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Longitudinal Circulating Tumor DNA Levels and Clinical Outcomes of First-line Tislelizumab Plus Chemotherapy Treatment for
Advanced Non-Small Cell Lung Cancer in the RATIONALE-304 and -307 Studies
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v Circulating tumor DNA (ctDNA) level at first response (FR) is decreased from ctDNA has the potential to be a surrogate biomarker for the efficacy of
- baseline (BL) in both the -304 and -307 studies and appears to correlate with anti-programmed cell death protein 1 (PD-1) therapy, which requires further
— improved clinical outcomes of first-line tislelizumab in combination with prospective validation.

Conclusions chemotherapy (chemo) in non-small cell lung cancer (NSCLC).

Background

Lung cancer remains the leading cause of cancer mortality." NSCLC accounts ctDNA enables evaluation of tumor genomics, with potential uses in molecular profiling, Tislelizumab is a humanized IgG4 anti-PD-1 monoclonal antibody with high affinity and  Here, we retrospectively analyzed the association between longitudinal ctDNA levels

for the majority (~85%) of lung cancers, with metastatic disease representing treatment response monitoring, and detection of residual disease, but its role in binding specificity for PD-1.4% In the RATIONALE-304 (NCT03663205) and -307 and clinical outcomes among patients with advanced NSCLC treated with

over half of cases (~55%), and long-term prognosis remains poor.2 monitoring response to immunotherapy in NSCLC is unconfirmed.? (NCT03594747) studies, tislelizumab plus chemo demonstrated a superior clinical tislelizumab plus chemo in RATIONALE-304 and -307. We observed the prognostic
progression-free survival (PFS) benefit compared with chemo alone as first-line  and predictive effect of BL ctDNA and further investigated the effect of FR ctDNA on
treatment of nonsquamous (nsq) and squamous (sq) NSCLC, respectively.6’ efficacy in the tislelizumab-treated arm.

Figure 1. ctDNA Levels Significantly Decreased at FR Compared With BL in Figure 2. Patients With Undetectable ctDNA at FR Showed Longer PFS

Table 1. Baseline Characteristics
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were comparable with the overall populations in terms of listed BL characteristics Patients with UD ctDNA status at BL had no obvious differences in PFS and OS vs  J "o (5 cicciable. Results should be interpreted with caution given the small sample size in

for both studies (Table 1) patients with D ctDNA at BL (Table 2) study -304 ctDNA subgroups, and nonsignificant differences in -307.
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