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Table 1 Patient characteristics of metastatic renal cell carcinoma treated by nivolumab
Case | Age | Sex | Clinical stage | Laterality gr}ilrerfjfyysfi(‘zg lc\fassls(lcﬁ:galt’llcs)i Priii:ﬁg;mic Sites of metastasis Course | Outcome
1 68 F cT3bNOM1 R Nx Int Ipi+Nivo Bone 30 SD
2 54 M c¢T3aNOMO R Nx Int Ipi+Nivo Liver 30 CR
3 55 F c¢T3aNOMO R Nx Fav Sunitinib Lung/Bone/Liver 56 PD
4 70 | M c¢T1bNOMO L Nx Int Sunitinib Lung/Chest 20 PD
5 67 F c¢T3aNOMO R Nx Fav Sunitinib Brain/Pancreas/Lung 2 PD
6 56 M c¢T3aNOM1 R None Poor Ipi+Nivo Bone 5 PR

F: female, M: male, R: right, L: left, Nx: nephrectomy, Fav: favorable, Int: intermediate, Ipi+Nivo: ipilimumab+nivolumab, PD: progressive
disease, SD: stable disease, PR: partial response, CR: complete response

Fig. 1

Abdominal CT of patient #2

Fig. 2

a, ¢) Liver metastases were detected before nivolumab

treatment (circles).

b, d) The size was reduced after 4 courses of nivolumab

(circle).

Chest CT of patient #6

a, ¢) The osteolytic metastases of thoracic vertebrae were
detected before nivolumab treatment (circles).

b, d) The size was reduced and ossification appeared
gradually after 5 courses of nivolumab (circles).



586

BRCld, = RN<7HG58HD 25%TCR, PR i/
LR SN TV D Y, BEBRTO RS R AR O R &
OILBIIREE72Ds, DB RS CREPR % 1619
ROz Ens, SHRORIEHD S B 7 DI R A
aniz, —7, BRI L OEESE T, SD DIk
RIZH b b9, WL ZRO720, PD &l
L7z 29ER 2 REBR L 720 =RV~ 77 EORERRER
DB T & ORBERITLZHETH Y, EMAIZL -
T (Pseudo progression) % EE T NELED
FAET 5 2 EPHEENTWE 7y RIEFIOH ERE R &
N, ERBEOHEDRIIZIESDENLV s, i
Fe D FEHE O HE N RN E O FHETH 5 RECIST #Ffi
AV RATEHH IS IZBRA A S 1), Immune-Related
Response Criteria (irRC) 7 & @ JGHT O & HER) F CH]
T H 725 HEDS, SO GEREDOR S E L LT
WLTWDOTEEWAEBbRZY,

M/ N R Z RO B RICB T, REAMICK L, iR
BEY M (Metastatectomy) * %Efi9 5 = & TCR
O N VIERI 2B L 72, mRBEOIREL W2
BT, WHEEHmISIN A, AHERA R X B A R 2
LIREDIREZ MRS 5 2 &, BEWHE 21T ET
FFICEELMEFREEZ D, BIESETI FIA
IZBWTY, Metastatectomy (ZHEFE L — KB & &
THY Y BEUBRSTREREAE, REBO X ) 1K
TR RR AR O VIR 2 i L, SEa%ific Bigd
CENERELEZ S,

BIET = v 7R A v MHERIZ, T MR RERE
WX ) PUEERD R A A L CRIRRIR A i85 2720, JE
o & AIE S & 4 R, HORERSIZ X % irAE 23
ML 722, irAE OFERHRIZ S T EF T, FEEI
BHREPOH8~12HTHEDL I ENLnE SN
% OW, Ty 7 KA ¥ N HERIEHAITO CTCAE
&7V — FORBEEDORAERIZ, = FV~YT7T64%,
AEY) AT T71%THY, ZFL—F3HLLIF4D
FEEOIERII=ZFRILYT26%, {E)LATT16%
LEns P, g 2KV TELEY) AT OH
T, HAIL D b EmeBUESARITm A, BITEH O
ERPFERICE L 2 bo 2RV TEAL YY) AT %20
HL72BoFEERAEZRIE, &7 —FT30%, 7L —
F3HLIX4TIHI88% TSN T WD P, Tk
EOHERZWE LT, MOKHNZ L 2 YT ER &
T AV AR 2R R OHES TR E SN, AT
O F#STREMIET 2 2 EAEEE ShTwb Y,
T2, O AT O A FIZIE—EICOG LT D FEE
DSEIET 2 I ORE % RO HIEFINAAET H 2 L

PH, HREOMESEEZIT) 2012, HERICK
BAURREEM D EE L FE 2 LD, FOREEIZOW
TEHTEMLZERLS S W, 2704 NRHME O TR
2L, 3 a7/ —VBEZ7 2 F 0V (MMF) Of:H
OEMMEICHET A2HELH Y P, BMEMEHT A FTYH
MMF Oz 432 T\wb, Lo L, MMF IZAFT
IR OER % &, RS TD % <, rAE I
% LT MMFE OfEH S D2 opBIRTH 5o KAEG]
T, =RV T A ) AT H2IEHT A & Tk
EREOV A7 BET Y, RO =RV~ 7HSHHF
BEEOEIIDF & &I o7z E 2 5Tz, IREIR
BETHo 72720, FFHEMRZ L TATOA N2V AR
RIMAERHE % FhE L7225, SeEEIZ L <, GG
M5 3BEMBIKIRE o720 EOTIET v 7 KA
Y MHEHOMHIZ, SBRE COERTHRESINS Z L
P, REEGID XD % A7 04 FEHUIEO HEiE 1O TR
EOREV A7 EETEITEL LI EPBRESI NS,
20720, ENOMHREEZEX%E LT, MMF % &0
EIHF OB ETEEIZT A 2 &%, THEAIrAR 12
xF LCH RIS T & 5 BENTF — A ORI EHROE
BEHAE Y Bbhrz,

5 =

YEEIZBIT B RN~ 7 OMBREBIZOWTHE L
720 ARFERN OIGIHER) A E R B EIE R R 3 5 s
HERE, AHMER TS, MWFE 02 RO 208
SIERIZ B L T S EAEELE Bbh/,

X (73

1) King,S. C. et al.: Continued increase in incidence
of renal cell carcinoma, especially in young patients
and high grade disease: United States 2001 to 2010.
J. Urol. 191: 1665-1670, 2014.

2) Motzer,R.J.etal.: Nivolumab versus
everolimus in advanced renal cell carcinoma. N.
Engl. J. Med. 373: 1803-1813, 2015.

3) Hodi, F.S.etal.: Improved survival with
ipilimumab in patients with metastatic melanoma.
N. Engl. J. Med. 363: 711-723, 2010.

4) Brahmer, J. et al.:Nivolumab versus Docetaxel
in Advanced Nonsquamous Non-Small-Cell Lung
Cancer. N. Engl. J. Med. 373:123-135, 2015.

5) Ferris, R. L. et al.: Nivolumab for recurrent
squamous—cell carcinoma of the head and neck. N.
Eng. J. Med. 375: 1856-1867, 2016.



ZRILY T DYEREER 587

6) Ansell, S.M.etal.: PD-1 blockade with
nivolumab in relapsed or refractory Hodgkin's
lymphoma. N. Engl. ]J. Med. 372: 311-319, 2015.

7)  West, H. J.: Immune checkpoint inhibitors.
JAMA Oncol. 1: 115, 2015.

8) Wolchok, J.D. et al.: Guidelines for the
evaluation of immune therapy activity in solid
tumors: immune-related response criteria. Clin.
Cancer Res. 15: 7412-7420, 2000.

9) BEBENANTIA Y HRBEREFEHE
2017 FhR

10)  Scott, L. J.: Nivolumab: A review in advanced
melanoma. Drugs. 75: 1413-1424, 2015.

11)  Villadolid, J. and Amin, A.: Immune checkpoint
inhibitors in clinical practice; update on

management of immune-related toxicities. Transl.
Lung Cancer Res. 4: 560-575, 2015.

12) Larkin, J. et al.: Combined nivolumab and
ipilimumab or monotherapy in untreated
melanoma. N. Engl. J. Med. 373: 23-34, 2015.

13) BEFEA RS il nEoMEE I G
FLOFER. 3. BIEREAT O A N & i
. HARARFERHEES 97: 1008-1015, 2008.

14) Chmiel, K. D. et al.: Resolution of severe
ipilimumab-induced hepatitis after antithymocyte
globulin therapy. J. Clin. Oncol. 29: 237-240, 2011.

15) Cheng, R. et al.: Ipilimumab induced toxicities
and the gastroenterologist. J. Gastroenterol.
Hepatol. 30: 657-666, 2015.

INITIAL CLINICAL EXPERIENCE OF NIVOLUMAB FOR METASTATIC RENAL CELL

CARCINOMA

TOSHIHIKO MASAGO, HIROSHI YAMAGUCHI axo TAKEHIRO SEJIMA
Department of Urology, Matsue City Hospital, Shimane, Japan

KENICHI TAKEDA
Department of Respiratory Medicine, Matsue City Hospital, Shimane, Japan

Abstract:

Nivolumab, which was approved as a new immunotherapeutic agent for advanced renal cell carcinoma
(RCC) in Japan in September 2016, is an immune checkpoint inhibitor that activates the cytotoxic immune
response and exerts antitumor effects via a mechanism that differs from those of other molecular targeted
agents. Nivolumab's response pattern, efficacy, and adverse events are very different from those of other
molecular targeted therapies. Herein, we report our initial clinical experience with nivolumab for metastatic
RCC. From January 2017 to September 2020, we administered nivolumab to six patients with metastatic
RCC. The metastatic sites were the brain, lungs, liver, pancreas, and others. Based on the RECIST guidelines
(ver. 1.1), the efficacy was as follows: CR (n=1), PR (n=1), SD (n=1), and PD (n=3). Three patients experienced
minor adverse events, but one of them later died from autoimmune hepatitis. Even if an immune checkpoint
inhibitor such as nivolumab is very effective against metastatic RCC, further prospective evaluations of its
efficacy and adverse effects are needed, as is the cooperation of the internal medical team treating patients
with this cancer. (Nishinihon J. Urol. 82 : 584-587, 2021)

key words : nivolumab, metastatic renal cell carcinoma, immune checkpoint inhibitor




