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* CtDNA has been used for monitoring response to — ctDNA was assessed from blood samples using maximum variant allele frequency (mVAF) at baseline and C2D1 d

treatment in patients with ALK-positive NSCLC?23 . _ ctDNA in blood samples (mVAF)
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u but not in those treated with crizotinib. However, tumors 210 mm in diameter. The sVol was calculated 1:1 —
ctDNA change was not quantifiable in many - Associations with 7-year PFS were evaluated using univariate models and a joint model integrating mVAF and N=296 Crizotinib 250 mg RECIST 1.1 tumor burden (SOD) Joint model integrating ctDNA
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* In this ad hoc exploratory analysis using CROWN « The joint risk score was developed by integrating sVol and mVAF. To account for highly skewed distributions and Al-derived tumor burden (sVol) RIS £
data from the 7-year cutoff, we evaluated whether differing measurement scales, both metrics were standardized using a rank-based inverse normal transformation Crossover between treatment arms Imaging at baseline and C3D1
St l l early ctDNA, Response Evaluation Criteria in Solid (INT), which mapped patient percentiles onto a standard normal distribution was not permitted (High vs low tumor burden; median cutoff)
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* This exploratory ana'YSIS using 7'year cutoff data from * This evaluable subset included 221 patients (74.7%) from CROWN Lorlatinib Crizotinib
the phase 3 CROWN Study (NCTOBOSZGOS) showed that - Relationships between sVol and mVAF or SOD were assessed using Pearson correlation analyses (Figure 2)
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