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Abstract

Introduction: Chemotherapy plus immunotherapy is the standard of care for patients with metastatic NSCLC. No study has evaluated the outcomes
of second-line chemotherapy treatments after progression following first-line chemo-immunotherapy. Method: This multicenter retrospective study
evaluated the efficacy of second line (2L) chemotherapies after progression under first-line (1L) chemo-immunotherapy, measured by overall survival
(2L-OS) and progression free survival (2L-PFS). Results: A total of 124 patients were included. The mean age was 63.1 years, 30.6 % of the patients
were female, 72.6 % had an adenocarcinoma and 43.5 % had a poor ECOG-performance status prior to 2L initiation. Sixty-four (52.0 %) patients
were considered resistant to first line chemo-immunotherapy. (1L-PFS < 6 months). In 2L treatments, 57 (46.0 %) patients received taxane
monotherapy, 25 (20.1 %) taxane plus anti-angiogenic, 12 (9.7 %) platinum-based chemotherapy and 30 (24.2 %) other chemotherapy. At a median
follow-up of 8.3 months (95 %Cl: 7.2—10.2), post initiation of 2L treatment, the median 2L-OS was 8.1 months (95 % CI: 6.4—12.7) and the median
2L-PFS was 2.9 months (95 %CI: 2.4-3.3). Overall, the 2L-objective response and 2L-disease control rates were 16.0 %, and 42.5 %, respectively.
Taxane plus anti-angiogenic and platinum rechallenge achieved longest median 2L-OS: not reached (95 %ClI: 5.8-NR) and 17.6 months (95 %ClI
11.6-NR), respectively (p = 0.05). Patients resistant to the 1L treatment had inferior outcomes (2L-OS 5.1 months, 2L-PFS 2.3 months) compared
with 1L responders (2L-OS 12.7 months, 2L-PFS 3.2 months). Conclusion: In this real-life cohort, 2L chemotherapy achieved modest activity
following progression under chemo-immunotherapy. 1L-resistant patients remained a refractory population, highlighting a need for new 2L strategies.
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