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Study 111/KEYNOTE-146 Trial Design and Data from the RCC Cohort (Abstract #5008)
KEYNOTE-146/Study 111 (ClinicalTrials.gov, NCT02501096) is a Phase 1b/2, open-label,
single-arm trial evaluating the LENVIMA plus KEYTRUDA combination in patients with selected

solid tumors. Results from the RCC cohort of the Phase 2 part of the study are based on 104
patients with metastatic ccRCC with disease progression following PD-1/PD-L1 immune
checkpoint inhibitor therapy using RECIST v1.1 criteria. Patients were treated with LENVIMA 20
mg orally once daily in combination with KEYTRUDA 200 mg intravenously every three weeks
until unacceptable toxicity or disease progression. The primary endpoint is ORR at week 24 by
immune-related RECIST (irRECIST) per investigator review. The key secondary endpoints
include ORR, PFS, OS, safety and tolerability for a maximum of 35 cycles/treatments
(approximately two years).

At data cutoff (April 9, 2020), results from the Phase 2 part of the study showed the
LENVIMA plus KEYTRUDA combination demonstrated an ORR at week 24 of 51% (95% CI: 41-
61) by irRECIST per investigator review. As assessed by irRECIST per investigator review, ORR
was 55% (95% CI: 45-65), with a partial response rate of 55%, stable disease rate of 36% and
progressive disease rate of 5% (5% were not evaluable). Median DOR was 12 months (95% CI:
9-18). Median PFS was 11.7 months (95% CI: 9.4-17.7), and the 12-month PFS rate was 45%
(95% CI: 32-57). Median OS was not reached (95% CI:16.7-NR), and the 12-month OS rate was
77% (95% CI: 67-85).

As assessed by RECIST v1.1 per investigator review, ORR was 52% (95% CI. 42-62),
with a partial response rate of 52%, stable disease rate of 38% and progressive disease rate of
6% (5% were not evaluable). Median DOR was 12 months (95% CI: 9-18). Median PFS was 11.3
months (95% CI: 7.6-17.7), and the 12-month PFS rate was 44% (95% CI: 31-55).

Treatment-related adverse events (TRAES) led to discontinuation of LENVIMA and
KEYTRUDA in 15% of patients, discontinuation of LENVIMA in 12% of patients, and
discontinuation of KEYTRUDA in 12% of patients (2% due to proteinuria). Grade 4 TRAEs
included lipase increased, diverticulitis, large intestine perforation and myocardial infarction, and
Grade 5 TRAEs included upper gastrointestinal hemorrhage and sudden death. The most
common TRAEs of any grade (=20%) were fatigue (53%), diarrhea (46%), proteinuria (39%),
dysphonia (35%), hypertension (34%), nausea (32%), stomatitis (32%), arthralgia (29%),
decreased appetite (28%), palmar-plantar erythrodysesthesia syndrome (25%), hypothyroidism
(23%) and headache (22%).
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