhythmic events, such as heart failure, hypokalemia, congenital long QT syndrome, family history of long QT syndrome, or unexplained sudden death under 40 years of age in first degree relatives or any concomitant medication known to prolong the QT interval.
8. Past medical history of ILD, drug-induced ILD, radiation pneumonitis which required steroid treatment, or any evidence of clinically active ILD.
9. Inadequate bone marrow reserve or organ function.
10. History of hypersensitivity to any active or inactive ingredient of Aumolertinib, or to drugs with a similar chemical structure or class to Aumolertinib.
11. Any severe and uncontrolled ocular disease that may, in the ophthalmologist's opinion, present a specific risk to the patient's safety.
12. Judgment by the Investigator that the patient should not participate in the study if the patient is unlikely to comply with study procedures, restrictions, and requirements.
13. Any disease or condition that, in the opinion of the Investigator, would compromise the safety of the patient or interfere with study assessments.

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

	Interventions
	Time from surgery to medicine giving: ≤10 weeks

	
	Intervention: Aumolertinib: Orally 110 mg Aumolertinib tablets (55 mg/tablet, 2 tablets/day) once a day until recurrence or completion of treatment or reaching the standard of discontinuation.

	
	Comparator: Observation

	Outcomes
	Primary outcomes: 24 months: 2-year Disease free survival (DFS) rate

	
	Secondary outcomes: 60 months: 3-, 4-, and 5-year DFS rate, Overall Survival (OS), Patient health-related quality of life and symptoms (HRQoL) by SF-36v2 Health Survey. From date of treatment start until 28 days after treatment completion: Incidence of Adverse Events (AEs)

	Study date
	Start Date: 14 January 2022

	
	Study Completion: 15 October 2025

	Notes
	Investigators: Baohui Han, Shanghai Chest Hospital

	
	Sponsors: Shanghai Chest Hospital, Jiangsu Hansoh Pharmaceutical Co., Ltd.

	
	Access information: https://clinicaltrials.gov/study/NCT04922138 
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	NCT05079022

	Official Title
	Circulating Tumor DNA (ctDNA)-Minimal Residual Disease (MRD) Based Adjuvant Targeted Therapy in EGFR Mutation-positive Stage I Lung Adenocarcinoma Patients After Complete Surgical Resection

	Study ID
	NCT05079022, Y-2021 AST/zd-0105

	Methods
	Study type: single-center, prospective, single-arm, clinical study

	
	Study phase: I and II

	
	Locations: China

	
	Objective: to determine the feasibility and effectiveness of ctDNA-MRD based adjuvant furmonertinib therapy in EGFR mutation-positive stage I lung adenocarcinoma patients after complete surgical resection.

	Participants
	Number of participants: 50

	
	Population description in EGFR mutation: Ex19del or L858R

	
	Inclusion criteria: 
1. Stage I lung adenocarcinoma patients underwent complete surgical resection with negative margins (R0) and harbor sensitizing EGFR mutations (exon 19 and/or exon 21).
2. Positive ctDNA after surgery and prior to adjuvant therapy (4 weeks after surgery).
3. Completely recovered from surgery before adjuvant treatment and showed no signs of tumor recurrence in imaging.
4. Adequate organ function: 1) Hemoglobin ≥ 9.0 g/dL; 2) Absolute neutrophil count (ANC) ≥ 1500 cells/mm3; 3) Platelets ≥ 90,000/mm3; 4) AST, ALT ≤ 2.5 x ULN; 5) Total bilirubin ≤ 1.5 x ULN; 6) Serum creatinine ≤ 1.5x ULN and calculated creatinine clearance ≥ 60ml/min.
5. Age >18 years old.
6. Eastern Cooperative Oncology Group (ECOG) performance status of 0-2.
7. Females must have a negative pregnancy test within 7 days prior to the start of dosing if of child-bearing potential.
8. Males and females of reproductive potential who are sexually active must agree to use adequate contraception prior to entry, during the process and 8 weeks after drug withdrawal.
9. Written informed consent.
10. Compliance with the protocol.
11. Ability to swallow the formulated product.

	
	Exclusion criteria: 
1. Any type of systemic anticancer therapy for lung adenocarcinomas, including chemotherapy, targeted therapy or immunotherapy.
2. Any prior local radiotherapy for lung adenocarcinomas.
3. Clinical objective evidence (pathology or imaging) to confirm disease recurrence before the start of adjuvant therapy.
4. Allergy to furmonertinib or any ingredients.
5. Past medical history of ILD, drug-induced ILD or any evidence of clinically active ILD; CT scan at baseline revealed the presence of idiopathic pulmonary fibrosis.
6. Any evidence of uncontrolled systemic diseases, including active infection, uncontrolled hypertension, unstable angina, angina within the last 3 months, congestive heart failure (≥ New York Heart Association [NYHA] Grade II), myocardial infarction (6 months before enrollment), severe arrhythmia requiring medical treatment, liver diseases, kidney diseases or metabolic diseases.
7. Known history of human immunodeficiency virus (HIV) infection.
8. Pregnant or lactating women.
9. History of neurological or psychiatric disorders, including epilepsy or dementia.
10. Other judgments by the Investigator that the patient should not participate in the study.

	
	High-risk factors: NA

	Interventions
	Time from surgery to medicine giving: 4 weeks

	
	Intervention: Furmonertinib: 80 mg orally once daily until 3 years or disease progression or unacceptable toxicity occurs.

	
	Comparator: NA

	Outcomes
	Primary outcomes: Clearance of ctDNA at 6 months

	
	Secondary outcomes: pre-surgery and 3 days after the surgery: Relationship between radiomics features and ctDNA status; 3 years: Relapse-free survival (RFS), Incidence of Treatment-Emergent Adverse Events, Relationship between radiomics features and clinical outcome; 12 months: Clearance of ctDNA at 12 months; 0, 3, 6, 12, 18, 24, 30, 36 months: Genomic changes of ctDNA

	Study date
	Start Date: October 2021

	
	Study Completion: September 2024

	Notes
	Investigators: Fan Yang, Peking University People's Hospital

	
	Sponsors: Peking University People's Hospital, Beijing CSCO-Allist Cancer Research Foundation, Shanghai Allist Pharmaceutical Technology Co., Ltd., Guangzhou Burning Rock Medical Examination Institute Co., Ltd.

	
	Access information: https://clinicaltrials.gov/study/NCT05079022 
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	NCT05120349

	Official Title
	A Phase III, Double-blind, Randomised, Placebo-Controlled, International Study to Assess the Efficacy and Safety of Adjuvant Osimertinib Versus Placebo in Participants With EGFR Mutation-positive Stage IA2-IA3 Non-small Cell Lung Cancer, Following Complete Tumour Resection

	Study ID
	ADAURA2, NCT05120349, D516FC00001, CTIS2023-509943-28-00, EUCTR2021-004135-89-ES

	Methods
	Study type: multiple-center, prospective, double-blind, randomised, placebo-controlled, two-arm, international study

	
	Study phase: III

	
	Locations: 139 locations in 20 European, American and Asian countries or regions

	
	Objective: to assess the effects of osimertinib in participants with EGFRm stage IA2-IA3 non-small cell lung cancer following complete tumour resection.

	Participants
	Number of participants: 390

	
	Population description in EGFR mutation: Ex19del or L858R

	
	Inclusion criteria: 
1. Male or female, at least ≥ 18 years.
2. NSCLC, of non-squamous histology.
3. Stage IA2 or IA3 disease, based on TNM8 classification.
4. Complete surgical resection (R0) of the primary NSCLC by lobectomy, bilobectomy, segmentectomy or sleeve resection.
5. Complete recovery from surgery at the time of randomisation. Study intervention cannot commence within 4 weeks following surgery. No more than 12 weeks may have elapsed between surgery and randomisation for participants.
6. World Health Organization performance status of 0 or 1.
7. Provision of tumour sample for central pathology assessment of pathologic risk factors and to assess EGFR mutation status prior to randomisation.
8. A tumour which harbours one of the 2 EGFR mutations (Ex19del, L858R) by cobas® EGFR Mutation Test v2 (Roche Diagnostics) or FoundationOne® test.
9. Minimum life expectancy of > 6 months.
10. Females must be using highly effective contraceptive measures, and must have a negative pregnancy test prior to start of dosing if of child-bearing potential, or must have evidence of non-child-bearing potential. Male subjects must be willing to use barrier contraception.

	
	Exclusion criteria: 
1. Mixed small cell and non-small cell cancer history.
2. Participants with incomplete (R1/R2) resection, or who have undergone pneumonectomy or only wedge resection.
3. Any evidence of severe or uncontrolled systemic diseases, including uncontrolled hypertension and active bleeding diatheses; or active infection including HCV and HIV or active uncontrolled HBV infection.
4. History of another primary malignancy, including any known or suspected synchronous primary lung cancer except for malignancy treated with curative intent with no known active disease ≥ 5 years before the first dose of study intervention and of low potential risk for recurrence.
5. Any of the following cardiac criteria:
 Mean resting QTcF interval > 470 ms, obtained from triplicate ECGs performed at screening.
 Any abnormalities in rhythm, conduction, or morphology of resting ECG,
 Any factors that increase the risk of QTcF prolongation or risk of arrhythmic events.
6. History of interstitial lung disease.
7. Inadequate bone marrow reserve or organ function.
8. Any unresolved toxicities from prior therapy greater than CTCAE Grade 1 at the time of starting study intervention.
9. Prior treatment with any anticancer therapy for NSCLC (including chemotherapy, radiotherapy, immunotherapy, and EGFR-TKIs).
10. Major surgery or significant traumatic injury within 4 weeks of the first dose of study intervention.
11. Participants currently receiving medications or herbal supplements known to be strong inducers of CYP3A4.

	
	High-risk factors: pathologic features assessed by central pathology review during screening.

	Interventions
	Time from surgery to medicine giving: 4-12 weeks

	
	Intervention: Osimertinib: initial dose of 80mg once daily can be reduced to 40mg once daily. Treatment can continue until disease recurrence, unacceptable toxicity or other discontinuation criteria are met.

	
	Comparator: Placebo for osimertinib, orally, once daily. Initial dose of 80mg once daily can be reduced to 40mg once daily.

	Outcomes
	Primary outcomes: From date of randomisation up to approximately 10 years: DFS in high-risk stratum

	
	Secondary outcomes: From date of randomisation up to approximately 10 years: DFS in overall population, OS in high-risk stratum and the overall population, PK plasma concentrations of osimertinib and of metabolite AZ5104 in overall population, Impact of osimertinib versus placebo on physical functioning, Central Nervous System (CNS) Disease-Free Survival (DFS) in both the high-risk stratum and the overall population, Safety and tolerability in overall population

	Study date
	Start Date: 21 February 2022

	
	Study Completion: 1 November 2032

	Notes
	Investigators: Jonathan Goldman, University of California; Yasuhiro Tsutani, Kindai University Facility of Medicine; Jie He, The Cancer Institute and Hospital, Chinese Academy of Medical Sciences 

	
	Sponsors: AstraZeneca  

	
	Access information: https://clinicaltrials.gov/study/NCT05120349 
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	NCT05445310

	Official Title
	Adjuvant Furmonertinib in Stage IA With High Risk Factors and Stage IB Non-small Cell Lung Cancer: a Prospective Single-arm Study

	Study ID
	NCT05445310, AST-PMR2201

	Methods
	Study type: multi-center, prospective, single-arm, clinical study

	
	Study phase: II

	
	Locations: China

	
	Objective: to investigate the efficacy and safety furmonertinib 80mg/d as adjuvant treatment for 3 years post surgery of stage IA with high-risk factors and stage IB non-small cell lung cancer. A total of 114 patients would be enrolled. The primary endpoint is the disease-free survival rate at 3 years.

	Participants
	Number of participants: 114

	
	Population description in EGFR mutation: exon 19, L858R, S768I, G719X, L861Q, T790M mutations et al.

	
	Inclusion criteria: 
1. Received radical resection of non-small cell lung cancer without prior anti-tumor therapies including radiotherapy, chemotherapy, target therapy and immunotherapy.
2. Histologically diagnosed Non-small cell lung cancer based on the judgement of at least 2 pathologists.
3. Stage IA with high risk factors including micropapillae or solid components, vascular invasion, spread through air spaces, low differentiation, tumor budding and insufficient lymph node dissection; Stage IB with or without high-risk factors. The pathological stage is based on the 8th edition of AJCC lung cancer staging.
4. EGFR mutation positive according to NGS testing by tissue, including deletions in exon 19, L858R, S768I, G719X, L861Q, T790M mutations et al.
5. ECOG performance status 0-1.
6. Sufficient organ function in liver, renal, kidney and hematology.
7. With written signed informed consent form, ability to report adverse events, and good adherence to clinical study.

	
	Exclusion criteria: 
1. Lung cancer with small cell or neuroendocrine cancer cell.
2. EGFR exon 20 insertion positive.
3. Concurrent with other diver mutations including alterations in ALK, ROS1, MET et al.
4. Women who are pregnant or breastfeeding.
5. Use of CYP3A4 strong depressant within 7 days or CYP3A4 strong inducer within 21 days prior to initial administration, use of other anti-tumor treatment including traditional Chinese medicine within 14 days before enrollment.
6. Concurrent with other malignancies excluding carcinoma in situ.
7. With uncontrolled systematic diseases such as active bleeding, unstable angina, heart infarction within 1 year, chronic heart failure and uncontrolled hypertension and diabetes mellitus; with active infection of HBV, HCV or HIV, or other infections requiring injection of antibiotics.
8. Gastrointestinal disorders which may affect drug taking or absorption.
9. With history of QT prolongation or relative risk factors including heart failure, hypokalemia, congenital long QT syndrome, family history of long QT syndrome et al.
10. With history of interstitial lung disease or relative risk.
11. Allergic to any component of furmonertinib tablet.
12. Mental illness or drug abuse.
13. Live vaccination within 30 days before enrollment.
14. Other situation judged by investigator such as failure to follow the rules of study.
15. Attending another study of investigational drug, or received other study drugs or medical devices with 4 weeks before enrollment.

	
	High-risk factors: micropapillae or solid components, vascular invasion, spread through air spaces, low differentiation, tumor budding and insufficient lymph node dissection.

	Interventions
	Time from surgery to medicine giving: NA

	
	Intervention: Furmonertinib: 80mg/d for 3 years or until disease recurrence or treatment cessation for other reasons.

	
	Comparator: NA

	Outcomes
	Primary outcomes: 3 years following the first dose of study drug: Disease-free survival rate at 3 years.

	
	Secondary outcomes: 3 years following the first dose of study drug: Overall survival rate at 3 years, Median disease-free survival, Adverse events; Approximately 5 years following the first dose of study drugs: Median overall survival

	Study date
	Start Date: 6 August 2022

	
	Study Completion: 1 July 2026

	Notes
	Investigators: Peking Union Medical College Hospital

	
	Sponsors: Peking Union Medical College Hospital

	
	Access information: https://clinicaltrials.gov/study/NCT05445310 
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	NCT05514314

	Official Title
	A Multicenter Prospective Study to Assess the Effects of Adjuvant Icotinib in EGFRm Stage I NSCLC With High-risk of Disease Recurrence After Complete Resection

	Study ID
	NCT05514314, BD-IC-IV96

	Methods
	Study type: multiple-center, prospective, single-arm, clinical study

	
	Study phase: II

	
	Locations: NA

	
	Objective: to assess the effects of adjuvant icotinib among EGFR mutant stage I lung adenocarcinoma patients, who have high-risk pathological features of recurrence.

	Participants
	Number of participants: 90

	
	Population description in EGFR mutation: Ex19del or L858R

	
	Inclusion criteria: 
1. Male or female, at least ≥ 18 years，and ≦ 80 years
2. Lung adenocarcinoma.
3. Stage I disease (IA or IB), based on TNM8 classification.
4. There is at least one of the following high-risk factors:
 pathologically confirmed vascular invasion positive;
 pathologically confirmed lung adenocarcinoma containing solid or micropapillary or complex gland histology, with a percentage > 20%;
 pathologically confirmed invasive tumor size > 2 cm;
 pathologically confirmed visceral pleural involvement (T2a).
5. Started adjuvant therapy in this study 4-6 weeks after complete resection without any previous antitumor therapy.
6. A tumour which harbours one of the 2 EGFR mutations (Ex19del, L858R), without KRAS mutation
7. World Health Organization performance status of 0 or 1.
8. Bood routine: HB > 80g/L; ANC > 1.0x109/L; PLT > 50x109/L.Blood biochemistry： ALT and AST < 2.5 times the upper limit of normal; Crea < 1.5 times the upper limit of normal.
9. Good adherence to follow-up.
10. During the trial and for 3 months after the trial, Participants must be using highly effective contraceptive measures.

	
	Exclusion criteria: 
1. Prior treatment with any anticancer therapy for NSCLC (including chemotherapy, radiotherapy, immunotherapy, and EGFR-TKIs).
2. Local radiotherapy.
3. Patients with cancers other than NSCLC (except cured cervical carcinoma in situ, cured basal cell carcinoma and bladder epithelial tumors) within 5 years prior to the start of treatment in this study.
4. Any unstable systemic disease (including active infection, uncontrolled hypertension, unstable angina, angina pectoris beginning within the last 3 months, congestive heart failure, myocardial infarction occurring within 6 months prior to enrollment, severe arrhythmia requiring medication, liver, kidney or metabolic disease).
5. Any clinical evidence suggestive of active interstitial lung disease.
6. An eye inflammation or eye infection that is not fully controlled, or any condition that could lead to one of these eye conditions.
7. Known human immunodeficiency virus (HIV) infection.
8. Known hypersensitivity to EGFR-TKI drugs or related components.
9. Mixed small cell and non-small cell cancer history.
10.Substance abuse, or illnesses such as psychological or psychiatric disorders that may interfere with study compliance.
11. Patients with epilepsy requiring medication (e.g. steroids or anti-epileptic drugs).
12. Other conditions deemed unsuitable for enrollment by the investigator.

	
	High-risk factors: vascular invasion positive; lung adenocarcinoma containing solid or micropapillary or complex gland histology, with a percentage > 20%; invasive tumor size > 2 cm; visceral pleural involvement (T2a)

	Interventions
	Time from surgery to medicine giving: 4-6 weeks

	
	Intervention: Icotinib: 125mg orally, TID was started for 2 years, or treatment was discontinued due to tumor recurrence or intolerance

	
	Comparator: NA.

	Outcomes
	Primary outcomes: Up to approximately 10 years: Recurrence-Free Survival (RFS)

	
	Secondary outcomes: Up to approximately 10 years: Overall Survival (OS) and Safety and tolerability

	Study date
	Start Date: 1 September 2022

	
	Study Completion: 30 June 2025

	Notes
	Investigators: Wu Nan, Peking University Cancer Hospital & Institute

	
	Sponsors: self-fund

	
	Access information: https://clinicaltrials.gov/study/NCT05514314 
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	NCT05686434

	Official Title
	Efficacy and Safety of Osimertinib Adjuvant Therapy in High-risk Stage I EGFRm NSCLC After Complete Resection (OSTAR): a Prospective, Single-arm Study

	Study ID
	OSTAR, NCT05686434, NSCLC-Osimertinib-001

	Methods
	Study type: single-center, prospective, single-arm, clinical study

	
	Study phase: II

	
	Locations: China

	
	Objective: to evaluate the efficacy and safety of adjuvant Osimertinib therapy in completely resected stage I non-squamous non-small cell lung cancer (NSCLC) with high-risk factors (solid and/or micropapillary component ≥10%, and/or airway spread).

	Participants
	Number of participants: 65

	
	Population description in EGFR mutation: Ex19del, L858R, alone or in conjunction with other EGFR mutations, including T790M

	
	Inclusion criteria: 
1. The subject will voluntarily sign the informed consent in person, and provide the informed consent before any specific study procedures;
2. Male and female, ≥18 years old;
3. Primary non-squamous NSCLC confirmed histologically by the central laboratory;
4. Brain imaging examinations should be performed before surgery or enrollment;
5. The patient was clinically confirmed as stage I by imaging, and was staged according to the eighth edition of TNM lung cancer;
6. As confirmed by the central laboratory, the tumor contains one of the two common EGFR mutations known to be associated with EGFR-TKI sensitivity (Ex19del, L858R), alone or in conjunction with other EGFR mutations, including T790M;
7. The primary NSCLC must be completely resected by surgery, and all lesions must be removed at the end of the surgery. All surgical margins must be negative. Lobectomy can be done with open surgery or thoracoscopic (VATS);
8. Central laboratory pathology confirmed solid and/or micropapillary component ≥10%, or STAS;
9. The interval from operation to adjuvant Osimertinib treatment is no more than 10 weeks;
10. WHO physical status score is 0~1;
11. Paraffin-embedded sections (10-15 sheets), or wax blocks or fresh frozen tissue for surgical resection of the lesion should be provided;
12. At least 2 weeks prior to initiation of the study drug, female subjects should be using highly effective contraceptive methods, pregnancy tests must be negative, and there must be no ongoing breastfeeding prior to initiation of the drug, or else one of the following criteria must be met at the time of screening to demonstrate the possibility of non-fertility:
 Postmenopausal was defined as over 50 years of age and amenorrhea for at least 12 months after cessation of all exogenous hormone therapy.
 Women under 50 should be considered to have stopped menstruating if they have stopped menstruating for 12 months or more after stopping exogenous hormone therapy and their LH and 13. FSH levels are within the agency's postmenopausal range.
Irreversible surgical sterilization recorded by hysterectomy, bilateral oophorectomy or bilateral salpingectomy, but not tubal ligation;Male subjects must be willing to use barrier contraception.

	
	Exclusion criteria: 
1. Exposure to other antitumor therapies before enrollment;
2. Patients who only received segmental resection and wedge resection;
3. History of other malignancies, other than non-melanoma skin cancer, carcinoma in situ or other solid tumors that have been effectively treated, and the treating physician has determined that there is no evidence of disease recurrence for 5 years after treatment;
4. Evidence of any severe or uncontrolled systemic disease, including uncontrolled hypertension and active bleeding, any condition that the investigator considers to be detrimental to patient participation in the study or to adherence to the protocol, or active infections including hepatitis B, hepatitis C, and human immunodeficiency virus (HIV). Omission requirement for screening chronic diseases;
5. Any of the following cardiac criteria:
 QTc values obtained using screening clinic ECG machines mean resting corrected QT interval (QTc) > 470 milliseconds from 3 electrocardiogram (ECG) tests,
 Any abnormalities in rhythm, conduction, or morphology of a clinically significant resting ECG, such as left bundle branch block, third degree heart block, and second degree heart block.
 Any factors that increase the risk of prolonged QTc or arrhythmia events, such as heart failure, hypokalemia, congenital long QT syndrome, sudden unexplained death under 40 years of age in a first-degree relative or any concomitant medication known to prolong the QT interval.
6. Any evidence of prior history of interstitial lung disease, drug-induced interstitial lung disease, radiation pneumonia requiring steroid treatment, or active interstitial lung disease;
7. Lack of adequate bone marrow reserve or organ function (demonstrated by any of the following laboratory values: absolute neutrophil count <1.5×10⁹/L;Platelet count <100×10⁹/L;Hemoglobin <90 g/L;Alanine aminotransferase > 2.5 ULN; Aspartate aminotransferase >2.5 times ULN;Total bilirubin > 1.5 ULN;Serum creatinine >1.5 ULN with creatinine clearance <50 mL/min [as measured or calculated by Cockcroft and Gault formulas] - creatinine clearance only needs to be confirmed when creatinine >1.5 ULN);
8. History of hypersensitivity to active or inactive excipients of Osimertinib or drugs with similar chemical structures or classes to ocitinib;
9. Uncontrolled nausea and vomiting, chronic gastrointestinal illness, inability to swallow formulated drugs, or prior major bowel resection that prevents adequate absorption of Osimertinib;
10. Any evidence of corneal injury confirmed by ophthalmic examination through slit lamp evaluation;
11. The patient is pregnant or nursing;
12. History of allergy to ocitinib active or inactive excipients or drugs similar in chemical structure or class to Osimertinib;
13. If the patient is unlikely to comply with study procedures, restrictions, and requirements, the investigator judges that the patient should not participate in the study.

	
	High-risk factors: solid and/or micropapillary component ≥10%, and/or airway spread

	Interventions
	Time from surgery to medicine giving: ≤10 weeks

	
	Intervention: Osimertinib: oral 80 mg once a day for a planned duration of 3 years (156 weeks).

	
	Comparator: NA

	Outcomes
	Primary outcomes: From date of randomisation up to approximately 5 years: 3-year DFS rate

	
	Secondary outcomes: From date of randomisation up to approximately 10 years: DFS, OS, Safety and tolerability in overall population; From date of randomization up to approximately 5 years: 3-year OS rate, 5-year OS rate; Measured by SF-36 Questionnaire at baseline, 12 week,and then every 24 weeks until study complete, disease recurrence or other discontinuation criteria met, up to approximately 5 years: health-related quality of life and Symptoms (HRQoL)

	Study date
	Start Date: 14 October 2022

	
	Study Completion: 14 October 2029

	Notes
	Investigators: Dongsheng Yue, Richeng Jiang, Tianjin Medical University Cancer Institute and Hospital

	
	Sponsors: Tianjin Medical University Cancer Institute and Hospital

	
	Access information: https://clinicaltrials.gov/study/NCT05686434 
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	Official Title
	A Prospective Study of Befotertinib Adjuvant Therapy in Patients With Postoperative MRD-positive Non-small Cell Lung Cancer in Stage IA2-IB With High Risk Factors

	Study ID
	NCT06561620, ECTOP-1024

	Methods
	Study type: single-center, prospective, non-randomized, controlled, two-arm, clinical study

	
	Study phase: IV

	
	Locations: China

	
	Objective: to evaluate 3-year disease-free survival after complete resection in patients with MRD-positive EGFR-sensitive mutations in Stage IA2-IB NSCLC treated with adjuvant befortinib and under routine observation (3y-DFS).

	Participants
	Number of participants: 592

	
	Population description in EGFR mutation: sensitive mutation positive

	
	Inclusion criteria: 
1. Age: 18-75 years old.
2. Gender: both men and women are acceptable, as balanced as possible.
3. Patients with lung adenocarcinoma who underwent R0 resection and were clinically confirmed as IA2-IB by histopathology and whose tumor size was (1-4cm), the surgical tissue samples tested positive for EGFR-sensitive mutations and positive for MRD after surgery.
4. Accompanied by arbitrary ≥ 2 high-risk factors; High risk factors such as pleural invasion, airway diffusion, vascular infiltration, low differentiation, pathological micropapillary composition ≥ 15%, complex glandular composition ≥ 20%, etc.
5 Achieve R0 resection: For CTR < 50% ground glass nodules, wedge resection is acceptable and the margin is negative, and 3 groups of lymph node biopsies are negative; for CTR ≥ 50% or pure solid nodules, at least segmental resection is undergone, and lymph node dissection is systematically performed; if there is no clear evidence of metastasis, if it cannot be judged, it can be determined by an independent review committee for pathological consultation.
6. The ECOG behavioral status score is 0 to 1, and the expected survival time is > 1 year.
7. Voluntary MRD screening and voluntary befortinib adjuvant therapy; 7. Have a certain organ system function, defined as follows, based on the researcher's experience A. Absolute neutrophil count (ANC) ≥ 1.5 x 109/L B. Platelets ≥ 100 x 109/L; C. Hemoglobin ≥ 9 g/dL (≥ 90 g/L) Note that in order to achieve the required hemoglobin level, blood transfusion is allowed; D. Total bilirubin ≤ 1.5 times the upper limit of normal (ULN); E. If there is no liver metastasis, alanine aminotransferase (ALT) and aspartate aminotransferase (AST) ≤ 2.5 × ULN; if liver metastasis, ≤ 5 × ULN; F. Creatinine ≤ 1.5 x ULN. Patients are still eligible for inclusion if the creatinine clearance value calculated by the Cockcroft-Gault method is ≥ 50 mL/min (0.83 mL/s).
8. Female subjects of childbearing age must have a serum pregnancy test within 3 days before the start of the study drug, and the result is negative, and they are willing to use a medically approved high-efficacy contraceptive method (such as intrauterine devices, contraceptives or condoms) during the study period and within 3 months after the last administration of the study drug; for significant other male subjects who are women of childbearing age, they should be surgically sterilized, or agree to use effective methods of contraception during the study period and within 3 months after the last study dose.
9. Voluntary and capable of following the test and follow-up procedures. 10. Sign the informed consent form.

	
	Exclusion criteria: 
1. There is any other treatment before the operation, and no informed consent is signed;
2. The patient has been diagnosed with cancer within 2 years;
3. Have a history of interstitial lung disease, drug-induced interstitial disease or any active interstitial lung disease with clinical evidence; CT scan at baseline revealed idiopathic pulmonary fibrosis.
4. Patients who are known to be allergic to any component of befortinib or similar drugs;
5. Pregnant or lactating women;
6. Situations considered unsuitable for inclusion by other researchers.

	
	High-risk factors: pleural invasion, airway diffusion, vascular infiltration, low differentiation, pathological micropapillary composition ≥ 15%, complex glandular composition ≥ 20%, etc.

	Interventions
	Time from surgery to medicine giving: NA

	
	Intervention: Befotertinib

	
	Comparator: Observation

	Outcomes
	Primary outcomes: 3-year disease-free survival

	
	Secondary outcomes: NA

	Study date
	Start Date: 1 May 2024

	
	Study Completion: 1 May 2029

	Notes
	Investigators: Haiquan Chen, Fudan University

	
	Sponsors: Fudan University

	
	Access information: https://clinicaltrials.gov/study/NCT06561620 
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	NCT06709274

	Official Title
	Minimal Residual Disease (MRD)-Guided Adjuvant Therapy in Stage I Non-Small Cell Lung Cancer: A Prospective, Multicenter, Randomized Controlled Study

	Study ID
	MOTION-NSCLC, NCT06709274, CTONG2301

	Methods
	Study type: multiple-center, prospective, randomized controlled, two-arm, clinical study

	
	Study phase: NA

	
	Locations: 15 locations in China

	
	Objective: to evaluate the effectiveness of minimal residual disease (MRD) as a biomarker for guiding adjuvant therapy decisions in patients with Stage I non-small-cell lung cancer (NSCLC). The study will compare outcomes between an MRD-guided management group and a standard-of-care group, focusing on whether the use of MRD information can improve the 3-year disease-free survival rate compared to existing treatment protocols. Participants in the MRD-guided management group will receive targeted therapy, immunotherapy, or observation based on their postoperative MRD status, while those in the standard-of-care group will receive treatments or observation according to current clinical guidelines.

	Participants
	Number of participants: 342

	
	Population description in EGFR mutation: positive

	
	Inclusion criteria: 
1. Non-small cell lung cancer (NSCLC) confirmed by histological and/or cytological examination. Invasive subtypes are required for adenocarcinomas.
2. Stage IA or IB after surgery based on pathological TNM8 staging criteria established by the International Union Against Cancer/American Joint Committee on Cancer (8th Edition).
3. Completely surgical resection (R0) of the primary NSCLC via lobectomy, segmentectomy, or sleeve lobectomy. The gross tumor must be entirely removed, and all surgical margins of the excised tumor must be negative.
4. Complete recovery from surgery with no evidence of disease progression within 2 weeks prior to the first treatment decision.
5. Eastern Cooperative Oncology Group (ECOG) performance status score of 0-1.
6. Minimum life expectancy of ≥12 weeks.
7. Demonstrate adequate organ function, including:
 Hematological parameters:
-Absolute neutrophil count ≥1.5×10^9/L
-Platelet count ≥100×10^9/L
-Hemoglobin ≥90 g/L
 Liver function:
-ALT ≤2.5× upper limit of normal (ULN)
-AST ≤2.5×ULN
-Total Bilirubin (TBL) ≤1.5×ULN 
 Renal function: 
-Creatinine level ≤1.25×ULN, or creatinine clearance ≥60 mL/min (measured or calculated using the Cockcroft-Gault formula).
8. Male or female, age between 18 and 75 years.
9. Written informed consent must be obtained from the subject or their legal representative.
10. Participants regardless of sex must agree to use effective contraception during the study period and for 3 months following treatment completion.
11. Willingness and ability to comply with visit schedules, treatment plans, and laboratory assessments.

	
	Exclusion criteria: 
1. Histopathologically confirmed small cell carcinoma components.
2. Presence of multiple pulmonary nodules.
3. Incomplete resections (R1/R2) or resections via bilateral lobectomy, pneumonectomy, or wedge resection.
4. A history of any systemic anti-tumor treatment, including but not limited to surgery, neoadjuvant chemotherapy, radiotherapy, targeted therapy, or immunotherapy.
5. Significant allergies to any targeted drugs, immunotherapies, or chemotherapy agents used in the study.
6. Previous use of any traditional Chinese medicine with anti-tumor properties, or use of such medicine within 2 weeks prior to surgery.
7. History of other malignancies within the past 5 years, with the exception of the following:
 Other malignancies fully cured by surgery with a disease-free survival of more than 10 years
 Curable basal cell carcinoma of the skin
 Bladder carcinoma in situ
 Cervical carcinoma in situ
8. History of interstitial lung disease, drug-induced interstitial lung disease, radiation-induced pneumonia requiring steroid treatment, or any evidence of clinically active interstitial lung disease.
9. Active hepatitis B, defined as HBsAg positive with an HBV-DNA copy number exceeding the ULN established by the study center, accompanied by abnormal liver function, or requiring treatment as evaluated by the investigator.
10. Presence of any unstable systemic disease, including but not limited to active infection, uncontrolled hypertension, unstable angina, congestive heart failure, myocardial infarction within the past 3 months, serious arrhythmias that requires medication, liver disease, kidney disease, or metabolic disorders.
11. Evidence of any other diseases, neurological or metabolic disorders, or physical exam or laboratory findings that may suggest contraindications for the investigational drug, or a high risk for treatment-related complications.
12. Any of the following cardiac conditions:
 Resting ECG QT interval (QTc) > 470 msec.
 Significant abnormalities in rhythm, conduction, or morphology on resting ECG, including complete left bundle branch block, third-degree atrioventricular block, or second-degree atrioventricular block
 Factors increasing the risk of QTc prolongation or arrhythmic events, such as heart failure, hypokalemia, congenital long QT syndrome, family history of long QT syndrome, unexplained sudden death in a first-degree relative under the age of 40, or use of medications known to prolong QT interval.
13. Blood transfusion within 2 weeks prior to and during the surgery.
14. History of alcohol or drug abuse.
15. Pregnant or breastfeeding females.
16. Any other factors that the investigator deems may affect the progress of the study or compromise the trial data

	
	High-risk factors: NA

	Interventions
	Time from surgery to medicine giving: 2 weeks

	
	Intervention: 
MRD-positive:
 Osimertinib: 80mg daily, for EGFR-positive patients;
 Alectinib: 600mg BID, for ALK-rearranged patients;
 TORIPALIMAB INJECTION (JS001 ) combine with chemotherapy: Toripalimab 240mg + Platinum-based chemotherapy (Q3W for 4 cycles), followed by Toripalimab maintenance therapy (240mg Q3W for one year), for EGFR/ALK wildtype patients
MRD-negative:
observation

	
	Comparator: Standard of care.

	Outcomes
	Primary outcomes: 3-Year disease-free survival (DFS) Rate

	
	Secondary outcomes: 5-Year disease-free survival (DFS) Rate, 5-Year overall survival (OS) rate, up to 8 years post randomization: Disease-free survival (DFS), Overall survival, Quality of Life (QoL) Assessed using the EORTC QLQ-C30 (Version 3.0), Quality of Life (QoL) Assessed using the EORTC QLQ-LC13

	Study date
	Start Date: November 2024

	
	Study Completion: January 2032

	Notes
	Investigators: Yi-Long Wu, Xue-Ning Yang, Guangdong Provincial People's Hospital

	
	Sponsors: Guangdong Association of Clinical Trials, Nanjing Geneseeq Technology Inc.

	
	Access information: https://clinicaltrials.gov/study/NCT06709274 



[bookmark: _Toc219646506]1.11 NCT06955325
	NCT06955325

	Official Title
	A Randomized, Phase III Umbrella Trial of Adjuvant Therapy Versus Observation in Completely Resected High-Risk Stage IA-IB Non-Small Cell Lung Cancer Based on Oncogenic Driver Mutations

	Study ID
	UPLIFT, NCT06955325

	Methods
	Study type: prospective, randomized controlled, two-arm, clinical study

	
	Study phase: III

	
	Locations: NA

	
	Objective: to evaluate whether tailored, targeted therapy or immunotherapy can effectively prevent cancer recurrence in patients with early-stage (stage IA-IB) non-small cell lung cancer (NSCLC) who have undergone complete surgical resection but are at high risk of recurrence. Based on each patient's specific driver gene mutation status (e.g., EGFR or ALK/ROS1) or wild-type status, participants will receive either targeted therapy or immunotherapy compared to routine follow-up (observation). The goal is to see if these approaches can improve disease-free survival and potentially reduce the risk of lung cancer recurrence.

	Participants
	Number of participants: 270

	
	Population description in EGFR mutation: positive.

	
	Inclusion criteria: 
1. Age 18-75 years and able to provide written informed consent.
2. Primary non-squamous NSCLC confirmed by pathology, with no brain metastases.
3. Complete R0 surgical resection (lobectomy, segmentectomy, or pneumonectomy) of stage IA or IB NSCLC (AJCC 8th edition).
4. High-risk disease (one or more): low differentiation, solid/micropapillary/complex glandular patterns, vascular invasion, visceral pleural invasion, alveolar space spread, or intermediate/high risk on 14-gene test.
5. Documented driver gene status (EGFR mutation, ALK/ROS1 fusion, or wild-type) via postoperative tumor sample.
6. ECOG performance status 0 or 1, with stable condition over the last two weeks.
7. Surgery within 4-10 weeks before starting treatment, with full recovery.
8. Adequate organ function as per protocol-defined labs.
9. Negative pregnancy test (if applicable) and use of effective contraception during and 3 months after treatment.

	
	Exclusion criteria: 
1. Evidence of unresectable/metastatic NSCLC, incomplete resection (R1/R2), or wedge resection only.
2. Prior systemic therapy (e.g., chemotherapy, targeted therapy, immunotherapy) for the current NSCLC.
3. Major surgery (excluding lung cancer surgery) within 3 weeks before first study dose.
4. Planned concurrent anti-cancer therapy (chemo, radiotherapy, or targeted therapy) during the study.
5. Clinically significant cardiac disorders (e.g., poorly controlled hypertension, recent MI or stroke, prolonged QTc).
6. History or suspicion of interstitial lung disease requiring treatment.
7. Active or uncontrolled infection (e.g., hepatitis B with detectable HBV DNA, hepatitis C, HIV, active TB).
8. Severe GI conditions impairing drug absorption (e.g., Crohn's, ulcerative colitis).
9. Use of strong CYP3A inducers/inhibitors within 1 week or ongoing need for warfarin.
10. Participation in another interventional trial within 4 weeks or receipt of a live vaccine within 180 days.
11. Any condition that may compromise adherence or safety, per investigator judgment.

	
	High-risk factors: low differentiation, solid/micropapillary/complex glandular patterns, vascular invasion, visceral pleural invasion, alveolar space spread, or intermediate/high risk on 14-gene test.

	Interventions
	Time from surgery to medicine giving: 4-10 weeks

	
	Intervention: 
EGFR-sensitizing mutations: 
Icotinib: oral tablets (125 mg) administered three times daily (TID) for up to 1 year or until disease recurrence or unacceptable toxicity.
Rezivertinib: oral capsules (100 mg) taken once daily (QD) for up to 1 year or until disease recurrence or unacceptable toxicity.
ALK/ROS1-sensitizing mutations:
Ensartinib: oral capsules (225 mg) taken once daily (QD) for up to 1 year or until disease recurrence or unacceptable toxicity.
Immunotherapy:
Bemosumab: intravenous infusion 1200 mg every 3 weeks (Q3W). Treatment continues for up to 4 cycles initially, and may be extended (maintenance) for up to 3 years or until disease recurrence or unacceptable toxicity.

	
	Comparator: Observation

	Outcomes
	Primary outcomes: up to approximately 5 years: Disease-Free Survival (DFS);

	
	Secondary outcomes: up to approximately 5 years: Overall Survival (OS), Central Nervous System Disease-Free Survival (CNS DFS), Incidence of Treatment-Emergent Adverse Events [Safety and Tolerability]

	Study date
	Start Date: May 2025

	
	Study Completion: December 2035

	Notes
	Investigators: Jianxing He, The First Affiliated Hospital of Guangzhou Medical University

	
	Sponsors: The First Affiliated Hospital of Guangzhou Medical University

	
	Access information: https://clinicaltrials.gov/study/NCT06955325 
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	Official Title
	Adjuvant targeted therapy for high-risk stage I NSCLC with EGFR mutation

	Study ID
	ATTNE, ChiCTR1900028226

	Methods
	Study type: single-center, prospective, randomized controlled, two-arm, clinical study

	
	Study phase: NA

	
	Locations: China

	
	Objective: to compare the recurrence and survival of stage I NSCLC patients with high pathological risk (STAS, VPI, micro-nipples, solid) of EGFR mutation with postoperative adjuvant targeted therapy and non-targeted therapy

	Participants
	Number of participants: 200

	
	Population description in EGFR mutation: specific driven gene mutation

	
	Inclusion criteria: 
1. Aged >=18 years;
2. Eastern Cooperative Oncology Group (ECOG) performance-status score of 0 or 1;
3 Postoperative paraffin pathology confirmed NSCLC, which was defined as stage I primary treatment;
4. Postoperative paraffin pathology confirmed high risk type (STAS, VPI, micro-nipple, solid);
5. With specific driven gene mutation EGFR;
6. At least 1 measurable lesion according to RECIST 1.1;
7. Life expectancy is at least 12 weeks;
8. Adequate hematological function, liver function and renal function:
 Hemoglobin greater than or equal to 9.0 g/dL (which can be maintained or exceeded by blood transfusion);
 Red blood cell count is greater than or equal to 2.0 x 10^9/L;
 Absolute neutrophil count (ANC) greater than or equal to 1.0x10^9/L;
 Platelet count greater than or equal to 100 x 10^9/L;
 Total bilirubin is within the normal limit;
 Upper limit of normal value of alanine glutamate transaminase, straw glutamate transaminase and alkaline phosphatase less than 2.5 times;
 Creatinine less than or equal to 2.0 mg/dL; Creatinine clearance rate was greater than or equal to 60ml/min.
 The international standardized ratio of prothrombin time (INR) is less than or equal to 1.5 in patients who have not received anticoagulation therapy, and the upper limit of partial thrombin time (APTT) is less than or equal to 1.5 times the normal value. Patients receiving full or extra-gastrointestinal anticoagulant therapy can enter the clinical trial as long as the dose of anticoagulant is stable for at least 2 weeks before entering the clinical study, and the results of the coagulation test test are within the limits of local treatment;
9. Without systemic metastasis;
10. With the feasibility of radical surgery therapy;
11. Patients with normal lung function can tolerate surgery;
12. Women of child-bearing age must undergo a pregnancy test within 7 days before starting treatment and the results are negative;
13. Signed and dated informed consent.

	
	Exclusion criteria: 
1. Previous systemic anti-tumor treatment of NSCLC, including surgery, chemotherapy, local radiotherapy, targeted therapy or other exploratory therapy.
2. Having the history of other tumors except NSCLC within 5 years ago.
3. Any unstable systemic comorbidity (e.g. uncontrolled hypertension, severe arrhythmia, etc.)
4. Any active, diagnosed or suspected autoimmune diseases.
5. Be allergic to any component of camrelizumab.
6. Previous or current interstitial lung disease.
7. Human immunodeficiency virus (HIV) infection.
8. Patients undergoing major surgery of other systems or severe trauma within 2 months ago.
9. Pregnancy or breast-feeding women.
10. Patients with eurological or psychiatric disorders history including epilepsy or dementia were lack of treatment compliance.
11. Other situations in which investigators thought the patients shouldnt be included.

	
	High-risk factors: STAS, VPI, micro-nipples, solid.

	Interventions
	Time from surgery to medicine giving: NA

	
	Intervention: Adjuvant targeted therapy.

	
	Comparator: Without targeted therapy.

	Outcomes
	Primary outcomes: Relapse free survival, Overall survival, Targeted drug side effects

	
	Secondary outcomes: QOL

	Study date
	Start Date: 1 January 2020

	
	Study Completion: 1 January 2025

	Notes
	Investigators: Dong Xie, Shanghai Pulmonary Hospital

	
	Sponsors: Shanghai Pulmonary Hospital

	
	Access information: https://www.chictr.org.cn/showprojEN.html?proj=47007 



[bookmark: _Toc219646508]1.13 ChiCTR2200062836
	ChiCTR2200062836

	Official Title
	Application of ctDNA in adjuvant targeted therapy of early non-small cell lung cancer

	Study ID
	MRD-adjuvant, ChiCTR2200062836

	Methods
	Study type: multiple-center, prospective, open-label, non-randomized control, real-world study

	
	Study phase: IV

	
	Locations: 6 locations in China

	
	Objective: to study the ctDNA-assessed MRD-guided adjuvant osimertinib after surgery for early-stage non-small cell lung cancer.

	Participants
	Number of participants: 200

	
	Population description in EGFR mutation: positive

	
	Inclusion criteria: 
1. Men or women aged over 18 years;
2. Histologically confirmed non-small cell lung cancer;
3. Patients with stage Ia-IIa non-small cell lung cancer who received complete surgical radical resection with negative margins (R0) and complete lymph node dissection with EGFR mutations (except those reported in the literature that are associated with osimertinib resistance); EGFR mutations, such as L718Q, C797S, etc.);
4. Physical condition ECOG score of 0-1, and no deterioration within 2 weeks before enrollment. Expected survival of not less than 12 weeks;
5. Fully recovered from surgery before adjuvant therapy, and imaging examination showed no signs of tumor recurrence;
6. The clinical laboratory test indicators meet the following standards:
(1) Platelets >= 100x10^9/L;
(2) Absolute neutrophil count (ANC) >= 1.5x10^9/L, or absolute white blood cell count (WBC) >= 3.5x10^9/L;
(3) Hemoglobin (Hgb) >= 100 g/L (no blood transfusion or erythropoietin use within 4 weeks);
(4) Total bilirubin <= 1.5 times the upper limit of normal (ULN) (if liver metastases allow <= 2.5 times ULN);
(5) Alanine aminotransferase (ALT) and aspartate aminotransferase (AST) <= 2.5 times ULN;
(6) Creatinine <= 1.5 times ULN or creatinine clearance >= 50 mL/min (calculated according to Cockcroft-Gault formula);
(7) Serum amylase <= 2 times ULN or pancreatic amylase <= 1.5 times ULN;
(8) Serum lipase <= 1.5 times ULN;
(9) The subjects did not take anticoagulants, or the subjects who used anticoagulants in the past met the drug withdrawal for 28 days before enrollment, and the international normalized ratio (INR) <= 1.5 and activated partial thromboplastin time (APTT) <= 1.5 times ULN;
7. Able to swallow oral medication;
8. By following the informed consent form.

	
	Exclusion criteria: 
1. Subjects with tumor components containing small cell lung cancer, neuroendocrine carcinoma, sarcoma, etc., or mixed pathological components were excluded;
2. Any type of systemic anticancer therapy, including chemotherapy, radiotherapy, targeted therapy, or immunotherapy;
3. Confirmation of objective clinical evidence of disease recurrence (pathology or imaging) prior to adjuvant therapy;
4. Past history of ILD, drug-induced ILD, or evidence of any clinically active ILD; baseline CT scan showed the presence of idiopathic pulmonary fibrosis;
5. Clinically uncontrollable pleural effusion/peritoneal effusion;
6. Glucocorticoid therapy (>10 mg prednisone equivalent dose per day) 28 days before the first dose;
7. Have active autoimmune disease requiring systemic treatment (ie, use of disease-modifying drugs, corticosteroids, or immunosuppressive drugs) in the past 2 years. Replacement therapy (eg, thyroxine, insulin, or physiological corticosteroid replacement therapy for adrenal or pituitary insufficiency, etc.) is not considered systemic therapy and is permitted;
8. Allergy to osimertinib or any of its ingredients;
9. Those who are judged by the investigator to be unsuitable to participate in this study;
10. Allogeneic tissue/solid organ transplantation has been performed;
11. Except for alopecia and stable sub-grade 2 peripheral neurotoxicity, any clinical toxicity related to previous treatment prior to enrollment did not return to pre-treatment levels or grade 1;
12. Pregnancy status (blood HCG positive) and lactation period;
13. There is no complete clinicopathological information and follow-up;
14. Liver viral infection, without antiviral treatment, including active viral hepatitis, alcoholic hepatitis or other hepatitis, cirrhosis, hereditary liver disease.

	
	High-risk factors: NA.

	Interventions
	Time from surgery to medicine giving: NA

	
	Intervention: MRD positive: Osimertinib or observe

	
	Comparator: MRD negative: observe.

	Outcomes
	Primary outcomes: Disease free survival (DFS)

	
	Secondary outcomes: 6, 12 and 24 months Disease free survival (DFS) rates and patients' quality of life, 6, 12 months circulate tumor DNA (ctDNA) clearance rate

	Study date
	Start Date: 20 August 2022

	
	Study Completion: 20 August 2025

	Notes
	Investigators: Kun Wang, The Fourth People's Hospital of Kunming (Anning First People's Hospital)

	
	Sponsors: The Fourth People's Hospital of Kunming (Anning First People's Hospital)

	
	Access information: https://www.chictr.org.cn/showprojEN.html?proj=174178 
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	Official Title
	A multicenter, open-label, single-arm clinical study of Aumolertinib mesylate as postoperative adjuvant treatment for patients with EGFRm positive stage IB and pure solid stage IA2-3 invasive Non-Small Cell Lung Cancer

	Study ID
	ASSIST, ChiCTR2200062887, ChiCTR2200063184

	Methods
	Study type: multiple-center, prospective, open-label, single-arm, clinical study

	
	Study phase: IV

	
	Locations: 3 locations in China

	
	Objective: to explore the efficacy and Safety of Aumolertinib as postoperative adjuvant therapy for patients with EGFRm positive stage IB and pure solid stage IA2-3 invasive NSCLC.

	Participants
	Number of participants: 130

	
	Population description in EGFR mutation: Ex19del or L858R

	
	Inclusion criteria: 
1. Histologically confirmed diagnosis of lung adenocarcinoma, and treated with standard lung cancer radical resection (lobectomy+hilar and mediastinal lymph node dissection) or segmentectomy for tumor less than 2 cm;
2. Patients are pathologically confirmed to be stage IB or pure solid stage IA2-3 invasive non-small cell lung cancer;
3. Aged 18-75 years;
4. The Eastern Cooperative Oncology Group Performance Status of 0 to 1;
5. Patients with primary non-small cell lung cancer with 2 common EGFR mutations (EGFR 19 Del or 21 L858R);
6. The diagnosed patients have not previously received chemotherapy, radiotherapy and targeted therapy related to lung cancer before;
7. Normal function of major organs:
 The standard of routine blood examination shall meet the following requirements: (No blood transfusion and blood products have been given within 14 days, and G-CSF and other hematopoietic stimulating factors have not been used for correction).
1）ANC >= 1.5x10^9/L;
2）PLT >= 100x10^9/L;
3）Hb >= 100 g/L;
 Biochemical examination shall meet the following standards:
1）TBIL < 1.5xULN;
2) ALT and AST < 2.5xULN, and ALT and AST < 5xULN for patients with liver metastasis;
 BUN and Cr <= 1xULN or endogenous creatinine clearance rate >= 50 ml/min (Cockcroft-Gault formula);
8. Women of childbearing age and men whose sexual partners are females of childbearing age should take appropriate contraceptive measures from screening to 6 months after stopping the study treatment;
9. For inclusion in study, patient must provide a written informed consent.

	
	Exclusion criteria: 
1. Factors that significantly affect the absorption of oral drugs, such as inability to swallow, chronic diarrhea, and intestinal obstruction;
2. Before the first dose of study treatment, there were toxic events that did not recover to CTCAE 5.0 grade 0 or 1 caused by previous treatment;
3. Suffering from severe or uncontrolled systemic diseases, including uncontrolled hypertension, active bleeding etc.;
4. Known HIV-infected persons and carriers (HIV antibody positive);
5. Active infections requiring antimicrobial treatment (for example, those requiring antibiotics, antiviral drugs, and antifungal drugs);
6. Patients with a history of pulmonary interstitial disease or concurrent pulmonary interstitial disease;
7. Previous or concomitant other uncured malignancies, except for cured skin basal cell carcinoma, cervical carcinoma in situ and superficial bladder cancer;
8. Received strong CYP3A4 inhibitor treatment within 7 days before randomization, or received strong CYP3A4 inducer treatment within 12 days before participating in the study;
9. Any of the following cardiac criteria:
 Mean resting corrected QT interval (QTc) > 470 ms obtained from 3 electrocardiograms (ECGs), using the screening clinic's ECG machine and Fridericia's formula for QT interval correction (QTcF);
 Any clinically important abnormalities in rhythm, conduction, or morphology of the resting ECG (e.g., complete left bundle branch block, third-degree heart block, second-degree heart block, PR interval > 250 ms);
 Any factors that increase the risk of QTc prolongation or risk of arrhythmic events, such as heart failure, hypokalemia, congenital long QT syndrome, family history of long QT syndrome, or unexplained sudden death under 40 years of age in first degree relatives or any concomitant medication known to prolong the QT interval;
10. Patients who did not recover from major postoperative complications.

	
	High-risk factors: NA.

	Interventions
	Time from surgery to medicine giving: NA

	
	Intervention: Aumolertinib: 110 mg po QD for 2 years

	
	Comparator: NA.

	Outcomes
	Primary outcomes: 3 years disease-free survival (DFS)

	
	Secondary outcomes: 4 years disease-free survival (DFS), 5 years disease-free survival (DFS), overall survival, safety, circulating tumor DNA

	Study date
	Start Date: 1 August 2022

	
	Study Completion: 31 August 2030

	Notes
	Investigators: Cheng Chao, The First Affiliated Hospital of Sun Yat-sen University 

	
	Sponsors: Hansoh pharma, The First Affiliated Hospital of Sun Yat-sen University

	
	Access information: https://www.chictr.org.cn/showprojEN.html?proj=176937 
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	Official Title
	Clinical observation of Aumolertinib in the treatment of residual ground glass nodules in patients with EGFR mutation positive after resection of lung cancer

	Study ID
	ChiCTR2200066768

	Methods
	Study type: single-center, prospective, single-arm, clinical study

	
	Study phase: II

	
	Locations: China

	
	Objective: to observe the clinical efficacy of Aumolertinib in the treatment of residual EGFR lesions in patients with simultaneous multiple primary lung cancer (sMPLC) with GGN mutation. To explore the effect of Aumolertinib in the treatment of postoperative residual GGN, to find a new way to treat lung cancer with postoperative residual GGN, to improve the progression-free survival rate and improve the quality of life of patients with lung cancer.

	Participants
	Number of participants: 40

	
	Population description in EGFR mutation: sensitive mutation positive

	
	Inclusion criteria: 
1. Participate voluntarily and sign the informed consent in writing; 
2. Age 18 to 70 years old, gender is not limited; 
3. patients with pathologically confirmed stage I (AJCC (8th edition) lung cancer staging) NSCLC; 
4. R0 resection; 
5. Patients should have one or more residual malignant ground-glass nodules (<3 cm), the malignancy of which is confirmed by a radiologist and a thoracic surgeon. 
6. Positive mutation of EGFR-sensitive gene. 
7. Blood, heart, lung, liver, kidney and other major organs with essentially normal function: a. Liver function: serum bilirubin (TBIL) ≤1.5 times the upper limit of normal (ULN); alkaline phosphatase (ALP) ≤2.5 times the ULN; and glutamic oxal transaminase (AST) and glutamic propyltransaminase (ALT) ≤2.5 times the ULN; b) Renal function: serum creatinine ≤ 1.2 ULN; 8. Physical condition score ECOG score of 0 to 1; 
9. Men or women of childbearing age willing to use contraception during the trial

	
	Exclusion criteria: 
1. participation in other clinical trials within 1 month prior to the trial; 
2. patients have received previous TKI small molecule targeted anti-tumor therapy or received EGFR monoclonal antibody anti-tumor therapy; 
3. Postoperative residual GGN is a benign lesion or metastatic lesion 
4. other serious medical disorders or severe uncontrollable infections; intractable dysentery or intestinal cramps, intestinal obstruction; history of cardiovascular disease: Uncontrolled hypertension, unstable angina, history of myocardial infarction or symptomatic congestive heart failure or uncontrolled arrhythmia within the past 12 months; CTC 3.0 II degree arrhythmia, II degree myocardial ischemia, II degree troponin T abnormality, II degree hypertension, and left ventricular ejection fraction <50% when the condition is present; 
5. adverse drug addiction such as drug abuse, chronic alcoholism, and active hepatitis B and C or HIV infection; 
6. patients with a history of active malignancy other than non-small cell lung cancer before enrollment, except for non-melanoma skin cancer, in situ cervical cancer, and cured early prostate cancer; 
7. patients with allergies and known or suspected hypersensitivity to any of the study drugs; 
8. patients with poor compliance; 
9. patients who are pregnant or breastfeeding; 
10. those who, in the opinion of the investigator, should not participate in this trial.

	
	High-risk factors: NA

	Interventions
	Time from surgery to medicine giving: NA

	
	Intervention: Aumolertinib

	
	Comparator: NA

	Outcomes
	Primary outcomes: Objective remission rate (ORR)

	
	Secondary outcomes: NA

	Study date
	Start Date: 2 July 2022

	
	Study Completion: 1 January 2026

	Notes
	Investigators: Chong biao Huang, Tianjin medical university cancer institute&hospital

	
	Sponsors: Tianjin medical university cancer institute&hospital

	
	Access information: https://www.chictr.org.cn/showprojEN.html?proj=173886 



[bookmark: _Toc219646511]1.16 ChiCTR2300070717
	ChiCTR2300070717

	Official Title
	A randomized controlled clinical study to assess the effects of icotinib as adjuvant therapy in patients with EGFR mutation and MRD-positive stage IA2-IB non-small cell lung cancer

	Study ID
	ChiCTR2300070717

	Methods
	Study type: multiple-center, prospective, randomized controlled, two-arm, clinical study

	
	Study phase: IV

	
	Locations: 42 locations in China

	
	Objective: to use the MRD as a predictive marker of recurrence risk, prospectively exploring the clinical feasibility and application value of ctDNA-based MRD detection in resected stage IA2-IB NSCLC harbouring EGFR mutations to receive icotinib as adjuvant treatment strategies by identifying high-risk patients who might benefit from adjuvant treatment.

	Participants
	Number of participants: 207

	
	Population description in EGFR mutation: Ex19del or L858R

	
	Inclusion criteria: 
1. Patients with IA2-IB stage infiltrating non-small cell lung cancer confirmed by pathology after complete surgical resection (AJCC 8th edition); 
2. GGO solid component (thin layer CT solid ratio, CTR)>=75%; 
3. The presence of EGFR19 exon deletion or L858R mutation in exon 21; 
4. One month (30 ± 7 days) after surgery, the laboratory confirmed that the MRD test was positive; 
5. Age >= 18 years old and ≤ 75 years old; 
6. The ECOG score for physical condition is 0-2; 
7. The level of organ function must meet the following requirements: Bone marrow: Absolute neutrophil count (ANC)>=1.5 × 10 ^ 9/L, platelets>=90 × 10 ^ 9/L, hemoglobin>=9 g/dl; Good coagulation function: defined as international standardized ratio (INR) or prothrombin time (PT)<=1.5 times ULN; Liver: Total bilirubin<=1.5 times the upper limit of normal value, aspartate aminotransferase (AST) and alanine aminotransferase (ALT)<=2.5 times the upper limit of normal value; Kidney: Serum creatinine<=1.25 times the upper limit of normal value or creatinine clearance rate (calculated using the Cockcroft Gault formula)>=60 ml/min; 
8. Women of childbearing age must undergo a pregnancy test with a negative result within 7 days before starting treatment, and take contraceptive measures during the treatment period and within 3 months after the end of the treatment; Male of childbearing age: Take contraceptive measures during surgical sterilization or treatment and within 3 months after the end; 
9. Understand and voluntarily sign a written informed consent form.

	
	Exclusion criteria: 
1. Other cancers were diagnosed or treated within 5 years of randomization in this study (except for patients with resected skin basal-cell carcinoma or other carcinoma in situ) ; 
2.Previous systemic anti-tumor therapy, including chemotherapy, radiotherapy and targeted therapy(including but not limited to monoclonal antibodies, small molecule tyrosine kinase inhibitor, etc); 
3. Patients with total right lung resection; 
4.Patients with exon 20 T790M mutation and other rare mutations or double mutations; 
5. Minimally Invasive Adenocarcinoma; 
6.Consolidation-to-tumor ratio (CTR) <75%; 
7. Patient's organ system status: Previously suffering from interstitial lung disease, drug-induced interstitial disease, radiation pneumonia requiring hormone therapy, or any clinically proven active interstitial lung disease; Presence of interstitial lung disease; Evidence of severe or uncontrollable systemic diseases (such as unstable or uncompensated respiratory, cardiac, liver, or kidney diseases); Any unstable systemic diseases (including active infections, grade III hypertension, unstable angina, congestive heart failure, liver and kidney or metabolic diseases); Patients who cannot accept oral administration, require intravenous high-energy nutrition, have previously undergone surgery that affects absorption, or have active peptic ulcers; Any obvious eye abnormalities, especially severe dry eye syndrome, dry corneal conjunctivitis, severe exposure keratitis, or other diseases that may increase epithelial damage; Have a clear history of neurological or mental disorders, including epilepsy or dementia. 
8. Functional levels of various organ lesions in patients: Bone marrow: Absolute neutrophil count (ANC)<1.5 × 10 ^ 9/L, platelets<90 × 10 ^ 9/L or hemoglobin<9 g/dl; Liver: Serum bilirubin>1.5 times the upper limit of normal value; Serum creatinine>1.25 times the normal standard value; Patient suffering from any other diseases, neurological or metabolic disorders, evidence of physical examination or laboratory examination results reasonably suspects that there is a disease, or there is a counter indication for the use of related drugs, or the subject may be at high risk of treatment related complications; 
9. Allergic to study drug or pharmaceutical excipients; 
10. During pregnancy or breastfeeding; 
11. Other circumstances may not be suitable for enrollment.

	
	High-risk factors: NA.

	Interventions
	Time from surgery to medicine giving: one month (30 ± 7 days)

	
	Intervention: Icotinib: 125mg, TID, po, continuously used for 2 years

	
	Comparator: observation.

	Outcomes
	Primary outcomes: 3-year disease free survival rates

	
	Secondary outcomes: disease free survival., 2/5-year disease free survival rates, 5-year overall survival rates, safety and tolerability

	Study date
	Start Date: 6 December 2022

	
	Study Completion: 6 December 2027

	Notes
	Investigators: Qinghua Zhou, West China Hospital, Sichuan University

	
	Sponsors: West China Hospital, Sichuan University

	
	Access information: https://www.chictr.org.cn/showprojEN.html?proj=192630 
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	Official Title
	A Phase II Clinical Study Evaluating the Efficacy and Safety of Adjuvant Furmonertinib for Patients With EGFR-Mutated Stage IA Non-Small Cell Lung Cancer After Non-Radical Therapy

	Study ID
	ChiCTR2400088570

	Methods
	Study type: single-center, prospective, non-randomized control, single-arm, clinical study

	
	Study phase: II

	
	Locations: China

	
	Objective: Based on the fact that the prognosis of patients with non-radical surgical resection needs to be improved, it is expected that the adjuvant treatment with the third-generation EGFR TKI furmonertinib will improve the prognosis of this group of patients, and will further enrich the evidence-based medical evidence for adjuvant treatment with furmonertinib.

	Participants
	Number of participants: 88

	
	Population description in EGFR mutation: Ex19del or L858R

	
	Inclusion criteria: 
1. subjects participate voluntarily and sign a written informed consent form; 
2. subjects were ≥18 years of age, male or female; 
3. A single lesion, or multiple primary lesions, with the primary lesion being a pure solid nodule of 3 cm or less that does not contain ground-glass on imaging; if there is a secondary lesion, the secondary lesion is a ground-glass-containing nodule with a solid component smaller than that of the primary lesion; 
4. Pre-treatment systemic assessment of clinical TNM stage IA (AJCC 9th edition) (PET-CT is recommended to exclude lymph nodes and distant metastases); 
5. Patients who are unable to tolerate radical surgical resection due to their functional status, or who are unable to tolerate surgery, or who refuse to undergo radical surgical treatment; 
6. Non-radical surgery group: the primary lesion undergoes wedge resection or lung segmental resection without systematic lymph node dissection, in which the lung segmental resection is performed on a pure solid nodule with an imaging lesion diameter of 2-3 cm; if there is a secondary lesion, it can be treated with surgery at the same time or at an elective stage, or with observation and waiting; 
7. SBRT/ablation group: the primary lesion receives SBRT or receives percutaneous/transbronchoscopic ablation; if there is a secondary lesion, it can be treated with SBRT/ablation at the same time or on an elective basis, or watch and wait; 
8. be confirmed as having an EGFR exon 19 deletion mutation (19del) or exon 21L858R point mutation (L858R) by central laboratory testing of a histological or cytological specimen, or, in the absence of a histological or cytological specimen, receive a peripheral blood test for the presence of an EGFR 19del or an EGFR 21L858R, which may be present singly or in combination; 
9. subjects who have undergone non-radical surgical resection, have fully recovered from surgery (including complete postoperative wound healing), and have commenced study treatment 3-4 weeks postoperatively; 
10. subjects who have undergone radical SBRT/ablation, have recovered from SBRT/ablation, have a previous CTCAE grade ≤ 1, and begin study treatment 7-14 days after completion of treatment; 
11. have an ECOG physical condition score of 0-1; 
12. subjects with a life expectancy of ≥ 12 weeks at the investigator's discretion; 
13. premenopausal women of childbearing potential with a negative serum or urine pregnancy test within 7 days prior to the first dose;

	
	Exclusion criteria: 
1. subjects with surgical R1/R2 resection; 
2. any antitumour therapy (including chemotherapy, radiotherapy, immunotherapy and EGFR-TKI) within the previous five years; 
3. anticipate the need to receive other anti-tumour therapy other than this study during the trial period; 
4. who have had or plan to have major surgery during the trial within 4 weeks prior to the first dose; 
5. who have required prolonged use of a strong inhibitor or strong inducer of CYP3A4 within 7 days prior to the first dose or are expected to require it during the trial period; 
6. require the use of Chinese medicines or Chinese herbal preparations with anti-tumour indications, Chinese medicines and Chinese herbal preparations with adjuvant therapeutic effects on tumours within 2 weeks prior to the first dose or during the anticipated trial period; 
7. Patients who are receiving medications known to prolong the QTc interval or may cause tip-twist ventricular tachycardia and who need to continue to receive these medications during the study period; 
8. severe gastrointestinal abnormalities, diseases or clinical states that may interfere with the uptake, transit, or absorption of the study drug; 
9. other malignant tumours or history of other malignant tumours within 5 years; except for basal cell carcinoma of the skin, carcinoma in situ of the uterine cervix, ductal carcinoma in situ of the breast, papillary carcinoma of the thyroid gland, and tumours of the superficial bladder, which have been effectively controlled 
10. Previous interstitial lung disease (ILD), drug-induced interstitial lung disease; or those with clinical manifestations such as suspected interstitial lung disease or high risk factors; 
11. deficiencies in bone marrow reserve, liver, kidney organs, etc., meeting the following laboratory criteria: Absolute neutrophil count <1.5×109/L Platelet count <100×109/L Haemoglobin <90 g/L Alanine aminotransferase (ALT) > 2.5 x upper limit of normal (ULN) Aspartate transaminase (AST) >2.5 x ULN Total bilirubin >1.5 x ULN or >3 x ULN with Gilbert's syndrome (unconjugated hyperbilirubinaemia) Creatinine clearance <50 mL/min (based on the Cockcroft-Gault formula) 
12. meets any of the following criteria for cardiac evaluation: QTc interval >470 msec on ECG at rest Serious abnormalities in rhythm, cardiac conduction, and resting ECG morphology, e.g., complete left bundle branch block, degree III heart block, degree II heart block, PR interval >250 msec, etc. Any factor that may increase the risk of QTc interval prolongation or the risk of arrhythmic events, e.g., cardiac failure, hypokalaemia, hypomagnesaemia, hypocalcaemia, etc., congenital long QT interval syndrome, family history of long QT interval syndrome, sudden unexplained death in a first-degree relative under the age of 40 years, or any known prolongation of the QTc interval that results in tip-twist type Tachycardia in combination 
13. being pregnant or breastfeeding; 
14. any other condition that, in the opinion of the investigator, makes participation in this study inappropriate;

	
	High-risk factors: NA.

	Interventions
	Time from surgery to medicine giving: 
non-radical surgical resection: 3-4 weeks after surgery; 
SBRT/ablation: 7-14 days after completion of treatment.

	
	Intervention: Furmonertinib

	
	Comparator: NA.

	Outcomes
	Primary outcomes: 3-year PFS/OS rate in the non-radical surgical resection group and SBRT/ablation group

	
	Secondary outcomes: 1-year, 5-year PFS/OS rate in the non-radical surgical resection group and SBRT/ablation group, Safety outcomes, Treatment Outcomes, Efficacy response of furmonertinib in multiple primary patients with other untreated lesions, Dynamic changes in ctDNA at baseline, on treatment and at disease relapse

	Study date
	Start Date: 31 August 2024

	
	Study Completion: 31 August 2029

	Notes
	Investigators: Wentao Fang, Shanghai Chest Hospital

	
	Sponsors: Shanghai Chest Hospital

	
	Access information: https://www.chictr.org.cn/showprojEN.html?proj=240884 
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	Official Title
	Clinical Study on Adjuvant Targeted Therapy with EGFR Mutation after Surgery for Stage IA Non-small Cell Lung Cancer

	Study ID
	ChiCTR2400089820

	Methods
	Study type: single-center, prospective, two-arm, controlled clinical study

	
	Study phase: II

	
	Locations: China

	
	Objective: to explore the feasibility and efficacy of adjuvant treatment with icotinib based on ctDNA-MRD after surgical resection in patients with stage IA lung adenocarcinoma with EGFR mutation positivity.

	Participants
	Number of participants: 128

	
	Population description in EGFR mutation: Ex19del or L858R

	
	Inclusion criteria: 
1. Pathologically confirmed non-small cell lung cancer (NSCLC) with standard radical lung cancer surgery (lobectomy or segmentectomy + hilar and mediastinal lymph node dissection/sampling); 
2. Postoperative pathological staging with high-risk pathological factors such as papillary/micropapillary/solid/mucinous components, with or without complex glandular structures in stage IA NSCLC; 
3. ct-DNA was positive or negative after surgery and before adjuvant therapy (4 weeks after surgery); 
4. Age >=18 years and <=75 years; 
5. ECOG or PS score of 0 or 1; 
6. The patient's primary NSCLC has classical EGFR mutations (EGFR 19 Del or 21 L858R); 
7. The diagnosed patient has not previously received lung cancer-related chemotherapy, radiotherapy, or targeted therapy; 
8. Normal function of major organs; 
9. Women of childbearing age or male subjects with partners of childbearing age must take effective contraceptive measures throughout the treatment period and for 6 months after the treatment period; complete postoperative recovery with no signs of tumor recurrence on imaging tests.

	
	Exclusion criteria: 
1. Insufficient bone marrow reserve; 
2. Presence of significant factors affecting the absorption of oral medications, such as inability to swallow, chronic diarrhea, and intestinal obstruction, etc.; 
3. Presence of a prior treatment-induced toxicity event that has not recovered to CTCAE version 5.0 grade 0 or 1 before the first dose of study treatment; 
4. Suffering from severe or uncontrolled systemic diseases, including uncontrolled hypertension, active bleeding, etc.; e. Known HIV-infected individuals and carriers (HIV antibody positive); 
5. Active infections requiring antimicrobial treatment (e.g., antibiotics, antiviral drugs, antifungal drugs); 
6. Patients with a history of interstitial lung disease or those concurrently suffering from interstitial lung disease; 
7. History of or concurrent untreated malignancies, except for cured basal cell carcinoma of the skin, carcinoma in situ of the cervix, and superficial bladder cancer; 
8. Those who have received strong CYP3A4 or CYP2C19 inducer treatment within 12 days before participating in the study; 
9. Any of the following cardiac criteria: (1) Mean resting corrected QT interval (QTc) > 470ms, screened using 3 ECG QTc values obtained from a clinical ECG machine; (2) Any clinically significant abnormalities in rhythm, conduction, or morphology on resting ECG; (3) Any factors that increase the risk of QTc prolongation or arrhythmic events, or a first-degree relative with unexplained sudden death under the age of 40 or taking any drugs known to prolong the QT interval; 
10. Patients who have not recovered from major complications after surgery.

	
	High-risk factors: papillary/micropapillary/solid/mucinous components, with or without complex glandular structures

	Interventions
	Time from surgery to medicine giving: 4 weeks

	
	Intervention: Icotinib: treatment for 18 months

	
	Comparator: Observation

	Outcomes
	Primary outcomes: Disease-free survival

	
	Secondary outcomes: Overall survival, Safety

	Study date
	Start Date: 1 July 2024

	
	Study Completion: 30 June 2026

	Notes
	Investigators: Ziteng Zhang, Jining Medical University Affiliated Hospital

	
	Sponsors: Jining Medical University Affiliated Hospital

	
	Access information: https://www.chictr.org.cn/showprojEN.html?proj=242111 
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	Official Title
	The effect of adjuvant EGFR-TKI therapy on the prognosis of pathological stage I invasive lung adenocarcinoma with EGFR mutation

	Study ID
	ChiCTR2500098187

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

	
	Study phase: NA

	
	Locations: China

	
	Objective: to explore the benefits of adjuvant EGFR-TKI therapy for patients with stage I invasive lung adenocarcinoma.

	Participants
	Number of participants: 1000

	
	Population description in EGFR mutation: 19 Del/L858R/G719X/L861Q/S768I/T790M, etc.

	
	Inclusion criteria: 
1. Age >= 18 years old; 
2. Postoperative histopathological diagnosis of stage I invasive lung adenocarcinoma (8th edition TNM staging); 
3. Presence of EGFR mutation (19 Del/L858R/G719X/L861Q/S768I/T790M, etc.); 
4. Postoperative targeted therapy with EGFR-TKI (including gefitinib, icotinib, erlotinib, osimertinib, ametinib, vometinib, etc.); 
5. Tumor removal by lobectomy/segmental/wedge resection and lymph node dissection; 
6. No missing clinical and pathological data.

	
	Exclusion criteria: 
1. Patients whose tumors were not completely removed; 
2. Patients who started receiving adjuvant EGFR-TKI treatment more than 10 weeks after surgery; 
3. Patients who had malignant tumors in the past 5 years; 
4. Patients who received neoadjuvant therapy.

	
	High-risk factors: NA

	Interventions
	Time from surgery to medicine giving: 8 weeks

	
	Intervention: EGFR-TKI (including gefitinib, icotinib, erlotinib, osimertinib, ametinib, vometinib, etc.)

	
	Comparator: Observation

	Outcomes
	Primary outcomes: Overall survival

	
	Secondary outcomes: Relapse-free survival

	Study date
	Start Date: 10 March 2025

	
	Study Completion: 1 July 2025

	Notes
	Investigators: Jiandong Mei, West China Hospital, Sichuan University

	
	Sponsors: West China Hospital, Sichuan University

	
	Access information: https://www.chictr.org.cn/showprojEN.html?proj=264100 
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	Official Title
	Firmonertinib as adjuvant therapy for completely resected stage IA2-IB EGFR mutation-positive NSCLC patients with high-risk factors:a real-world study

	Study ID
	ChiCTR2500103374

	Methods
	Study type: single-center, retrospective, observational, real-world study

	
	Study phase: NA

	
	Locations: China

	
	Objective: to explore the efficacy and safety of Firmonertinib as adjuvant therapy for completely resected stage IA2-IB EGFR mutation-positive NSCLC patients with high-risk factors: a real-world study

	Participants
	Number of participants: 50

	
	Population description in EGFR mutation: sensitive mutations positive (Ex19del, L858R, G719X, S768I, L861Q mutations, with or without T790M mutation).

	
	Inclusion criteria: 
1. Obtain written informed consent from the patient. 
2. Male or female, aged 18 years or older. 
3. Histologically confirmed primary non-squamous non-small cell lung cancer (nsNSCLC). 
4. Completion of radical lobectomy and systematic lymph node dissection, with all gross lesions completely removed at the end of surgery, and all surgical resection margins of the tumors must be negative (systematic lymph node dissection must include 6 groups, with 3 groups from intrapulmonary (lobar, interlobar, or segmental) and hilar lymph nodes, and 3 groups from mediastinal lymph nodes including subcarinal lymph nodes). 
5. Postoperative pathological staging of IA2-IB (AJCC 9th edition), with at least one high-risk factor for recurrence (high-risk factors for recurrence include: vascular invasion; visceral pleural invasion; aerogenous metastasis; histological patterns with micropapillary, solid, or cribriform components accounting for 10% or more). 
6. Tumor tissue NGS testing showing positive for EGFR-sensitive mutations (Ex19del, L858R, G719X, S768I, L861Q mutations, with or without T790M mutation).

	
	Exclusion criteria: 
1. Anti-tumor therapy for the purpose of neoadjuvant or adjuvant treatment, including adiotherapy, chemotherapy, targeted therapy, and immunotherapy; 
2. Previous treatment with other EGFR-TKIs; 
3. Patients deemed unsuitable for inclusion by the investigator, such as those with neurological or metabolic disorders, suspected diseases based on physical or laboratory examinations, contraindications to the study drug, or high risk of treatment-related complications; 
4. Lactating women; 
5. History of other malignancies, or currently concurrent malignancies in other organs or sites (except for malignancies that have undergone radical surgery and have not recurred within 5 years postoperatively, such as cervical carcinoma in situ, basal cell carcinoma of the skin, and papillary thyroid carcinoma).

	
	High-risk factors: vascular invasion; visceral pleural invasion; aerogenous metastasis; histological patterns with micropapillary, solid, or cribriform components accounting for 10% or more

	Interventions
	Time from surgery to medicine giving: NA

	
	Intervention: Firmonertinib

	
	Comparator: NA

	Outcomes
	Primary outcomes: DFS rate for 2 years

	
	Secondary outcomes: recurrence or the follow-up end date: Disease free survival; DFS rate for 3/5 years; Death Date or Final Follow-up Date: Overall Survival; The 1st, 4th, and 12th weeks of adjuvant therapy starting postoperatively: Safety

	Study date
	Start Date: 1 January 2025

	
	Study Completion: 1 January 2028

	Notes
	Investigators: Qingyi Liu, The Fourth Hospital of Hebei Medical University

	
	Sponsors: The Fourth Hospital of Hebei Medical University

	
	Access information: https://www.chictr.org.cn/showprojEN.html?proj=265579 
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	Official Title
	Precision diagnosis and treatment in stage I NSCLC

	Study ID
	ChiCTR-IOR-16009623

	Methods
	Study type: single-center, prospective, randomized controlled, two-arm, clinical study

	
	Study phase: NA

	
	Locations: China

	
	Objective: to compare the efficacy in stage I MPA Lung Cancer with EGFR mutations between adjuvant targeted therapy and observe alone in the treatment.

	Participants
	Number of participants: 200

	
	Population description in EGFR mutation: positive

	
	Inclusion criteria: 
1. The patients with non small cell lung cancer;
2. The patients aged 18 years to 70 years old;
3. The non-small cell lung cancer patients in I of TNM staging;
4. The non-small cell lung cancer patients with 0-1 in PS scores;

	
	Exclusion criteria: 
1. The patients with serious heart, liver, kidney disease;
2. The non-small cell lung cancer patients cannot tolerate surgery.

	
	High-risk factors: micropapillary

	Interventions
	Time from surgery to medicine giving: NA

	
	Intervention: Adjuvant targeted therapy.

	
	Comparator: Without targeted therapy.

	Outcomes
	Primary outcomes: DFS

	
	Secondary outcomes: OS, QOL

	Study date
	Start Date: 1 December 2016

	
	Study Completion: NA

	Notes
	Investigators: Gening Jiang, Shanghai Pulmonary Hosptial, Tongji University School of Medicine

	
	Sponsors: Shanghai Pulmonary Hosptial, Tongji University School of Medicine

	
	Access information: https://www.chictr.org.cn/showprojEN.html?proj=16262 
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	Official Title
	A multicenter prospective observational study of adjuvant therapy for pathological stage IA2-IIA EGFR-mutated non-small-cell lung cancer

	Study ID
	JPRN-UMIN000053514, WJOG17123L

	Methods
	Study type: multiple-center, prospective, observational, clinical study

	
	Study phase: NA

	
	Locations: 49 locations in Japan

	
	Objective: to clarify the outcomes of postoperative adjuvant therapy in patients with EGFR mutation-positive non-squamous non-small cell lung cancer with a total tumor size of 5 cm or less and pathologic stages IA2 to IIA who have had complete resection by curative surgery without prior treatment through a prospective observational study.

	Participants
	Number of participants: 800

	
	Population description in EGFR mutation: Ex19del or L858R expressed alone or imultaneously with other EGFR mutations including T790M, G719X, exon 20 insertion, S7681, L861Q, etc.

	
	Inclusion criteria: 
1. Male or female, at least ≥ 18 years. Histologically proven non-squamous non-small cell lung cancer
2. Pathological stage IA2 and high risk, or stage IA3, IB, IIA (TNM 8th edition)
Pathological high-risk cases are satisfying any of the following factors.
 Lymphovascular invasion
 High-grade histological type (micropapillary, solid, or complex gland adenocarcinoma >= 20%)
3. Total tumor diameter <= 5 cm
4. No preoperative treatment
5. Complete resection by lobectomy or segmentectomy.
6. MRI or CT scan of the brain must be done prior to surgery. Patients in whom this was not done prior to surgery may still be enrolled if MRI or CT scan is performed prior to registration.
7. EGFR gene mutations have been identified (two frequent EGFR mutations [Ex19del or L858R] expressed alone or simultaneously with other EGFR mutations [T790M, G719X, exon 20 insertion, S7681, L861Q, etc.])
8. Postoperative adjuvant therapy with tegafur-uracil or Osimertinib, or observation without treatment is planned.
9. Age at consent: 18 years and older
10. ECOG performance status (PS) 0-1
11. Latest laboratory values within 56 days prior to enrollment meet all of the following. (postoperative, same day of the week 8 weeks prior to enrollment is acceptable)
Neutrophil count (absolute) >= 1,500 /mm3
 Platelet count >= 100,000 /mm3
 Hemoglobin >= 9.0 g/dL
 ALT <= 105 U/L (male), <= 57.5 U/L (female)
 AST <= 75 U/L
 Total bilirubin <= 2.25 mg/dL
or confirmed Gilbert's syndrome (unconjugated hyperbilirubinemia), total bilirubin <= 4.5 mg/dL
 Creatinine <= 1.605 mg/dL (male), <= 1.185 mg/dL (female) or creatinine clearance >= 50 mL/min (measured value or value calculated by the Cockcroft-Gault formula should be used).
 Creatinine clearance will be evaluated only when creatinine exceeds 1.605 mg/dL (male) or 1.185 mg/dL (female).
12. Written consent is obtained.

	
	Exclusion criteria: 
1. Patients with active double cancers *1
2. Patients with a localized or systemically active infection requiring treatment
3. Pregnant women, lactating women, and women who may be currently pregnant
4. Patients with clinically problematic psychiatric disorders that would preclude enrollment in the study
5. Patients receiving continuous systemic administration of steroids or immunosuppressive agents
6. Patients with history of serious hypersensitivity
7. Exclusions for complications
 History of ILD, drug-induced ILD, radiation pneumonitis requiring steroid therapy, or active ILD.
 Viral hepatitis: HBs antigen positive or HCV antibody positive
 HIV-positive (but negative confirmation by serologic testing is not required).
8. Other cases deemed inappropriate by the physician in charge
*1 Double cancers are defined as synchronous duplications and heterochronic duplications with a disease-free interval of 5 years or less. Carcinoma in situ (intraepithelial carcinoma) or intramucosal carcinoma equivalent lesions that are considered curable by local treatment are not included in active double cancers.

	
	High-risk factors: lymphovascular invasion, micropapillary, solid, or complex gland adenocarcinoma >= 20%).

	Interventions
	Time from surgery to medicine giving: NA

	
	Intervention: tegafur-uracil or Osimertinib

	
	Comparator: observation.

	Outcomes
	Primary outcomes: Disease-free survival

	
	Secondary outcomes: Overall survival, proportion of treatment completion, type of recurrence, type of treatment after recurrence, adverse events

	Study date
	Start Date: 13 June 2024

	
	Study Completion: 12 June 2032

	Notes
	Investigators: Keiju Aokage, National Cancer Center Hospital East 

	
	Sponsors: AstraZeneca

	
	Access information: https://center6.umin.ac.jp/cgi-open-bin/ctr_e/ctr_view.cgi?recptno=R000061076 
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