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Background

1st-line immunotherapy (io) is a standard treatment for patients (pts) with aNSCLC and no targetable mutation. Classical 2-years io duration
does not rely on solid evidence. We aimed to assess whether 6-months nivo/ipi duration was equivalent to continuation until progression in
pts with disease control (DC).

Methods

In this multicenter non-inferiority randomized phase III trial, eligible pts treatment-naive, age>18, PS 0-1, had histologically proved stage IV
NSCLC and measurable disease. They received Nivo 3 mg/kg q2w plus Ipi 1 mg/kg q6w, until progression or unacceptable toxicity. At 6
months, pts with DC and no severe TRAEs were randomized (1:1) into arm A, io continuation, and arm B, observation. At progression, arm A
pts received an investigator's choice 2nd line platinum-based chemo, while arm B pts resumed double io. Primary endpoint was
progression-free survival (PFS). 450 pts x 2 were to be randomized, to achieve 80% power, with 0.025 one-sided an error. Observing that
European filing for the io combo was not submitted, the trial steering committee decided to stop the accrual on Jan. 15th 2021.

Results

From May. 2018 to Jan. 2021, 265 pts (70.6% male, 62.7y median age, 60% stage IVB, 22.3% SCC, 9.9% PDL1≥50%, 12.2% PDL1<1%)
were accrued. 137 (72.1%) pts showed disease progression before 6 months, 11 died (5.8%), 29 (15.3%) experienced TRAEs contra-
indicating continuation, 13 (6.8%) were deemed ineligible for randomization. 71 pts with DC were randomized. With a median 21.0 months
follow-up from randomization, median PFS was 20.8 (8.3-NR) months in arm A, not reached (17.7-NR) in arm B pts. 12-months PFS was
57.1% (39.3-71.5) and 77.6% (58.7-88.7) in arm A and B respectively (p=0.09). Adj.HR (arm B vs. arm A) was 0.65, 95%CI (0.29-1.49),
p=0.31. OS yet immature data did not show significant difference between both arms (adj. HR arm B vs. A: 0.52 95%CI (0.13-2.12), p=0.36).
No significant difference in G3-5 iTRAEs rate was observed.

Conclusions

The non-significant PFS difference between the 6-months and the continuation arms is hypothesis generating since data are underpowered
due to trial premature halt.
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