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Table 1 The results of ICI combination therapy from RCTs

Checkmate-214 Keynote-426 Javelin Renal 101
I\I;‘;SL‘EHIEZJ Sunitinib Pemb;‘:iltiizn“i?ab T Sunitinib Avai?triiff " Sunitinib

Patients IMDC intermediate/poor risk All risk All risk
Follow-up (months) 48.0 23.0 13.0

PFS (months) Iﬁi(())% <0.63—0.9§§3 111;1(1).71 (0.6070‘8141)'1 }1121;?).69 <0.56—0.8i54
05 (months) 48.1 26.6 NR 35.7 NR NR

HR 0.66 (0.55-0.80) HR 0.68 (0.55-0.85) HR 0.78 (0.55-1.08)

ORR (%) 42 26 60.2 39.9 51.4 25.7
CR (%) 11 1 8.8 3.0 3.4 1.8
PD (%) 25 25 11.3 17.2 11.5 18.7

PFS: progression—free survival, OS: overall survival, ORR : objective response rate, CR : complete response, PD: progressive disease
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Table 2 Patients' characteristics

N=30
Gender Male : 26 Female: 4
Median age (y.0) 69 (range: 46 - 84)
Nephrectomy Done: 16 None: 14
IMDC risk Intermediate : 14 Poor: 16
Histopathology Clear cell: 17

Sarcomatoid : 6
Chromophobe : 3
Unknown : 4
Median follow-up (days) | 400 (range: 21-751)
Ipilimumab Complete : 19

ORR CR: 1 (3.3%)

PR: 12 (40.0%)
SD: 11 (36.7%)
PD: 6 (20.0%)

Interrupt: 11
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Table 3 The frequency of adverse events

Any grade > Grade 3
Pruritus 9 1
Fatigue 4 0
Appetite loss 3 0
Fever 2 0
Interstitial pneumonia 2 2
Hypothyroidism 2 0
Diarrhea 2 1
Liver dysfunction 2 1
Joint pain 1 0
Rhabdomyolysis 1 1
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Fig.1 Kaplan-Meier curves of (A) progression—free survival (PFS) and (B) overall survival (OS) in
the patients with metastatic renal cell carcinoma treated with nivolumab and ipilimumab.
The median PFS was 175 days, and the median OS was not reached.
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Abstract :

In recent years, immune checkpoint inhibitors (ICIs) have appeared, and ICIs combination therapy or ICIs
plus TKI therapy have been known to be the most recommended treatments for metastatic renal cell
carcinoma (mRCC), The characteristics of ICIs are that they are able to achieve a complete response (CR),
and they may continue to be effective. In patients treated with nivolumab + ipilimumab, the CR rate was
about 11% and the median overall survival was about 4 years. In patients treated with pembrolizumab +
axitinib, the CR rate was about 8.8% and the median overall survival was not reached. Both regimens were
superior to treatment with sunitinib which had traditionally been recommended as first-line therapy.
Treatment combined with ICIs as a first-line is now essential for mRCC treatment. Even during the ICI
era, the majority of cases are non—CR, so if patients appear to suffer treatment failure, they will need
second-line treatment. In this situation, they would most likely receive TKI treatment. However, which
TKI is selected would be affected by their first-line treatment. Our strategy considers the following : (1)
whether to use ipilimumab which can only be used in first-line treatment, (2) whether second-line TKI is
effective, (3) whether to aim for CR, and (4) whether it is necessary to avoid primary progression. We
herein discuss our experience with nivolumab and ipilimumab therapy while introducing some evidence of
treatment for mRCC. (Nishinihon J. Urol. 84 : 28-32,2021)
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