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INTRODUCTION

According to Global Cancer Statistics 2024, lung cancer is the leading 
cause of new cancer cases and cancer deaths globally and in China1, 
with non-small cell lung cancer (NSCLC) representing 80%–85% of 
diagnoses2. Despite curative surgical resection, a substantial proportion 
of patients remain at high risk for recurrence or metastasis3. The 
anaplastic lymphoma kinase (ALK) rearrangement serves as a key 
oncogenic driver in ~3%–7% of NSCLC cases4. Adjuvant targeted 
therapy has thus become critical for improving long-term survival. China 
has approved nine ALK tyrosine kinase inhibitors (TKIs) to date. Alectinib 
remains the only approved adjuvant therapy for patients with completely 
resected ALK-positive NSCLC (stage IB [tumor ≥4 cm] to IIIA per the 7th 
edition of the AJCC staging system), reducing recurrence or death by 
76% versus platinum chemotherapy in the phase 3 ALINA trial (HR 0.24; 
95% CI 0.13–0.43; P<0.0001)5. Ensartinib, a potent second-generation 
ALK TKI, approved by the FDA in December 2024, has demonstrated 
significant potential in the perioperative setting. The Phase III ELEVATE 
trial (CTR20220895; NCT05610391), a multicenter, randomized, double-
blind, placebo-controlled study, is evaluating adjuvant ensartinib versus 
placebo. An interim analysis demonstrated a statistically significant and 
clinically meaningful DFS improvement with 2-year adjuvant ensartinib 
versus placebo in patients with stage IB–IIIB (8th edition of the AJCC) 
ALK-positive NSCLC (HR, 0.20; P < 0.0001), with results published in 
NEJM6. Minimal residual disease (MRD) assessment predicts 
postoperative recurrence7-8, but faces inherent challenges in ALK-
positive NSCLC. Despite their aggressive biology and rapid proliferation9, 
ALK-rearranged tumors paradoxically shed less circulating tumor DNA10, 
potentially limiting MRD detection sensitivity. Consequently, MRD-guided 
strategies and optimal adjuvant duration remain undefined. The 
Ensapilot study evaluates MRD-guided, 3-year adjuvant ensartinib in 
resected ALK-positive NSCLC to address these gaps.

ELIGIBILITY CRITERIA

Inclusion Criteria: 
• Histologically confirmed primary non-small cell lung cancer;
• Age ≥18 years old, gender unlimited;
• The stage of the disease was based on AJCC/UICC 8th edition of lung cancer staging 

criteria; Complete surgical resection (R0) of primary lung cancer with Stage IA3 with high-
risk recurrence factors, stage IB, II, IIIA, and IIIB (T3N2M0) of non-small cell lung were 
pathological confirmed;

• Full recovery from surgery;
• The biopsy or postoperative tumor tissue samples tested by the local laboratory are 

positive for ALK, and can be accepted by IHC, RT-PCR, FISH and NGS test results;
• Intended to receive enshatinib postoperative adjuvant therapy;
• ECOG physical status score is 0-1;
• Has good hematopoietic and organ function, and the laboratory test values;
• Participants with active hepatitis B or hepatitis C are allowed to be enrolled, provided that 

they receive strict antiviral therapy prior to medication and that liver function is adequate;
• Syphilitic positive subjects are allowed to be enrolled, but strictly standardized anti-

syphilis therapy is required before medication and syphilitic heart disease and other 
serious complications are excluded;

• Fertile female subjects must have a negative serum pregnancy test at the time of 
screening and during at the end of the study; Male subjects whose partners are women of 
reproductive age should be surgically sterilized, or effective methods of contraception 
should be given during and at the end of the study;

• Sign informed consent, voluntarily and be able to comply with the procedures of the trial 
and follow-up.

Exclusion Criteria: 
• Participating in a clinical study and receiving investigational drug therapy or investigational device within 4 

weeks prior to initial dosing; If involved in non-interventional clinical trials can be included in this study;
• There is unresectable or metastatic disease, pathology report showing microscopic positive surgical margin 

or extranodal invasion.
• History of other malignancies within 5 years prior to the first dose of the study drug, except for malignancies 

that are expected to be cured after treatment (including but not limited to fully treated thyroid cancer, cervical 
carcinoma in situ, basal or squamous cell skin cancer, or ductal carcinoma in situ of the breast treated with 
radical surgery);

• Previous treatment for NSCLC, including chemotherapy (preoperative chemotherapy treatment ≤ 2 cycles is 
allowed), targeted therapy (such as small molecule tyrosine kinase inhibitors targeting EGFR, ALK, VEGFR 
and other pathways, monoclonal antibodies, etc.), immunotherapy, investigational therapy, etc.;

• The subject has undergone major surgery within 3 weeks prior to the first dose of the study drug (including 
primary tumor surgery, thoracotomy, laparotomy, excluding vascular access establishment procedures);

• Use of traditional Chinese medicine and Chinese medicine preparations with anti-tumor treatment 
indications or auxiliary therapeutic effects on tumors within 14 days prior to the first dose of the study drug;

• Received strong CYP3A inhibitors or inducers and narrow therapeutic index CYP3A substrates within 14 
days before the first dose of the study drug;

• Clinically significant cardiovascular diseases；
• Severe active infection, interstitial lung disease / pneumonia, or any other serious underlying disease that 

may affect the subject's acceptance of protocol treatment within 2 weeks before the first dose;
• Positive HIV antibody test result;
• Active pulmonary tuberculosis;
• Pregnant or lactating women;
• Any other clinically significant disease or condition that the investigator believes may affect protocol 

compliance or the subject's signing of the informed consent form, or is not suitable for participating in this 
clinical trial.

Primary endpoint:
• Disease-free survival (DFS)
Secondary endpoints:
• 3-year, 4-year, and 5-year DFS rates
• Overall survival (OS)
• Safety
Exploratory endpoints:
• Efficacy of ensartinib rechallenge in 

patients who relapsed after 
discontinuation for reasons other than 
disease progression

• Association between dynamic ctDNA 
monitoring and prognosis

STUDY OBJECTIVES

Objective:
• We designed the Ensapilot study, a 

prospective trial in patients with stage IA3–
IIIB (T3N2M0) ALK-positive NSCLC, to 
evaluate MRD-guided adjuvant ensartinib 
therapy for 3 years. This study aims to 
determine whether extending the duration 
of adjuvant targeted therapy and 
implementing a step-up (MRD-driven) 
treatment strategy yields additional clinical 
benefit, while addressing the current data 
gap in MRD-guided adjuvant management 
of resected ALK-positive NSCLC.
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STUDY DESIGN

*Stage IA3 tumours were required to harbour high-risk pathological features: lymphovascular invasion, spread through air spaces (STAS), or poor differentiation (defined as any subtype comprising ≥20% high-
grade components, including solid, micropapillary, cribriform, or complex glandular patterns).
# If MRD remained positive upon completion of therapy or converted to positive during follow-up, subsequent management was determined by a multidisciplinary team (MDT) discussion.

Serial MRD monitoring was conducted every 12 
weeks.

Serial MRD monitoring was 
conducted every 24 weeks.• Postoperative pathologic tissue collection

• Blood sampling before treatment initiation

Pre-treatment During treatment

14–50 days after surgery Year 1 Year 2 Year 3

Blood samples for MRD testing were collected at treatment discontinuation for any reason.

• The Ensapilot study is a prospective, single-arm, multicenter exploratory study (NCT06780839), conducted across 23 centers in China, enrolling 70 patients with 
ALK-positive NSCLC who underwent R0 resection for stage IA3–IIIB (T3N2M0) disease per the 8th edition of the AJCC staging system.

Key eligibility criteria:
• Stage IA3*–IIIB (T3N2M0) ALK-

positive NSCLC
• Complete tumour resection (R0)
• ECOG PS 0–1
• No prior systemic therapy for NSCLC

N=70

Treatment continued until 
the first occurrence of:
• Completion of 3-year 

ensartinib therapy
• Unacceptable toxicity
• Disease recurrence
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