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Table 1 Comparison of outcomes between I0-I0 and IO-TKI therapy for IMDC intermediate/poor risk metastatic renal cell

carcinoma
Ipi + Nivo vs. Sunitinib Pem + Axi vs. Sunitinib Ave + Axi vs. Sunitinib
(Int/poor) (AL o TK(AH)1 N
Motzer R] et al. . oueiri et al. Annals o
Hmmm@x&mw%% Plimack £ et al. ASCO 2020 Oncol, 31, 1030-39, 2020
Follow—up 42.0 mos 27.0 mos 19.3 mos
Risk category Fav 23% Fav 32% Fav 21.3%
Int 61% Int 55% Int 61.3%
Poor 17% Poor 13% Poor 16.3%
PDL1 > 1% 23% vs. 25% 60% vs. 62% 61% vs. 65%
CR rate 10.1% vs. 1.4% 8.8% vs. 3% 3.8% vs. 2%
OR rate 42.1% vs. 26.3% 60.2% vs. 39.9% 52.4% vs. 27.2%
PD rate 19.8% vs. 17.3% 11.3% vs. 17.2% 12.4% vs. 19.4%
0S HR 0.66 HR 0.68 HR 0.80(immature)
PFS HR 0.77 HR 0.71 HR 0.69
TRAEs
Grade 3-5 47.3% vs. 64.1% 66.9% vs. 62.4% 71.2% vs. 71.5%
Deaths 1% vs. 1% 0.9% vs. 1.4% 0.7% vs. 0.2%
Increase
AST/ALT - 26.1/26.8% 14.5/17.1%
All Grade - 7/13.3% 3.9/6.0%
>G3

Ipi: Ipilimumab, Nivo: Nivolumab, Pem: Pembrolizumab, Axi:

Axitinib, Ave: Avelumab, mos: Months, Fav: Favorable, Int:

Intermediate, HR : Hazard ratio, TRAEs: Treatment-related adverse events
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Fig. 1 Response characterization in patients treated with
Nivolumab + Ipilimumab
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Table 2 Clinical outcomes among patients treated with TKI or mTORI-I therapies after 10 therapy.

Publish

Treatment

No. Author N Prior therapy i Agents ORR PFS AE(G3-4)
year line
1 TomitaY. 2021 19 10 +10 ond  Sun6Axid 329% 16.3M G3 49% G4 2%
Pazo 3 Eve 1
2 Auwray M. 2019 33 10+10 ong  Sunl7Axi6 36% 8.0M G3< 42%
Pazo 8 Cab 2
Sun 24 Axi 7
. 10 + TKI 27 10 + TKI 15% 10 + TKI 3.7M
3 Dudani S. 2019 55 10410 28 2nd Pazo 11, Cab 10410 45% 10 +10 5.4M n.a.
11, Len + Eve 2
10 28, 10 + 10 6,
4 Omstein M. C. 2019 40 10 + TKI 3 IO~ 2nd Axi 45% 8.8M G4 3%
other 3
10 12 10-10 32, Sun 6 Axi 25 o discontinued
5 Shah A. Y. 2019 70 I0-TKI 25 2nd Pazo 19 Cab 20 41% 13.2M 279%

TRAEs: Treatment-related adverse events
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Abstract :

Abstract

Systematic first-line treatment for metastatic renal cell carcinoma (mRCC) is rapidly evolving.
Nivolumab and ipilimumab, as well as the combination of an immuno—-oncology (I0) and vascular endothelial
growth factor receptor—tyrosine kinase inhibitor (TKI), reportedly improved the response rate,
progression—free survival, and overall survival more than sunitinib, the former standard of care. According
to the latest guidelines, IO-based combinations are the new standard of primary systemic treatment for
mRCC patients. However, no head-to—head trials comparing these novel strategies have been conducted.
Thus, choosing the most appropriate regimen for a patient is challenging.

In our institute, the decision between "IO-I0" and "IO-TKI" depends on the "expected value of long-term
response’ and the "presence of urgent symptoms.' IO-TKIs are mainly used to hinder the progression in
cases with urgent symptoms or when severe symptoms are likely to occur due to progression. For patients
without urgent symptoms, when a 'curative” and "long-term" response is expected, IO-IO is the preferred
treatment. Meanwhile, if a "fast and reliable response” is needed, then IO-TKIs are recommended.

TKIs have mainly been used as the second-line treatment following an IO-based combination.
Specifically, axitinib, which has a short half-life and easily manageable side effects, is given. Cabozantinib is
also a viable second-line treatment option. (Nishinihon J. Urol. 84 : 22-27,2021)

key words: Metastatic renal cell carcinoma (mRCC), Immuno—Oncology (I0), Tyrosine kinase inhibitor
(TKI)
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