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Z O 10 £, A AIEHE (metastatic renal cell carcinoma; mRCC) (ZxF 3 2 G HEHEIG X, o F = v
7 KA v MHEH] (immunecheckpoint inhibitor ; ICI) DEAIZ L Y K& CEfL L7, 5% 10 ORI,
FrHER O L L bIZ, 3F AT 2% — KGO B ER &M% MRE T 5 BRRERA T b I T
BY, —KEFEE L TCEASNLTEMEDNH S, £ 72 hypoxia-inducible factor (HIF)-2 a FL5E%], Histone
Deacetylase (HDAC) FHZEHI, $L T cell immunoreceptor with Ig and ITIM domains (TIGIT) $uik, #t
Lymphocyte-activation gene 3 (LAG-3) #itff, PTimmunoglobulin-like transcript 4 (ILT4) Htfk7 & @
FLWICI 2 &072% L OFHDHHK S 5 VIZIHOF CHERBRIITHORTE Y, 41, mRCCIZH L,
EIDDEETA Y THEBERIEOHTICA->TL 2D EZONE, T2 F T, FERIIHIAIEH
fud (non-clear cell RCC) R T HHETICHLC T oL T = BARLTWD, =RV~ 7T+4EY
L= 7R (Nivo+Ipi) 8% 4 7 ICI + vascular endothelial growth factor tyrosine kinase inhibitor
(VEGFR-TKI) #f M3 (ICI+TKI) 758 A &M/ & T, non-clear cell RCC D &ALEEAL 12 A% 72 i %
LI A UHHE SN TETWA, 414, non-clear cell RCC O & & 7 A fEFIEFE R ERARASRIZ LV, non-

clear cell RCC O ZAAMEEN0H 9 2 WGBS L VM R > TL A 2 E WIS N S,

F—U—FHRBEMIRE, SR, g

& U & (&

mRCC 12/ 2 =L, 20 104, EBIZIES
D 6EDT Y OEIZ, ICT A%, HAl L LT kiGHELIREIC,
Z L CRIBEAHRE L L C—RIGHFIZEA S, mRCC
R 2 HERFIIRE B L, BRERAFEED
7B IR I E L TWwh, — I THEERE
T FREEASEDSHA TR SN CWw/zEH X ) Bk
%o TWwh, TIZTIE, 4% 10FEDOMIZ mRCC (X d
LEYGFRICBVWCTFU, HIfFSNh2 350HHE, 1)
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—REREE LT, L0l EREDEA DT HEN,
2) FHIEAIDE A, 3) non-clear cell RCC D FH R A
O GHHEIE OFFEILIZ DWW TR 2,

I. #9910 /1D mRCC ICX T 5 W& E

# 10 4£H7 2010 412, mammalian target of rapam-
yein inhibitor (mTORi) @ 2 F A AFF CTHEFE S iz,
T A ) ARIE—HFEE LT, The Memorial
Sloan-Kettering Cancer Center (MSKCC) 448 poor
VA7 % FRE LIEBER (20 74%) ZRRI2A
»4#—7xzur-q (IFN-a), 74310 AR, IFN-
a+ 7)) AAGHBRED 3HSLESh, TAY
0 A AHMEEORDIFN-a & 1L T, median
progression—free survival (mPFS) (5.5 7 H vs 3.1 %
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H, p<0.001), median overall survival (mOS) (10.9
#1'H vs 7.3 % A, Hazard ratio s HR 0.73, p=0.008)
DEBICIERE LY, 2010 4£12AF TS T mTORI O 7
A0 AAPKBE I N, D%, VEGFR-TKI
OFEWHEFE LT, mTORI O LT Y A ADRT T 4K
LI T, mPFS OABRIEENRL SN (4.9 7 H vs
1.9 % H, Hazard ratio : HR 0.33, p<0.001)?, [k
12 2010 SR ICAFE THRRE S N7z,

X512, VEGFR BIRWILEHI O 7 F > F =775, i
BIE LTHA NI A Y EES VEGFR-TKI % 5% 0
TREEE LT, VI 727 L L THE % PFS
» M K (median 6.7 # H vs 4.7 # H, HR 0.665,
p<0.0001) 25R&ENY, 012 F A TTHF I F =7
WIHRFBENTze £ D%, VEGFR-TKI #5:-% 0 ZkiE
# & LT, VEGFR-TKI % mTOR FHEHID &6 5 %3
WTLREDPELL DR E N TEHRTFEEZ S
JCmTOR MHERI IR S zhs, Blgms iy, —
Wik & L C VEGFR-TKI 28 B IF T - -4 9 %
— W H # O VEGF [ 5E #) @ % K &F il 7% progressive
disease (PD) T® - 72 BH IR L, ZWKIEED mPFS
I¥ VEGF FLE#] 2.8 # H, mTORi 2.0 # A, mOS I&
ZNENT.O9HH, mTORI 4.7 W A L HEZ RO %
Do 2WENH Y Y, mTORI DEMMEDTR S 2o
7oo FE 2RI S EAEAILBRERE LT, INTROSECT i
B (V97 x=2Tvs TAYOY)AR) OBRIFLNT,
mPFS 372430 AAMA3HA, VI 72 =T#3.9
AHEMBEEMTEEET R, mOSIETA2 ) AR
12348, v972=7HI66 THEYV T T 22T
HOFPAEBEIWCIERE L, b, T F=Tb T
AU ) AR % BT 210 S EEALREBIIIT O
7 7 o 72 %, VEGFR-TKI % 12 & Kk #E ik & L T
VEGFR-TKI % ¢ 5- L7275, AAMHAERET 27
HEMEDRIE X7z,

I Z0 10 FED mRCC ICXT 3
RYBEEDEE

O 104EMIZB VT, mRCC IZHT 2 3B EO
TS TRESEEF) 20 5 ICL & Hul & L7z &
BAT L 720 PLPD-1PUED =KL~ 7%, RiiEEL LT
VEGFR-TKI % 1 #l & A\ 1Z 2 Hl¥ 5412, =xO)
DR & EE L 7288 T ARRUER  (CheckMate—025 #tl#%) 23
Thh, AV 7HEEINO) A AREEEL T,
PFS Z[ABTH > 72%% (4.6 7 H vs 4.4 71 /1, p=0.11),
LD EVERE (25% vs. 5%, p<0.001) & mOS DF
ERMERE (25.0 78 vs 19.6 7 H, p=0.002) AvR&h

8, 2016 412 AF T mRCC 124 L = RV~ 7HUKFR &
N7e =RV 7IE, PDENFNBY EHWI ERLENR
TWHRWEEMBEFERROMB L ZOFEH L &0 5,
VEGFR-TKI 4 ® —WKiE#HE LT, =KV THhTF
TFZTOEL LRI LT S NS, =oKLY
T, OSTHELREE 2 /R SN 72 &, durable
response S 5N L IERIAH 5 Z &, VEGFR-TKI T
RONLEMENGEEEREREZRO RN ENE L, B
HEE LA S sz,

Z D%, mRCCIZH L—kHEHEEL LT, TNETO
LRI T o 72 AT =7 & I L 72 IR S BR o 5 5
Mo, WAIWCREBREGHREEAN SN, 7,
Nivo+lpi t&, A=F =7 &L T, &&=, 0SB
WCH B2 o Y, EZ complete response (CR)
I 10% &5 THEYETIEEL 2 22> CRZE
& durable response 237K S L, 2018 I ARFLTHEE S
N7ze £72, W OO ICI+TKI A, A=F =7 L
LT, BOWERE, PFSR 0SOAEELRIEEIZMZ T,
Vs PD 26 & ) B 2 AR Sz, 7L< T
+ 7 &V F = TR RBEE, BRF, PFSICBWT O,
RATOY AT+ T %V F = THHEREL, B,
PFS, OSI2BWT W, 2=2F=7k ) b FELRUEN
HY, 019 FIIRIETHEEENTe ZDOHR=ZKRVYT
+ B R F T HRRE Y, xaTn) Xv T+ L
YNF TR Y QEBICA T2 T B LT,
=, PFS, OSICBWTHELRWLFHELH Y, PDF
IZDOWTIE, 7NV Y T+ 7% F =7 HRER L
TUHYAR T+ T X FZTPREELD S5 I
T EPIREN, FNFEN, 2021 4, 2022 EIARIFTH
RENz,

PLEo X912, BAED mRCC X} $ 5 — i,
RIEREDN RSO EZ RV T, TS ORER AR
PEVWIEF Y A LNV THREIN TV S,

L. % 10 F£EO mRCC (CXY 3
RMEEOIEF

4% 10 E DI mRCC X 2 WM IZ B VTl
HEND3IOOWEMHELT, 1) —RIEWELT, &1
WD AR ISEAOW R, 2) BRI oOEA, 3)
non-clear cell RCC OALEE I 0 G HF R O B LA
EZbNb,

1) —REEELT, KYBHEEEEZIDEADRE
i

A FF T Nivo+Ipi |&, International Metastatic RCC

Database Consortium (IMDC) Y A 7 4336 ® interme-
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diate/poor V) A 7 12k LB AS® B EEHETGIE Tdh 5 75,
Z D Nivot+lpi # 2>~ hE— )V & L, Nivo+lpi (25 R
vF =T w72 3FIOMHFE (Nivo+Ipi+Cabo) %
Wl % 48 AR (COSMIC-313 5UB%) i H 23,
2022 4 @ European Society of Medical Oncology
(ESMO) Congress T % 5 & #1 7z Nivo+Ipi+Cabo,
Nivo+Ipi @ Z& %) % (43% vs 36 %), CR = (3% vs
3%) &, ZIZEETH o722, HRF U F=T%2IMz
HZETPDZEIZ8% vs 20% LMK T L, mPFS &k
vs 11.3 7 H (HR 0.73, p=0.013) & HHIME L,
Nivo+Ipi £ ¥ % < ®EF# T tail plateau 257" SN T b,
—7T, HAEFRIL, grade 3-4 D ALT LA, AST k
FADBENETN26%, 20% &2 EVEETELTE
D, FEHFEHIZIILVEEILELEZEZOND,
2) FHEFOEA
a) Belzutifan

Sk, mOHFVENIEA SN MEEMED H 5 3EH &
L T, belzutifan #% %% 7 & U %, Belzutifan I3,
HIF-2a & HIF-18 O~7 0 % 4 ~— AL % ¥l 5 2 35
Thbo HUVIIMHART, FHEREOD L EHE (92%
IZ VEGFR-TKI, 81% IZICI, 71% IZCICI 8 &£ O
VEGF BHEHA]) 12%F L belzutifan 255 &4, =31
25%, mPFS 14.5 % H T, IMDC intermediate/poor
JAZEIZBWTS mPFS 11.0 7 H &, EEOWGEE
BHDLBEIINL, BUEPEIRER TS W, #H
FEORWHESRR L LT, BRERESAISMAT, i
LTAEERR 7S VvELTCEIM (4 grade : 76 %,
Grade 3:27%), FM-UEREE (4 grade : 49%, Grade 3 :
5%), Ek#E (4 grade : 31 %, Grade 3:16%) 7 ¥k
HEINTBY, H-rHEERELERANRDOND . BT,
HilG#E & L CICI & VEGFR-TKI 23 Z K1 & % 3B
HT#H 5 &7z mRCC BH I L, belzutifan & =X
0 A A% S 5 5 T ARSER (NCT04195750) %%
THTH L. 72 ICIEDPHRE TG SN TV 5 HE
BEIIX L, belzutifan+ L Y NF = THEHEE L R
W F =T x EY %5 I AHRER (NCT04586231)
HETHTH Y, AR BEKFEEE LTFESIN TS,

Z @ belzutifan I E—KEFICBWTH, RA7HY X
N7+ L INFo7H gLz ba— e LT, X
A7) AT+ L Y/NF =T + belzutifan, XA 70
1) A% 7+ L ¥/3¥F =7 + quavonlimab ($T CTLA-4
Puik) o 3HEIBEH O 3 B % LS 2 i BEHEA TR TH B
(MK-6482-012)
b) Telaglenastat

AR 7V 3 —EHEHA D telaglenastat 75T

0 AARH R U F =7 L OB TRRERERA YT H
TWwh, TATY AAEQHFHTIEIANTY AR LI
L CmPFSPOIEE (3.8 %7 H vs 1.9 H, HR 0.64,
p=0.079) AEINTV 2. HEFLF =7 L OHAT
&, AR FZTHAE LT, mPFS OUEEIEFR
DTV (9.2 H vs9.37H).

¢) Ciforadenant

JEBE DOBUNEIETO T 7/ 3 v LNV, SIEOHMIN
BEEEOWFEI L EE L T E EEbNT05E, 77/
T V2N ZEAR LAWK ST A ciforadenant 7%, —
UG LI ciforadenant HEl & 77 ) A~ T L D
BEA % 9 2 5B AT b LT b o BRIRIZT 7Y
A< 7P BT 11 %, ciforadenant H.%] T 3%, PFS
EENEN58HH, 4.1 THTH-72,

d) BUEHEATH ORFIRHER (Table 1)

Z DM b B2 2 EFNSKT L, 5 AR S T AH AR
MATHI T % (https://clinicaltrials.gov/) o HLBRZE
HHEE LT, THRROMELZIH L, Treg ®5L% 5%
3§ % indoleamine 2,3-Dioxygenase (IDO) % (%5
% epacadostat 1&, XA 7O AT EDOHFHT, A=
FZT /R T E BT B T Tw b, £
7o T HIFRERENCEI T 2 WHM L 7 % — D 0X-40 &
THIFOEMEALB L O 7 = 7 ¥ —#EFe DR (2 B 3
L, ZO7 I=A FTHh % PF-04518600 i, 7* < F
=T EDOHHTT ¥ F = T HAF & KT 2 R BT D
nCTw5, HDAC FHESED abexinostat & 73V 7= 7
A&/ 8= THA L RS %3R5k, HDAC HEHE O
entinostat % Nivo+Ipi & B 3 % i &E2MThit T
Whe F72, HILWHREF Ly 7 RA Y FHER OB
TIGIT Hifk, #TLAG-3#ifk, PLILTA ¥ifkzx <470
AR T, LYINF =7, belzutifan & FH 3 % B 7%
EBIThIL T 5%,

3) non-clear cell RCC D#AREEFI DA ERIRET DERRE
1t

EAT MR R (T BB X N 7T U=,
IR R B AEHE (clear cell RCC) 12xt3 5 EIRRES
AR ORE R o TV D, —HT, BED 20
~ 30% % &5 ® % non-clear cell RCC Zxf %R & L 7- iR
HENZITEAEITHONTI d 572728, non—clear
cell RCC 12X 3 % Wi 12 clear cell RCC IZX§ % b
DOWIMES N TE 7, I T, I LWEROBEASR
non-clear cell RCC 12k 3 2 EiRAER b ITHNLD &9 I
70, LUENZ T, non-clear cell RCC O &% 2
X B IEEOF RN REND L) ITh>TET WD,
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a) FLEEIRE MG

FLBHIRE A X, Met 15T @ mutation X Met #
ZFDT— FENTWEE T HFEROAEOIMNATRENT
BY P FHC Met FLEEDO AR STV
720 HAW 2 F=71X VEGFR, Met, AXL % &% [HE
FTAHEIIVFFF—LIHEATH Do FLERE MR 3
L, "R rF =7, ALK/ROSI FHZEH] ® crizotinib,
IR Met FLEH] O savolitinib, A=F =70 4 Fl %
W L7258 T AHRRER (— G 93 %) Tld, Zxh=I1
crizotinib 0 %, savolitinib 3%, A=F=74% TH >
2DIZK L, HERFYF =T 23% &L ENERIRS
T v 59, % 72 mPFS & crizotinib 2.8 7 A,
savolitinib 3.0 # H, A=F=75.6 7 H, HEKR¥rF
=790 HENERF Y F2THmRO B THo720 DL

s, FLTEIRE MR S L, Met O A0 HERE
WIRESNALZ EZRIELTVLO0E LRV, 20D
fl, non-clear RCC IR L, HARY U F =725
ToRSRIEE (—RIEH 20 %) TiE, FLECRESHE 2
66 Bl & F M, ZER)= 27 %, median TTF 6.9 77 H & [
BECERIMEAR ST 2 7 FLER B SE (2k
5 ICTHAOMEIL, a7 0) X3 TIE—RIEEDE
II MBS C, 118 Bllc - S i, 2359 28.8 %, CR 5.9 %
18>, =RV T (—REHE65.9%) 1L II/IVD ik
T 24 BNFe -8, E%#% 8.3 %, median PFS 2.2 7
A, median OS 16.3 % A 9 X [d U#i PD-1 Hifk T 3
MRIZEEBD TV 5D, 72 Nivotlpi IE—KIERDE
HI/IVb 3BT 18 FlIc 5 &, 2= 27.6%, CR
5.6 %, median PFS 3.7 7 H, OS21.2 7 H & R4 7T

Table 1 Clinical trials for advanced renal cell carcinoma (https://clinicaltrials.gov/)

Phase Line Status®

Experimental Control

Phase II Ist

Not recruiting, active | Pembrolizumab + Epacadostat (IDO 1 inhibitor)

Sunitinib/Pazopanib

Phase II >2nd Not recruiting, active | TAK-228 (TORC1/2 inhibitor) None
Phase II 2nd Not recruiting, active | Entinostat (HDAC inhibitor) + Nivolumab + Ipilimumab None
Phase II 2nd ~ 3rd | Not recruiting, active | PF-04518600 (OX-40 agonist) + Axitinib Axitinib
Phase II >2nd Not recruiting, active | X4P-001 (CXCR4 inhibitor) + Axitinib None

Coformulation Pembrolizumab/
Quavonlimab (anti-CTLA-4 antibody) + Lenvatinib

Coformulation Favezelimab (anti-LAG-3 antibody) /
Pembrolizumab + Lenvatinib

Phase Ib/II st Recruiting

Lenvatinib

Pembrolizumab + Belzutifan (HIF-2 a inhibitor) + None

Pembrolizumab + Lenvatinib

Coformulation Vibostolimab (anti-TIGIT antibody) /
Pembrolizumab + Belzutifan(HIF-2 a inhibitor)

Phase III 1st ~ 2nd | Recruiting

Pazopanib + Abexinostat (HDAC inhibitor)

Pazopanib

Phase I/11 >3rd Recruiting

Belzutifan(HIF-2 a inhibitor) +
Palbociclib (CKD4/6 inhibitor)

Belzutifan

Phase II 1st ~ 3rd | Recruiting

Belzutifan(HIF-2 a inhibitor) + Cabozantinib None

Phase III 2nd ~ 3rd | Recruiting

Belzutifan(HIF-2 a inhibitor) + Lenvatinib

Cabozantinib

Coformulation Pembrolizumahb/
Quavonlimab (anti-CTLA-4 antibody)

Coformulation Favezelimab (anti-LAG-3 antibody) /
Pembrolizumab

Phase Ib/II 2nd Recruiting

Pembrolizumab + MK-4830 (anti-ILT4 receptor antibody) None

Pembrolizumab + Belzutifan (HIF-2 a inhibitor)

Belzutifan (HIF-2 a inhibitor) + Lenvatinib

Pembrolizumab + Lenvatinib

Phase II Ist Not yet recruiting

Nivolumab+Ipilimumab+Ciforadenant
(Adenosine AZa receptor inhibitor)

None

*as of October 2022
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0) A~ 7THF L FEREOERIET, 1) A< TR
L BHFR R IIREN TV AW 2 FLUERE M I
* 3 % Nivot+Ipi O ARIFTO B2 Tlx, BRh=HE
14.2 %, median PFS 2.4 1 H & ERER TOERIVEIZER
ETH Y D, —EH L ERRIIR STk,

FLEIREMEHE \ 2R3 % ICT+TKI & L C, 4 1T A
BRCoRIV= 7+ 1 R v F = 7O HBEEO B REGE D
HESNTWD P, ak— b 13905 KB
(n=32), HEARER (n=6), f=MEMEMILIE (n=2)
ERSHADAFIRE MM (—KIBHE 65 %) T, %)
H4T7.5%, mPFS 12.5 7 H, mOS 28 7 H & BUf 7 %
BORINTWAH, F 72, 2022 4E D ESMO Congress
THREINIZRLATTY) AT+ L yNF = TR
EFLBECRESHERE (n=51) 12K L, 52.9% OE\ER)
FATRENT W5,

Dibrt, FLEREMIEICS LT, =R Vv~ 7+
HARY L F TR RAT Y AT+ LU NF
=T BHBEEOE A RIESIIRE S NS .

b) Bt I A

Bt RUEE R L, MR 2 v T, ) voREiRE,
B, WBEH»H 5546, clear cell RCC R ALBHIRE
MIARE LD L FRPBVWI EPRESh TR P,
Non-clear cell RCC |12/ L, —KiEHE L TA=F =7
ExNXuy) AR L7248 I MEEE (ASPEN) Tl
FEGIEUI A 2223, HEEFEEE MO 10 B2 A =5
=7, 6flic= RO AANEE S, mPFSIZENE
L, 5.5 H, 11.4 # H & VEGFR-TKI &£ ) mTOR IH
EXN O VPENETREEIRBERTHDS 2, $7,
7R 2 F =T E R E MR O 10 B1ICHR5- S,
Z25)% 30 %, median time to treatment failure (mTTF)
5.7 R EHEESNTHE Y, $72, KETIIKRS
NTVRWAE, LUNF=7 + 01 A 2R
—IEBEOSE AR S LT, 9BNZIRS S, JERIE
XD 7B 44% DI VERFEATREN TV B P,

— 5T, ICLIZBIL T, Bt THEME I, i
OMUEFN iz L C PD-L1 5B AL (Table 2)%,
CD8+T HNADEE AL 7\ 723020 20 AT A R &
EPE SN T WS, —IRIGHEDEE T AHRERT 21 #li2
RATO) X THHRG ENEPRIF 9.6 %S, 411/
IVh B (—WEH 65.9%) TT7HIZ =KL~ 7%
HosN, ZHEIE28.6%Y, —kiEEDE I/IVD 3t
B#C 7 B2 Nivo+Ipi 254 5- S, ZRIFEIL0% TH o
7220,

ICI+TKI I B\ TIE, HIMHABRTT7THII=KR L~
T+ ARV F TR TN, B 0% T
& > 720 2022 4 D ESMO Congress THF S L7224
T AT+ Ly NF = TP 15 iG-S
M, 13.3% OBREIREN TV 5,

DibEA s, Bt B MigiE cx L, VEGF BEH,
ICI O A DGR TIIREAME L, mTOR HEHIZH
WTHLEBEOFEMEIREINTBY, HEY -
ADHT, mTOR EH OG- 2EZELIZHBRVO
md L,
¢) TFE3/TFEB rearranged RCC

TFE3/TFEB rearranged RCC 2%} L, VEGF BHZE#
DEBEIZOWTIE, BIEHZET 15 6112 VEGF HEH
AEGEh, (A=F=7:n=10, V77 x=7 :n=3,
NNV A< 7 1n=1, Ramucirumab : n=1, 10/15 # 2%
— AR, ERE 20%, mPFS 7.1 4 H, OS 14.3 7
H<T® o720 F72non-clear RCC 12X L, HK¥F>»F
TG SN BEE (—KIGHE20%) T,
TFE3/TFEB rearranged RCC % 17 & 1, Exh%
29%, median TTF 8.3 A TH - 727, Ll Ld b
VEGFR-TKI 12 » A2 REOAE N RINTE 2, £
7z, 45 1 @ TFE3/TFEB rearranged RCC 12 xf L,
ICI+TKI % Kt 4 7 45 THEE R 2 A5 #% 5- & 1, mPFS &
mTOR M 2% #] 2.1 # H, VEGFR-TKI 4.3 # H,
ICI+TKI 7.1 7% H, mOS X ICI+TKI LA+ 11.0 7 H,

Table 2 PD-L1 expression in each subtype of non-clear cell RCC

Histology

Tumor cell membrane : PD-L1 (+)*:

TIMC*: PD-L1 (H)#

Papillary RCC

10 % (5/50)

60 % (30/50)

Chromophobe RCC

5.6 % (2/36)

36.1% (13/36)

Collecting duct carcinoma

209% (1/5)

100 % (5/5)

Xpll.2 translocation RCC

309% (3/10)

90 % (9/10)

*PD-L1(+) : = 5% positive

*TIMC : tumor-infiltrating mononuclear cells

#PD-L1(+) : any positive

Modified from Choueiri TK et al, Ann Oncol. 2014 ; 25 (11): 2178-84
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ICI+TKI 17.3 7 A &£ ICIH+TKI i b A#TH 5 2 &
ARENTVE P, 5122022 40 ESMO Congress
TREINIZNRLTO) AT+ Ly NF = T hE
¥ TFE3/TFEB rearranged RCC |24t L, JEBIZ A5
BlED b ODO—REFE LT 60 % D\ VCERED
IRENT WA,

PLE2 5, BUIKTIX, TFE3/TFEB rearranged RCC
WZxf L, RAT7OY) AT+ L yNFTHREEY X
UL L7z ICI+HTKI DA R b ifF s b,

d) Fumarate Hydratase (FH) ZKIBESHIIENE

FH /K 48 8 Ml B 9 21 601k L, I8 9 A= BH 4 31,
mTOR MEH], ICI A5 SNBEME Tk, B
FIMEFAEHER D - &5 < (49%, 0%, 18 %),
mTTF EZNnENn11.6 7 H, 4.4 H, 277 H &1
BEHANER I RD BIFChH o720 2D ) b—RIEED
mTTF (25 H A HEH 11.0 77 H, Nivo+Ipi 2.5 % H
ERBICMEFERER O I DBERTH > 72 (p=0.027)
D, AR TRAEENTOR VA, ANV X7
+xvuaF =7 (EGFR HEH]) 2510 flici5 s (—
WIEHAB), ZRIFES0% TH o 72 BIEMIE 5 11
RERCTZEANZ 65 %, mPFS 24.2 71 A & BT 7 {G 5
b s N TS, 7277 Bl FH RIBERILH 2
xf L, VEGFR-TKI, ICI+TKI, "XV A<¥ 7+ 10
T =T % EBG- S, BR)EIE VEGFR-TKI B A A%
0~17% &M<, NN X7+ )aF=730%,
ICI+TKI 125 ~50% C, TKI X LTHARYF > F=7
RLUNFZ TR LW EOREYEIL, FRER
1560, 461D hhorzbDD40~50% & Eh o7z
U, mPFS I3, VEGFR-TKI ##I72512 7 A, ~NY X
Y7 +xT)vuaF =710 4 H, ICI+TKI 18 # H, mOS
ZFENEN, 3047 H, 16 7 H, KiET, ICI+TKI D4
Db BIFChH - 720

PDLbA s, FH RIBE MR 26 L Tld, ICI+TKI,
BRIZH R F TR N FTOHAPEE L
EZHND,

e) HEENE

EAERIIER ST ROBVHEE C, R RO
LRI CH AT LYY E L+ Y AT TTF /T
WRTFF T, ZHFE26%, mPFS 7.1 7 H, mOS
1057 b AREOEMEAIRENTE L, 55T
B e LCid, BIMERBE LT, 23801 —KIGH
ELTHRY Y F2Th 531, Ba%EI1E35% &1t
BHE2o72000, mPFS 47 H, mOS7 7 HEE
WAEFHIBII RSN Cw B, F70 ERIEE T
275, Nivo+Ipi T 2 Blrf 1 A5 PR 1272 o 723145 39,

447 VBIZCR o2 1%, 1494 2 VCRIE
MR EEZRILEDODZFDHCR o7 1H1% @
WMEDVDH Y, SHROMEFTPLETIEDH 5205, EE5ERIC
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METASTATIC RENAL CELL CARCINOMA
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YASUYO YAMAMOTO axp HIRO-OMI KANAYAMA

Department of Urology, Tokushima University Graduate School of
Biomedical Sciences, Tokushima, Japan

Abstract :

Systemic therapy for metastatic renal cell carcinoma (mRCC) has changed dramatically since immune-
checkpoint inhibitors (ICIs) were introduced during these past 10 years. During the next ten years,
several new things may occur. Firstly, a clinical trial to investigate the efficacy and safety of more in-
tensive treatment with triplet drugs including a new drug is ongoing and may be introduced as a first-
line therapy.

Secondly, many drugs including a hypoxia-inducible factor (HIF)-2 a inhibitor, a histone deacetylase
(HDAC) inhibitor, new ICIs such as an anti-T cell immunoreceptor with Ig and ITIM domains (TIGIT)
antibody, an anti-lymphocyte-activation gene 3 (LAG-3) antibody, and an anti-immunoglobulin-like tran-
script 4 (ILT4) antibody have been investigated in various clinical trials either as single agents or in the
form of combination therapy and may be considered in any treatment line. Thirdly, effective treatment
has been reported for each subtype of non-clear cell RCC since nivolumab plus ipilimumab combination
or ICI plus vascular endothelial growth factor-tyrosine kinase inhibitors (VEGFR-TKIs) were introduced,
although adequate data on the treatment strategy for non-clear cell RCC was previously lacking. In the
near future, it is anticipated that a treatment strategy for each subtype of non-clear cell RCC would be-
come more definitive based on the accumulation of further data of patients with non-clear cell RCC and
clinical trials targeting those patients. (Nishinihon J. Urol. 85: 145-152, 2023)
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