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Objectives: Evaluate the long-term outcomes of lorlatinib versus crizotinib in patients with ALK-positive Il cell lung cancer
Methods:
Study design
The CROWN study (NCT03052608) is an ongoing, open-lal phase Il trial lorlatinib vs crizotinib in patients with previously untreated, advanced, ALK-positive NSCLC
Patients were randomly assigned 1:1 to recaive iodatinlb 100 mg once n-uy or crizotinib 250 mg BID in 28-day cycles
End points

Primary endpoint: PFS by BICR per RECIST version 1.1
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Secondary endpoint: Overall survival (OS): assessed at the time of the protocol-specified second interim analysis after at least 139 deaths have occurred (70% information fraction), PFS by Objective
response by BICR and investigator assessment; Safety; Patient-reported outcomes; Biomarker analyses
Follow-up
Per protocol, end point evaluation by BICR stopped after the 3-year analysis
Tumor assessments, including brain MRI, have been performed every 8 weeks in all patients throughout the study
Primary objective of the study was met at the prespecified interim analysis; therefore, this post hoc analysis conducted after 5 years of follow-up is to present efficacy by investigator assessment only, safety, and biomarker analyses
Results

Patient population / Characteristics
Total 296 patients were randomly assigned to the lorlatinib group (n = 149) or
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Discussion: In the CROWN study analysis, loriatinib demonstrated superior long-term efficacy compared to crizotinib in patients with untreated advanced ALK-positive NSCLC, achieving the longest reported progression-free survival (PFS) exceeding five years. Lorlatinib also showed high

ting brain

metastases and preventing new brain metastases. Although lorlatinib was associated with a higher rate of grade 3/4 adverse events, these were manageable, and no new safety signals emerged. Overall, these findings establish lorlatinib as a leading treatment option, setting a new standard for targeted therapies in adv.nud NSCLC
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