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Background

Options are limited beyond chemo-immunotherapy (CT-IT) in advanced stage, non-squamous non-small cell lung cancer (nSq NSCLC)
without oncogenic driver. Addition of anti-angiogenic agents improves taxane efficacy. Whether combining paclitaxel/bevacizumab (P/B)
with atezolizumab (A) could have a synergistic effect to overcome resistance to IT in NSCLC remains undetermined.

Methods

Open-label, randomized (2:1), non-comparative, multicenter phase II trial, in PS 0-1 nSq NSCLC pts, progressing after CT-IT (arm A: P/B; arm
B: A/P/B; 21-day cycles; no crossover allowed). Stratification by treatment line (2nd vs 3rd), PD-L1 status (<1% vs 1-49 vs ≥ 50%) and time
to disease progression (DP) with previous IT (<6 vs ≥6 months). Primary endpoint was progression-free survival (PFS) at 6 months,
assessed by independent review committee (IRC). Secondary endpoints were PFS by investigators, objective response rate (ORR), overall
survival (OS), safety and quality of life.

Results

From 04/2023 to 08/2024, 168 pts were enrolled in 42 centers (males: 64%, median age: 63.6 yrs, adenocarcinoma: 88%, PD-L1 negative
status: 44%, brain metastasis: 27%, only 1 previous line: 90%). Five pts were untreated mostly due to DP or intercurrent event; 10 pts were
deemed ineligible. Primary endpoint, 6-month PFS by IRC in eligible pts was 52.0% [95%CI: 38.2-65.9] in arm A (n=50), and 40.8% [31.3-
50.3] in arm B (n=103); 6-month PFS by investigators was 52.0% [95%CI: 38.2-65.9] and 42.7% [33.2-52.3], respectively. Median PFS was
7.5 months in arm A [95%CI: 5.8-9.8] and 6.2 months in arm B [5.5-8.2]. ORR was 42.0% in arm A and 41.7% in arm B. Median OS was 17.0
months [95%CI: 10.9-NR] in arm A and 16.6 months [10.8-19.3] in arm B. Grade 3-4 toxicities occurred in 26.4% arm A pts and 28.1% arm
B pts; grade 5 rate was 9.4% and 9.1%. No unexpected toxicity was reported. Subgroup analyses according to stratification factors, KRAS or
KEAP1/STK11 status, did not modify the findings.

Conclusions

P/B was prospectively confirmed as a good salvage treatment after CT-IT, reinforcing its value in routine, whilst addition of atezolizumab to
P/B failed to further improve patient outcome in this setting; both regimens without new safety signal.
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