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Relevance of the CPS score and tumor nephrectomy in the SUNNIFORECAST trial comparing ipilimumab/nivolumab versus
standard of care in non-clear cell renal cell cancer
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Background

Non-clear cell renal cancers (nccRCC) are a rare and heterogeneous group of more than 20 histological and molecular defined entities. So
far, TKI therapy with or without immune checkpoint inhibitors (ICI) are considered standard of care (SOC) options in these diseases, but the
data are sparce. Here, we report results of the academic prospective randomised European trial in therapy-naïve patients with advanced
nccRCC entities, which compared ipilimumab/nivolumab (Ipi/Nivo) vs SOC (SUNNIFORECAST trial).

Methods

We randomly assigned patients (pts) with nccRCC in a 1:1 ratio to receive either nivolumab 3 mg/kg IV combined with ipilimumab 1 mg/kg
IV every 3 weeks for 4 doses followed by a flat dose of 240 mg IV every 2 weeks or 480 mg every 4 weeks versus SOC by investigators
choice. Patients were stratified in papillary vs. non-papillary nccRCC and according to IMDC risk score. The primary endpoint was the OS
rate at 12 months (mos), secondary endpoints were the OS rate at 6 mos and 18 mos, OS, PFS and ORR.

Results

In total, 309 pts were randomized to receive either Ipi/Nivo or SOC (124 TKI, 17 TKI/IO). The 12 mos OS rate for Ipi/Nivo of 78.3% vs 68.3%
in the SOC arm was significantly superior (p=0.026). Median OS was 33.2 mos for the Ipi/Nivo arm and 25.2 mos for the SOC arm.The CPS
differed between the various subentities considerably and was associated with the outcome. The ORR in patients with CPS >1 was 43,3% but
with CPS<1 only 22.2% in the Ipi/Nivo arm. There was no difference between the CPS levels in the SOC arm with an ORR of 19.6% and 19.1%.
Pts with a CPS>1 had an OS-rate at 12-months of 83.5% in the Ipi/Nivo arm vs 57.6% and a median OS of 40.8 mos vs. 22.2 mos (p=0.008).
Additionally, pts who underwent nephrectomy had a longer median OS in general with 38.5 mos in the Ipi/Nivo arm vs. 33.9 mosin the SOC
arm, the benefit of Ipi/Nivo, however, was more pronounced in those who did not undergo tumor nephrectomy with 26,3 mos vs 16.5 mos
(p=0.065).

Conclusions

The primary endpoint (OS rate at 12mos) was met in favour of ipilimumab/ nivolumab. A CPS-score >1 to predicts a better outcome with
Ipi/Nivo compared to those with a CPS<1 and the SOC arm. In pts. without nephrectomy, Ipi/Nivo seems to be more effective than SOC for
OS.
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