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Background

MDT-BRIDGE is investigating perioperative durvalumab (D) + neoadj CT in pts with resectable/borderline resectable NSCLC and CRT with
consolidation D in pts who become unresectable during neoadj Tx. Here, we report analyses of ctDNA CL from baseline (BL) to pre-surgery
(Sx)/CRT and other neoadj timepoints (TPs), using an ultrasensitive assay to enhance detection, and its association with outcomes.

Methods

MDT-BRIDGE (NCT05925530) is a phase 2 non-randomized study in Tx-naïve EGFR/ALK WT pts. After initial MDT resectability assessment,
all pts received 2 cycles of neoadj D + CT Q3W IV followed by MDT reassessment. Pts deemed resectable at reassessment received 1–2
more cycles of neoadj D + CT then Sx; pts deemed unresectable received CRT for �6 wk. After Sx/CRT, all pts received D Q4W IV up to 1 yr.
ctDNA CL from BL (pre-Tx) to other neoadj TPs was assessed in evaluable pts using the CLARITY™ assay (LoD95: ≤1 ppm variant allele
fraction [VAF]).

Results

Of 142 pts (full analysis set [FAS]), 107 had ctDNA assays developed following sequencing of pre-Tx biopsies. BL characteristics were
generally similar to the FAS; 99.1% were ctDNA+ at BL. Median VAF decreases of 96–97% occurred by C2D1 regardless of baseline
resectability. Deeper molecular responses were seen in pts resectable vs unresectable at reassessment; ctDNA CL at pre-Sx/CRT was 36.7%
(resectable, 40.6%; unresectable, 23.8%). The positive predictive value (PPV) of ctDNA CL at C2D1 for pCR was high (83.3%; 95% CI, 43.6–
99.1). Higher CL rates were observed in pCR vs non-pCR pts starting after 1 cycle (e.g., pCR [n=25] pre-Sx CL: 76.0%; non-pCR [n=43] pre-
Sx CL: 20.9%). Of resected pts, none with pre-Sx CL had an EFS event, while the 12-mo EFS rate (95% CI) in pts without CL was 88.9%
(72.8–95.7); of CRT-treated pts, the 12-mo PFS rate (95% CI) was 100.0% (100.0–100.0) with pre-CRT CL vs 77.5% (44.8–92.3) without.

Conclusions

Using an ultrasensitive assay improved the PPV of ctDNA CL for pCR vs prior studies (Reck, ESMO 2024. LBA49), increasing the utility of
ctDNA to assess early neoadj Tx response. Higher rates of ctDNA CL in resectable vs unresectable pts and association with outcomes further
support its clinical utility.
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NCT05925530 (release date: June 29, 2023).
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