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DEEP AND DURABLE RESPONSE AFTER DISCONTINUATION
OF NIVOLUMAB/IPILIMUMAB COMBINATION THERAPY FOR
METASTATIC RENAL CELL CARCINOMA : A CASE REPORT

Masafumi TsuruTA, Noboru SHiBASAKI, Ryo IcucHi,
Takahiro YAMAGcucHI, Hideto OTa, Yasushi FucHiGAMI,
Toshihiro MacarisucHI, Hirohito NarTo and Akito TERAI

The Department of Urology, Ohara Health Care Foundation Kurashiki Central Hospital

A 47-year-old man was referred to our hospital for epigastric pain and cough, and was given a diagnosis
of left clear cell renal carcnoma with multiple pulmonary metastases based on the results of renal tumor
biopsy (cT3aNOMI). He received nivolumab/ipilimumab combination therapy, but developed diarrhea
(grade 3) on day71, and treatment was discontinued. However, a deep and durable response after
discontinuation of treatment was shown, and we were able to perform nephrectomy on day336. He is
undergoing nivolumab therapy for pulmonary metastases.

(Hinyokika Kiyo 66 : 443-448, 2020 DOI: 10.14989/ActaUrolJap_66_12_443)
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MZHEBUE « H& 176.7 cm, AE 64.4kg

Karnofsky performance status : 90%

FRog NS BfAT : 2 L

MM R - WBC 8,000/u4l, RBC 4557 /ul, Hb
13.6g/dl, Plt 24.4 75 / w1, Neutro 70.1%, Lymph
23.6%, TP 7.3¢g/dl, Alb 4.4g/dl, AST 18U/l
ALT 9U/I, LDH 158U/l, Cre 1. 06 mg/dl, eGFR
60.3 ml/min/1.73 m?, BUN 14 mg/dl, Na 134 mmol/
I, K4.3mmol/l, Cl198 mmol/l, Ca15.2mg/dl, CRP
0.38 mg/dl

CT FTHL : 75812 14.3% 9.1 cm KO ERR R % 1F
O BB IR T & OB 53 AS I 7 JE g 2 %GR 72
(Fig. 1 ©). WilililZEfHEN2h40ERED L 5T 5
NI 5 % FRO IR AR 4.7x4.0em K, KIZH A
ADRE2H%1E 4.1%x3.2cm KThH -7z (Fig. 1 @
®).
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Fig. 1. @: CT scans before treatment. Left kidney tumor, 14.3 X 9.1 cm in size.
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®, @ : CT scans before

treatment. Lung metastases. @ : Histopathological image of hematoxylin and eosin staining of the left

renal tumor biopsy (HE X 400).

72. International Metastatic Renal Cell Carcinoma Data-
base Consortium (IMDC) 43 % TIZHIZ I & iR
M EC1AEARN, Am (13.6g/dl, FEkHkiE 13.7~
16.8g/dl), HiEH V> 2MED LHO 3 HH % i/
3 poor risk T Y nivolumab/ipilimumab §f 3% %=
WATS 5 e L7z, Eh vy AMEIC DWW TIEH
5 7 SRR R TH AL AR IR, BREE & v o 728E
RIZFEDO S, PTHrP 1 9.6 pmol/l (g # 0.0~
1.1pmol/l) &EfE%xED. RHICEZARE LT
IVH M=, VL Ra YRR, fiE TS L,
1 AR FEE CIEF#ANICETa Y ba— LI HET
Hotz.

20194F 1 H & U nivolumab/ipilimumab ff Fi##: % B
I6 L7z, WGHENROFE 1213 immune-related response
criteria for solid tumors (irRECIST) % Fiv:7z. Baseline
TOEMHEDOEFRITFEIEEED 14.3 cm, MEEORK
KIBZEDS 4.7 ecm, KIZH A ZADOKERHEN 4.1 cm
Td Y total tumor burden (TTB) (X 23.1ecm TH o
c. GHEAMR2H B0 CT CIRESEHE, Mo RE
TENEN14.7, 5.4, 4.1em TTTB X 24.2cm &
5%DWRERDZN, 3 - AT (HEE6A
Hfk) o CT TIHEEE, MEBoRFZeAZN

10.9, 4.9, 3.2cm T TTB (& 19.0 cm & 18% D/
ZRD7z (Fig. 2).

4 a—2AB$5 7 Bk GHHEFBTIHRE) IZFHE
FEAE L 72, HHMERZEE 1 HI0EAEE TSH ) Common
Terminology Criteria for Adverse Ewvents (CTCAE)
Version 5.0 T grade 3 12 L7z, TEANHESEMRAEZ
AT L72E 2A, RATRIGIE fE A S B 20T T
O ATEISRRSE AR, A& R OAREALZ v LTH
% HERE SNtk eRofEBEEsEER
(immune-related adverse event : irAE) Td 2 K4 &
LTFELZWITRTH -7z, AREAROHELH I
BRI O, BT BA L LR 2 o
o HHEEEGERBETHL I LEHDET
nivolumab/ipilimumab ff FI#EEE 12 & 2 HHIVER; 7% &£ 75
W L ARG 2 ki L7z, THRICEI L Tld A F v 7L
F=vn >y 1.0mg/H/kg FHECTHER P2 UEZ 75
n, 7L =y WNIRIZEI) B R TR L LI A
ERRO o 7. PIREEHT LR AR A O AT L T
b LR ROUEE B 7 (Tig, 3).
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7.4, 2.8, 1.8cm T TTB i& 12.0 cm & 48% DO/ %
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Fig. 2. Clinical course and CT scan images.

7z RIREIIA253H B CT TIRESSHE, Mitnf
OEFIZENZENT.2, 1.8, 1.6cm TTTBIX 10.6
em & 54% DN xRSO 7z (Fig. 2). FHliHZ AL O
ROV T b BIF 2GR R % 30, RHRFHLE
253H %D CT TEKREBI DR IZHEI L, e
REZRIRZEIL 6 DA & 7o Tz,

L RF=vnory8mg/H TATHA F&#EL T
O THRIOFK R EROT, B GHIG336H R EEE
TREBEREMRAT L2, kT &0 inEEE Tz
) USEIERIZFROTB ST, MlifE b miig hseaic
ME LD T2 b0 1) VI FHisi#EE

449 39%

AT L 2o 7z, BEPIEAS L0 T, Bl
T 5 ENTRETH o 7. FREMRARE R CIL ML
BN, grade 3, INFa, ypT3a THH, T —
BB viable cell DFAF % 52D 72 & O ORI/ 1 X HIEA
fTdh o7z (Fig. 4).
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Fig. 3. Colonoscopy images, and histopathological images of colon tissue.

(HE x 400)
Fig. 4. Microscopic findings of the surgical speci-

men ; Clear cell renal cell carcinoma, G3,
INFa, ypT3a.

722 s, HRL72HiERE 525 LT nivolumab
MoOJgrE Lz, Miklc7 LV F=vyay 5meg/H %
THRE L T TROFRRLHHENEH O M 2720 %
W2 L fERR L, WEB405H 2 (lFTR69H ) X
") nivolumab % 240 mg/body, 2 MM T & THH L
- {BHEBLE446 H £ CT Tlx FDG-PET/CT T4
K B8 7z 2o 7R8I & HERE, HRz R 72
iR —E R, —#iih L Tz ThHiz &7k
HiZo 72EIfERIE 2 BB TH 5.

£ =
HEATHB RIS 2 —KGHEE LT, R

sorafenib % sunitinib, pazopanib 7% & ® vascular endo-
thelial growth factor (VEGF) receptor Z Ry & L 727
Oy rFF—EBHEHES, temsirolimus 72 £ mTOR
ZEH & L7 mTOR MEHEDSHEAH ShT a2,
ZORMPIIRENTH 72, ZDE, Motzer 512X
Y. nivolumab/ipilimumab fif %% & sunitinib HAH%
B WS 2 B MAHRER (CheckMate 2143805%) 2317
H, IMDC 43# intermediate/poor risk #f D A G HE
T #5112 B T, overall response rate (ORR) &
overall survival (OS) “C® nivolumab/ipilimumab #
FEEE O sunitinib B EE 2R T 2 EBEAUR S
7V CORREZT CABOBERBESA KT
TH 20194 5 BIC/AIEI 2T DA, IMDC 7
intermediate/poor risk #f O AT HEE NI L TILIHELE
71— FA & LT nivolumab/ipilimumab Bt F #2753
TINTWD, KIEFNTERE T3aNOM1 @ IMDC 45
¥ poor risk T& ) nivolumab/ipilimumab B J# i %
WAT 5 )78k & L7z

WEF =y 7 KA Y MEERIZB W T rAE 24k
WS 5 ECHB Y 25 2L HH 5. Check-
Mate 025 32" 125\ T nivolumab H i % T @
grade 3/4 DA EFRF AT IL19% T Ho 727,
CheckMate 2145U5%12 35> T nivolumab/ipilimumab fif
FFREET D grade 3/4 OFEEFRIEERITL5.7% TH
D, BEHEHETIE rAE IS LTI E T RIEE
ROCEBBIRPVLEEEZOND, E72, EF =
7 RA Y FHEEOHTD ipillimumab Z HAZL Y
A2 TR R RO 7 B 2 LA &
NTH Y7, nivolumab H A E: & K L T nivolu-
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mab/ipilimumab Bf #7252 BRICIE RIS
WTEDEBLTEBEZRLLENHLLEEZLN
5.

Z®O—7T Xing 513480 R HER (7,936%E )
% Xf5 & L 72 systematic review T nivolumab & L < &
nivolumab/ipilimumab fif #1258 T rAE & ORR
DRI O WTHE LT 5%, nivolumab 1285
WCIERZE, B, WO AR FEBIE L ORR
WCIEOHBE & B 72205, K, I, Bl rAE 563
L ORR @ B 1L 72 ® 7% 2> 72. nivolumab/
ipilimumab PFHFEE BV TIEERE, BEIC AR %
RO 7T BIF 2 ORR & 78 LAHBIBAAR % FRO 72 3
SR, FERE, B, EBRIC AR % FRe 7-TE I AREY B
Rzl %o 7o ARREGTIEBHEMGTH I
CTCAE grade 3 \ZHHM 3 2 THIZ 580 L, 69 & Ik
ELEMET, BHEOAT O, FERGPLEL -
7. L L7%ad 5, Xing O & Mk, HLE
D irAE & L C grade 3 D THIZ 7272 DDJFEFEHR,
HEAEHL L B I BRI RGBS 2R L7z,

Tz, REF v s RA U NHEEOEHO 1Ok
LT, #&GBICEMERIR T 5T 5
CEDEITHENA. Hodi HIE AT /=< LT
nivolumab/ipilimumab P§FH##E, nivolumab HUAHEZ:,
ipilimumab HAHE L % o L 72 CheckMate 067358 D
H1°C, nivolumab/ipilimumab ff FH 5 2 0> B A AE
WM oOmIMED 11.57 HThHo 2DIZR L T,
nivolumab/ipilimumab §f #2177 WEITEHIZ X b ik
JE A Wk L 72O AT o R EAS 1.1 A
Tholb#HELTW2Y, BHEICBVWTYH, Martni
SIIET = v 7R A M HEE LA LIRS OfE/
ZRADTZHY AE 12 X ) iR P L LZZ19REBTIZ DO
T, HREPIE S G EOHEEZ D 5 T TOHMO
FEIE18. 40 A Tho i LT R
BITH irAE DS LIGHRE 2 RKIEE S5 2 B 0o 7
A, TOR RS, W L b IIEEHN RS L
RS Y H— L SN T2 & TR % M7
T 5 I EHTE AR O FERR T A RS R
T —HRIZ viable cell DFEAF % 7R 72 b D D RE -1
B CTH o 72

F 72, Alaiwi 5 1F irtAE O I L o THEFEH L
TR RE T =y 7 R4 v MEESEZFHR L 72 363ER]
122, 18ERI (50%) 12 irAE %7850 7HEB] (9
%) 12 grade 3 @ AR B0 7z LRiE LT B,
AFEGITIE, Fligmfs o —HIEK % RO 7B 55 TR
ADHIFZE S EIRL TIEH o 7253, nivolumab/
ipilimumab Bf FI#6E T R 2 G HAI R 2 5572 2
&, BERIZOWTIR FRIEHER Ik L, DT
L F=vo vigs LT EROFBRLMORIER O H
7 R U722 & HJHE L nivolumab % FH$ %

Jigt e L7z

fEF Ly 7 KA Y PREELEH T HERII,
irAE OB IZEZE L 2T ELR 5 2 was, rAE @
TR & o TUIBFERIRTRARE T 2D ) 52 &%,
HEREZROOIC B TIREREEPIELTH B
MRS EPERT 22 0H), TROHEAHICE
EOoOHREEO TV RELEZ LN

& B

HEFTPEEHE 125 L T nivolumab/ipilimumab ff FA ¥
AR L72E 2 A, SEMEREREEROGEE R
1 U 7228 FLIT 70 (G R Ofkfie & RO RS YR L 2 72
1 Bl & REBR L 7O TH T OB E LE 2 Nz Tl L
7z.
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