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INTRODUCTION STUDY DESIGN

STUDY OBJECTIVES

According to Global Cancer Statistics 2024, lung cancer is the leading | * The Ensapilot study is a prospective, single-arm, multicenter exploratory study (NCT06780839), conducted across 23 centers in China, enrolling 70 patients with Objective:

cause of new cancer cases and cancer deaths globally and in Chinal, | A| K-positive NSCLC who underwent RO resection for stage IA3—IIIB (T3N2MO) disease per the 8th edition of the AJCC staging system. + We designed the Ensapilot study, a

with non-small cell lung cancer (NSCLC) representing 80%—85% of orospective trial in patients with stage IA3—

diagnoses?. Despite curative surgical resection, a substantial proportion - ~ - ~ e ™\ 1B (T3NZMO) ALK five NSCLO. ¢

of patients remain at high risk for recurrence or metastasis®. The Key eligibility criteria: 1st MRD+ Ensartinib + platinum-based T _ _ ( ) _ ~POSI 'Ye ) ? |

anaplastic lymphoma kinase (ALK) rearrangement serves as a key ' " reatment continued until evaluate MRD-guided adjuvant ensartinib

oncogenic driver in ~3%—7% of NSCLC cases* Adjuvant targeted + Stage IA3™-IIIB (T3N2MO) ALK- - ~ 9 doublet chemo (2—4 cycles) y the first occurrence of: therapy for 3 years. This study aims to

Lherapy has (tjhus beAcLo}znte criticalkfor impr(r)]vti)rlg IO?‘?EFr)m S(;jr:;/ivil\.l C?inz positive NSCLC Ensartinib MRD+ « Completion of 3-year determine whether extending the duration
as approved nine yrosine kinase inhibitors s) to date. Alectini . : e . ,

remains the only approved adjuvant therapy for patients with completely Complete tumour resection (RO) 225 mg QD - N MR[/)' ~ ensartinib therapy | of adjuvant targeted therapy and

resected ALK-positive NSCLC (stage IB [tumor =24 cm] to IlIIA per the 7th * ECOG PS 0-1 - o Ensartinib Ensartinib * Unacceptable toxicity implementing a step-up (MRD-driven)

edition of the AJCC staging system), reducing recurrence or death by « No prior systemic therapy for NSCLC « Disease recurrence treatment strategy yields additional clinical

76% versus platinum chemotherapy in the phase 3 ALINA trial (HR 0.24; N=70 MRD- &225 mg QD/ MRD- &225 mg QD/ _ Y. benefit, while addressing the current data

95% CI 0.13-0.43; P<0.0001)°. Ensartinib, a potent second-generation - /

gap in MRD-guided adjuvant management

Pre-treatment /—*—/ During treatment /—:—‘ of resected ALK-positive NSCLC.
i i | Primary endpoint:
. g :

ALK TKI, approved by the FDA in December 2024, has demonstrated
significant potential in the perioperative setting. The Phase Ill 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

 Disease-free survival (DFS)

| .
clinically meaningful DFS improvement with 2-year adjuvant ensartinib | Secondary endpoints:
versus placebo in patients with stage IB-IIIB (8th edition of the AJCC) 14-50 days after surgery | Year 1 Year 2 : Year 3 : « 3-year, 4-year, and 5-year DFS rates
" ] : : : | I | o I
ALK—p03|t|v§ NSCLC (HR, 0.20., P < 0.0001), with results publlsheq in : Serial MRD monitoring was conducted every 12 : Serial MRD monitoring was : gvfertall survival (OS)
NEJMP. Minimal residual disease (MRD) assessment predicts + Postoperative pathologic tissue collection weeks. : conducted every 24 weeks. ! arety |
postoperative recurrence’8, but faces inherent challenges in ALK- - Blood sampling before treatment initiation | | Exploratory endpoints:
positive NSCLC. Despite their aggressive biology and rapid proliferation?, ! . . Efficacy of ensartinib rechallenge in
— . . . 10 n n ] ] I
ALK-rearranged tumors paradoxically shed less circulating tumor DNAT, Blood samples for MRD testing were collected at treatment discontinuation for any reason. patients who relapsed after
potentially limiting MRD detection sensitivity. Consequently, MRD-guided discontinuation for reasons other than
strategles and optimal adjuvant _duratlon rema'.n undef'ned_‘ _Th_e *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 220% high- diseas_e ProgreSSion |
Ensapilot study e.v.aluates MRD-guided, 3-year adjuvant ensartinib in grade components, including solid, micropapillary, cribriform, or complex glandular patterns). * Association between dynamic ctDNA
resected ALK-positive NSCLC to address these gaps. \ # 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. / monitoring and prognosis
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