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1. E&
E =N =]

1.1 &FNE, BEEICTIWETEIEEMRICEWVT,
PALREEERIC D2 - BREFOEMDS & T,
AEOFER P EY EH I BIERICOVTOHAERS
T3 E, £, ABAERBICEILL, BEXEIZOR
BRICESERVOERMEE+98BAL, AEZETHS
BE5ETBIE,

1.2 KEBREICKY, EELTH, KBR, HILEZFEHL
PHoHhBZErHY, AEDBRERT PO B
BICRBEL, RCICE-BHHESh TV, &S5
REGTELS, BERTHRLBEEZ 2TV, BEE
PROSNAEBHEICIE, BITRERIECRORESE
DBEYEMEZITO &, [8.2, 11.1.1, 11.1.258,]

2. B2 (ROBEICIBELEWVI L)
AH DK LEFEOBBIEDAE D H 5 B H

3. #HR% - MR
3.1 %
. YA A T XA
v SUMEHEE20mg | AU HHE50mg
. INA 7o g
yas
B2 AmL 10mL
g [T EY AT
75 yas
VEpyil %) GE{Z AR 2) 20mg 50mg
baxsE—)1
Ha g 12.6mg 31.5mg
B17% ol N R AP 23.4mg 58.4mg
D-wrv=}F—J 40mg 100mg
WAl (YL sy
73 v R 0.16mg 0.39mg
gunN—} 0.44mg 1.10mg
ZOMpHFEH 2 54T 5,

AHNETF ¥ 4 == AN S — IR Z T CHRE SR s,
3.2 RAOHRK

W5t | — R A ARHHET20me] ¥ — R A S EHER50mg

O ~MECOBFIHILETb TP ERET S

DB e Bkt a b B B T L i
pH 6.6~7.6
SBILI
(e B e |01
RS B 1)

4. EERIIHHR

OREYIBFTEEE BEMRGIE
OB REN (S & OB MiiaRE

* ORAYIBRTRELETT BROSREY( 707514 b
AREM (MSI-High) 287 5 - ERRE
OYIRTEE R ETT - BROIE/ERE
OUIBRATEE R ET - BROBMMRDRIE
ORBYIRARE L ETT - BRORERE
OYIRAEE & FH ez

5. WMEEXIZRICEET 5FR

(RAEVBRAEELEMHEGE)

5.1 KRAIDOHTEMBIIRDC B 2 H -k OV idmr L
TV,

5.2 [17.[REAE] OHONEZRAL, KA OFRMER
BT IR L2 BT, EIc B EOBEIRELTH 2 L,
FEIZ, ALFHRE ARG OBGAVIBRASRE 2 B HL A0 i R~
DOARF FMPE G2 BE LT, MMoBBOERICZOWT HH
WICHET A2 &, [17.1.1-17.1.45K]

(IRBYIBRAEE X L Exfe i OO B R =)

5.3 KRAI DM EMBIIRDC B 5 B 5 OV a3 mET L
TV,

5.4 IMDC*V ) 2 7 43¥E»%intermediate X iZpoor ) A 27 & &
HEMBLTHI L,

5.5 [17. MR OHEONEZBML, FHOHER T
B IR L7 B, BB ORIREITH) 2 L,
[17.1.5%08]

71) International Metastatic RCC Database Consortium
% GREYIRRTRERETT BROSHEEY/( 7OV T4 bR
REM (MSI-High) 2F 7 2#5 - EE®R)

5.6 ARAIOMBAPEDLN BT 2 HR0ME L O eI L
TV,

5.7 1 a5 2 MBI I MA TGRS B I A
X, MSI-Highh W SN BEITHST5 2 8o BAIC
HlzoTIE, =FN=7 (EIZFHIEZ) OMSI-High%
B 54 - BB EE~OBESH 202 M E LT
KRS NI ARAV S B R i R SR 2 W B 2 &
B, KRS NTARIZ W R G SOIE SR I 5 5
THRIZOWTIE, FOY 2794 I 25 ATFWHETH 5 !
https://www.pmda.go.jp/review-services/drug-
reviews/review-information/cd/0001 . html

(UIRRAEE & 1T - BROIE/ AR

5.8 FRAIOMEA NI B 2 A RE R OV a3 A7 L
T\,

5.9 R REBICHA AN SN2 BE DECGFREE T2 R
ALKEBIEFORFEEICO VT, [17. BIREE] omEo
NEZBAL, KA OHRER etk % o8 L7z
EC, #nEAORRNZITY) 2L, [17.1.8, 17.1.9%HE]

(WA BE & EIT - BROEMMES KLE)

5.10 ZRHKI O T4 O R WHR I BT B Az B OV 4
VLTV,

GRBYVIBETEE L ETT - BROBERE)

5.11 KA DT O wHEIHEE BT 5 AR K OZ 43
LT,

5.12 [17 . BEIRERE ] OTHOWNEFEEZ S L, KA OHHE K
WREWE TR L7 BT, MR EEORRELITH 2
Lo [17.1.1121K]

(UIBRAEE & BTl R )

5.13 FmEE (BRI Y ) — I WiEA#E:, 7 4R
PRIE, <A 7 OB ER D, IFENIR AR/ T BRI
FERSHRT:, CETRRRIESE) oEIn & 7 B IR o R
T L ARFNOAH N O ZEMEIIAEL L T,



5.14 FEPESERIZHLA AN S N7z 5 o JFH ik i < o0 A i 45
12T, 7. 0RER] 0HOWEEZRML, KKK
Rk M OV Ak E SR L7z B, IS EE ORI E
192 &, [17.1.122 8]

6. AERUAE
GRABVIBETEELEMEGRIE)
WE, RACEA YY) A7 Gifa#iz) & LTl
3mg/kg (RE) 7% 38 [ HI R T4l HIEFHET %0 4B,
e DOPUEMENEEH & T 5881k, =RV~ 7 (GEET
M z) BT HZ L,
* (RAYVIRTEER (LB OBHMRE, ABYBRTEELET
BREOSEE~4/7OY T 54 FALEM (MSI-High)
=HY 315 - EBE
ZARNV= T (EETHIRZ) EoBHIcBWT, W, K
MNiFA ¥ 2= 7 HEETHRZ) & L <Clilmg/kg (K
) % MR T4 S EE T 5.
(YRR EE & EETT - BROIEARIRE)

M OPEIEEH & OIS B W, W, EACIEA Y
VAxT7 (HEEFHEZ) £ LTlEllmg/ke (KE) %6
B IR C RS S,
(VIR EELETT - BROBMMESRIE, BAVBRTEES
EIT - BROBERE)

ZARV= T (EEETHRZ) EoBHIZBWT, @, K
AN2EAEY a7 (EfnTH2) & LClhllmg/kg (K
i) % 63H [ PR T I RS S
(YIBEABE 2 AT MR =)

SRV T (BETHEZ) EofHcBWT, #@E, K
MNZIFA ¥ =7 GEETHIEZ) & L Tlia3mg/kg (1K
) % 3B T4 R EE T 5.

7. BERUVHEICEET EE

(hEEtiE)

7.1 BEWEMASBEBLL 2561213, Fido#iE2 ZEI2AH O
B2 RSO 5 2 &,

P2 GIEI] K O Rk o) B HE
FI1EH AL
- Grade2DEIWEH (N5 WhBEE J OBz |Gradel LT 3L id X — A
R A R <) FAVIEETAET
- Grade3® B g [ w523 5, N
- JEMEPE D PN 7R WREEIZ O WTIE, iE
REET % F THS
ZIEMT 5,
LRl F ChIEL &
WAL, 52k
T 5,
- Grade3VL FOREIVERH (NaWEE R |5 %2 HIkd %,
U R b x bR <)
- BT 22 SR BN E G R T v
Grade2l) F DR E
- Graded® 7 J§ s &

Rl VR \ L
N—=2F4 YOAST, ALTX L) VE
JEHEAB N o IR A

< ASTH L CIFALTARE|\R—=Z2 5 4 Y IZHET
WAl R 0350055 F TG LS 5,
BUTXERey vy
¥ HFEAEA LR 1. 565
EBAO3MELLTICH I L
729G

< ASTH; L < IZALTH 3 % 52 hikd %,
HEAE_E RO S5F5 8 3
E UV E AN F
FRO> 3B L 7235

paS
=

N—=2A 54 »DAST AZALT AL HEAH E IR % 8
AT\ B T B
T R—=AFA4 VYDOASTU|R—=RAF A VIZHET
IFALT A2 Ml IR 2 F TG 2 M3 %,
MPO3MELUT T, 5
M HIZAST LI ALT 28
FLHEAE B R OS5 A
10R5 LA M Bm L 7= 85

A
=]

s N—2A54 YDASTX
W ALT 23354l - R o>
3% A D55 DL T,
Be 50 I AST X
ALTH LA LR 08
A o105 LT 128
ML =34

cR= A5 4 EI |G EIET 5,
boF, EHHMIC
ASTH L < IZALT A%
A 1 B D 1045 # 13
B L Y IR
L BRoO3RE@ I H N L 72
it
Grade 1¥ NCI-CTCAE (Common Terminology Criteria for
Adverse Events) ver.4.0i2#: U %,

7.2 AHFENZ, 30500 THIEEET A2 &o

RABVIETEELBEMEGE)

7.3 =KV~ 7 (BETHIEZ) BEHT2%E61E BIRR
BRICHAAN S N2 BEORNERESZEIIOWT, [17. 0K
B | OHONEE R L, KHOFEREROZEEE T
R L7 BT, BEHOBERICOWTHEEISHRT 5

k. 72, ARO=ZRKLV~T (BIZEFHIEZ) ~O 3
I X AR, PD-L1% 58 L - MEsiass ko %
HE (PD-LIZEHE) 12X ) 8 2ETATRIZEI N TV 5,
ARV T BTz Lot ICE L TPD-L1
FHROREMREDE SN, PD-LIFHERNE W 2 & A
BENBBFIIBVTIE, =R~y (EBEF#Rz) §1
MG OERIZOWT S TR Lz LT, EEIHErS
HZ ko [17.1.1-17.1.4%K]

(VIR BE & 1T - R OIE/iafhE)

7.4 =KV~ 7 (GBETHIRZ) &0 MobuEREEE# &
OB V552 Z & B3 2 o HUEMEIES AL,
[17 . FRERE ] OHOWRHEZHAL, BRIV THi
HEINBEOPD-LIEB L ZEE L7 LTEIRT S
ko [17.1.8, 17.1.9%0K]

RBVISTRE L ETT - BROBEE)

7.5 =RV~ 7 (HEETHIEZ) oS oz,
PD-L1ZEHE (TPS) 12 & ) B4 A HAAVRIZ STV 5,
TPSIZOWTC, [17. R OHOWNEZRAL, KH]
DENER O REM %2 45 BR L7 BT, =K v~ 7 (i
R Z) & DOBFHBRED LB D W CIEE IR
HZ ko [17.1.11%K]

8. EELEFEE

8.1 AHNOTHNLIEALERIC X 0, HEED G2 SUGITH R
T5EEZONDHA RRERHENDHDNDE Z DD
bo BIBZ THIATY, BEDRO SN, B@IE
DFIRBUGIC X BEWEH OZH 2 B L, @) % &R 20
2179 T & MEDOIERISC X ZEIEMAEED N H6
i, BIERERVE S AORGERERE T L,

IR R
(DIATE
7 PRI A

D}y




8.2 RAG KT S8 » ARICEEREIER (F#, K
%%, FIEARBEEIKTES) 2d0bhbZ by, BT
CESBDMESNTWADT, KREGRT#H D Blg
AT, BEAED SN, )R LE & 4T
)k, [1.28M1]

8.3 A4, HHEIERENDH SPNE I DD LHDT, EM
R HFEEREMAE 2 47\, RE OIRFEZ T+ IR T B 2 &,
[11.1.3zH]

8.4 TS, TIHmAMAEM TE, HIRBPSEEM T, =I%
BREAEEHLDLNRLZ ENHLDT, EWHICHTW
PerbMAs (TSH, WEHETS3, dE#ET4, ACTH, MirhanvF
V—VEDRIE) 1T, BEOREEZ R T LS
Lo F/2, MBI L TCHFMESOED ZEET 5 &,
[11.1.58H]

8.5 MikAHobhbI thdbsrnT, WHIET, WKW,
CKLEASoBEZ+41247) 2 & [11.1.98]]

8.6 LAV HOLDLNL I ENHLDOT, M, CKLH,
DERBEHSEOBE 5147 ) 2L [11.1.1081]
8.7 REINEENHOLDLNLEIENHLDT, RO DK
A EWCHERT A L, F72, IHOBRFDHD SN
WA, HRe IR 25T 5 L) BEEIRET

5k, [11.1.122H]

% %8.8 L MBUEREHEDNH O bNLZ EVHLDOT, IMiHE
AR 5 e OSEFAR R 2 AT O e &, BB oREE +
SCBIEET Ak, [11.1.142H]

9. RENERERATHBEICHT AR

A BOHE - BIEEZEDH 5 8E

9.1.1 HERERBDEHIIEHNEL L EBERMEDES
RBRRBEOREEDSH 5 BE
HOREREPHET 2510 H 5o

9.1.2 BHBEE (EmMBMRBHEEZESE) OH38F

AN O & Y AN X3 2 EM SR 2S5 B3 % B

ZNDD 5o

3 FrREEERE

9.3.1 EEDHHEREEDSH 5 8E
HEDONHERERED D 2 BH 2R & Lz I
LTWiaw,

9.4 £iEREEHY &
TEURT 2 WD & B L HEIZIE, AFH G ] O iefed -
%37 I B\ THELE S 2 A6 SE1E K OV ) 7 42012 D
WCHT 52 L, [9.58]

9.5 1w
TR AR L T 2 W REE D & 5 L%, R Lo
GPEAEpEE Bl B &I SN B EIZOR G5
Eo HIRWICAR Z 4257 B 20, RENRGH O BB D IEIR
L72WEE, ARG X 2 ket WESE AL S0
A H 2 Z Lo, BHEICHZIHMNTLZ L, € b
IgGidaiE 2§ 2 2 LAME SN TH D, FFERE
AT SR H S T2, BWER (V) THE
TR 2 & 50 E COHREI2L D, AUCHE CREIREEZ
O IMGITH Y 55T, WK RO,
B, IMARERAED D S50, AUCHE TR B % &
DRI MEITAY § 285 5-5C, g, e, HAEROR
B OB OMMSEO b T b, [9.45M1]

9.6 BIlm
R LR R OCHAREOA LT ZE L, LD
BELAIHIE 2 MR 5 2 Lo BWHEER (V) 2B S
IR b O 5T, Fit N ORBITIHO LN T2, %
72, b MGl MRITHICRATT 5720, AHSBTT
L REED D BV

©
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9.7 NRF
MREZ R L L 72 R AR L T v,
9.8 EiE

BHORBEMRL 2P0 MEICKS 5L, —RIZAE
BERESIRT LTV D 2 &%\,

1. B{EA
ROFWERD D b D Z LD DHDT, BlFEE 5147
v, BEDEO SN HG 2 HIk T 5 7 L) 2
RiEZEATH &

1.1 BEXAEMER
*11.1.1 KB (6.6%, 4.0%), HILEZEFL (1.3%" 0.1%K:i)
HEICESBF b EESNTVDSE, T2, HILEREILY
HO5bLNBRICKINFEDDH S5 b 72 bHEIhTwb,
[1.2%01]
*¥11.1.2 EEOTH (4.0%, 3.2%)
[1.2%01]
*11.1.3 A2, RS
A4 (0.7%, 0.1%), ALT 5 (3.3%, 11.1%), AST
L5 (2.6%, 10.8%) 5% PR ERD b b
ZERD Y FECICESBIDRE SN TS, [8.350H]
1.1.4 EEORBES
i 2R R B Rl PE (Toxic Epidermal Necrolysis: TEN)
(0.3%", BEEEARH), SRANVEBBOEEBERE (W3 D HEARH)
SEDBEEDRHEENDH LDLNDLZEDD b,
*11.1.5 FTEHR (1.3%, 3.3%), FTEEBEETE (2.0%,
1.2%), FIRIRHEEEERTE (1.3%. 13.8%), BIBHEEER
2 (1.3%, 4.4%)
B SN2HAIE, AR ORGEL, BIERE
WVE VHIOPEY., RVE TSRO BY) R B 21T
Z &, [8.4%50H]
11.1.6 RIEHEEE
¥ - NL—JEBER (0.3%, 0.1%AKi) &Rk
BiENHHbNEITENDHY, HEICESBIDHESIN
TWh,
11.1.7 BEE
BARA (1.3%, 1.7%) SSOFEEENDH LML LD,
T E S 2B MG I T b,
*11.1.8 AEMMHER
LIRS EE R (0.3%", HIEARW), MilEde (0.3%"
5.3%), FIEMEMEE (HEAH, 0.8%) S25dbbbh
LIZEDRDHY, TR MESIN T 5,
*11.1.9 BHR GHEARP, 0.5%)
[8.5%1]
*11.1.10 OBR (FEAH, 0.3%)
[8.62H]
11.1.11 Infusion reaction (0.7%, 3.2%)
BT S NG, AR oS 2 dhik§ 5505
Y E 2 479 & & B2, FERDSEIE Y 5 £ THRE OIRE
AR T A b,
11.1.12 ZESER (1.3%, 0.4%)
[8.7%11]
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% (FEARH], 0.1%Ki) HS5bhb bbb, 7z,
HARBEMEANRY b aBE FEARY, HERY) b
MEEN TS,
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Zk, [8.83H]
) TERZRAVER] OFSBUEE I, A SR, 6
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KEe5

BEJE
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i
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ARBE S R OV £ B,
O M IR e i 2,
il F AR AR BB AR T e

JFF g

46, FE VLY ¥ IIE,
BT YAT IS
fE, ALP L 5., y-GTP
L5
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mez v7yF=rrEbi,
PRANAE IR EE 28, 58
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ik, CREMSE, WK
SR, TR

B 1
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s

957, T,
Giy - |

5-ERA

427 VT FREE
R, R D JAE, T,
I8, RHE, Bodm, ESE
RERA, BHITEIE

BRGGE, =7
I 7 — Y ILE,
=Y 28— Y IlLAE
R

oK, B PR e, IR,
7 VT I Ve, h v
T AE, KA Y T AL
SiE, K MUY AMSE, &
A AE, K~ 7 A
v AAE, Y > 1 E,
BERIFVEr b7V =3 &

i1

M, L HIE,
bR
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B, WREAA, RS
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T8 F—, SRR, S,
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FEIE, WEEARRR,
Bk v, iRk ¥
W, T D
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08T —
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AL, D DM, AHE,
HELIRTE

O - A
P

Wk, 13CD. BILE
L, RAENR B
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JEAE
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14. BRALEDEE

14.1 EHIRARBEOXE

14.1.1 RFFEGHIC, BREZEHBRICIVHERT LI L, K
AN P EH~ BB OMR T 2805 2 LD 505, WhiT
A IA4 0 T4NVT—=I2EVREEND, B, HOR
WSOIW S PR BN LA L w2 &,
14.1.2 R#NZ, ZoFF, L IFAEMEERIS%T K
BT 2 VTl ~4dmg/mLOEEICHRL, &5
5Tk,

14.1.3 HFFERE L, MEZIGERPIHEHTAZ L, 72,
FRWIBEETH 2 &,

14.2 EHREEDOXE

14.2.1 AFHNZX, 0.2~1.23 20 DAY T5 T4 NVF —
EFHWIA VI A4 VT4V — 2B LTHETHI &,

14.2.2 K#HNZ, M7 L7294 V2 k55528,

15. ZODEE

15.1 EEERRERICE D 153k

15.1.1 A L OCEN O ERIR B IC B WT, KFNIHT 540
KROPEADRE SN T VWS,

15.1.2 RHIE & VoY ¥ & GRS L2 B g2 3B 12
BV, EEOERERESEHEICIIRL, 2
OONLhol, Tl REERLT T 2 =T %KY
L 72 WSS TAHERBR 12 35\ T, T O A i o 2 s v A
WCHRIL, ZEUFRD SN o7z

16. ZEYFHE

16.1 MARE

16.1.1 BHEKS
BTG VI BRASRE 70 B SR o B S 1200 AR HI3mg/ kg & 42 G- L 72
& & QMBI O S L 72 3B E X T A — & J N
WREEHERS & LT IOR T (SHEL IS B % 10ft) o

#1 0 WP G REOEYWE T A -5

Cmax (ug/mL) * 84.5 (38%)

AUC (0-21d) (ug-h/mL) * 12383 (32%)
Tmax (h) * 1.75 (1.5, 4.0)

T-HALF (day) ** 17.3 (11.0)

CL (mL/h) ** 13.8 (8.1)

Vss (L) ** 5.88 (1.61)

YRS (CEBIRED, g GR/ME, SORE),
T (BRERAS)

100 -

50 A

M3 A E) A~ 740 (ug/mL)

o 7w a  m % 4@
e (day)
1 HuPe SR A 4 ) A~ 7R CP4ME + B (F22)
16.1.2 RIEHRS
H 2= AR BT BRAS e 7 A VE R 824 2060 1 A A 3mg kg % 334
] FY B AL S L 7z & & oM i & DL ISR 379,
F2 1 FEHKGHROMGERA C) AT O — 7B KO N5 785

A4 7n Y— 7 N TR
(5 H) (ug/mL)* (ug/mL)*
1 (1HH) 59.0 (36%) [20] -
3 (43HH) 79.0 (27%) [16] 16.4 (25%) [14]
4 (64HH) - 17.5 (31%) [14]
YRS (BB (B
17. BRPRRXIE

17.1 AR UREM (CET 355

GRAYBRTEELENEEE)

17.1.1 EIA$E2ME5ER (CA1843965K58) (BIhiR5)
MRIE YT BRASGE 70 T3]/ IV 300 o0 Bk S i R 0 20090 (i ¥ R IR %
B3 5EELI60, AiARFEO R WEZL) ExRe LT, AR
#3mg/ kg% 338 ] BT B CAR T L72Ys AR E T
B o RME (BIEWHOBMEICHE S THREHEICL 554

z%) (CR) #5525 (PR)) 1310.0% (95% S HEIXH 1.2,
31.7%) TH o720
AFIADSHAPE G- X1 7260.0% (12/2061) ([ZEIVEH 25380 Sz,
EEERE, 5£9535.0% (7/2001), 3&#, ASTEH, ALT
5A15.0% (3/2000), % 9 FEhE, FAIGE, FHI410.0% (2/20
Bl) ThHotz. [5.2, 7.35H]

17.1.2 BH1EE3HEEER (MDX010-205K5%) (BIhi%5)
RIGHRIE 2 4 3 A HUAEYIBRAEE 2 W]/ IV 1 oo vk S fr i g™
6766 x4t & LT, A#HI3mg/kgk gpl00®, A#HI3mg/kg i
gpl007% 33 [ F b T4l G- U7z ORAN S EHE, gpl00iE
TS . BEFHMIEE & sz FMoB I ToL B
b "CZP) ) 7‘:“0
L HLA-A2"0201 Bk B O A AR 5
2 PR E IR OPURANR T R, RKR

104

09 Ipi+gpl00
TR e Tpi
07 N ——— gplO0H
g»; 06 A
T
03
h
LIS B I R IS RN R UL I I I IS IR R |
at risk$ 0 1 8 12 16 20 24 28 32 36 40 44 18 52 56 H
Ipi+gpl00# 4U;§ 297 2"2(3 1:53 U:r) %Sl ?4 42 3’3 24 lj Z b 4 0
ol 1e @ % B om owow o+ o5 P O3 7% 0 0
X1 : ZAfEmE oKaplan-Meieriifi (MDX010-205%5%)
10 BERIREE I %% (MDX010-20548%)
AHERI00 | e apl00%
(n=403) (n=137) (n=136)
A~ M 306 100 119
A R efE [H] 10.0 10.1 6.4
(95%(15 X 1) (8.5,11.5) (8.0,13.8) (5.5,8.7)
gplO0FE I3 %
N R © t%%8 85) | © 501' 6o6 87) -
(95% /5 HiIX 1)) T T
gplOOREIZHS+ Zpfil | 0.0004 0.0026 ~
(1t B A5 7Kk ) (0.05) )
ARANBEZ T 5
N R © 813'014 30) - -
(95% /5 HilX 1)) T
AFIE RT3 % pfiti 0.7575 - -

KRR D HMPES & 17280.2% (105/13141) (ZREIVEHAED S
Too FERFEWERNZ, THI27T.5% (36/13161), % 9 FEdiE, 5%
24 .4% (32/13161), H.0023.7% (31/13161), %9519.1% (25/131
Bl), W12.2% (16/13161), FakRE11.5% (15/13161) TH->
720 [5.2, 7.38M]
17.1.3 ERE24ERER (ONO-4538-17:888) (HHARE)

(L2 R R BB O BE T RS ik 72 T/ IV 0 S0 P38 o0 e 2
fEBEEOBIZ R E LT, RAE =RV~ GEETHER)
EOEHIPEGS L 72%, ERFHITH ©Hh 5 %85 (RECISTH A
K4 V1AM HED < P gehl g2 & 2 CRIIEPR) 1333.3%
(5% EHEIX M - 17.3, 52.8%) THo72 &b, FHIHEEL
7B 1323.8% T - 72,

#2 0 ARMERGE (ONO-4538-1736k)

BlE (%)

55425 (CR) 1 (3.3)
#8525 (PR) 9 (30.0)
% £ (SD) 12 (40.0)
A 47 (PD) 7 (23.3)
FHAS B 1 (3.3)

S AKHILE3me/ kgl V=KV = 7 (GRZTFHIRZ) 1A 1mg/ kg% [
FLC 38 [ T B Al B e L 72 1%, = Rv <7 a7l z)
1113mg/kg % 236 [ [ B C Rl A L 720 DRI G- HEIC B WV TS,
ZARV=T7 (EEFHIEZ) 2RckS L, KFlE=Rv= 7
(Lifélff;{—%ﬂiﬁi) DG H 53050 VL E DRI 2 B THRS- 2 B
1 -0

RHNA =RV~ 7 GEIE TR Z) & BRI S & 72100% (30/30

B) CEIER 2SR bz, EamfEmi, 389560.0% (18/30

B), THI53.3% (16/3061), &2k, &YV 73— EIIE %40.0%

(12/30%1), AST L5, ALTEF436.7% (11/3061), %9 #

9iE33.3% (10/30%1), HRIKIE26.7% (8/30%1), FARBREEAEAL

THRE, HEERE, NHREERH %23.3% (7/30%1), WEH-20.0% (6/30

Bl), KF b v AL, &7 39— YIE, y -GTPLS., M,

Wy, BIERE, BURA516.7% (5/30%1), ALPLS, BEREZIK

BB, A £413.3% (4/3061), EIN4£10.0% (3/3061) T -7z,

(5.2, 7.3%K]



17.1.4 @51 5E3485ER (CA209067345%) (HrAIRS)
AL2AFR L ARG R O BIG VI BRASRE 7 Y1/ IV 3] 0 Stk L
94561 (AR =K< 7 GEfAFHIRR) fFH (N+IGEH)
RE3146, =K<= 7 GBIz MR Z) Bl (NHEAM) #3164,
A HAREESISBI) 2GS, AHI AR 2 o0 & L ON+IpRH
T & NHUMTE O A7 50 P R OV Ak 2 dRay L 728 ERERFMi H
T BN (P [95%EHIXINT) &, N+IPFHET
NE® [NE, NE] » H, AFHHAEET19.98 [17.08, 24.61] »
HT® Y, NHIPFH B AR A HAREE 0 LR #1912 B
MR %R L7z (N — F1H0.55 [98%15 WilX [ : 0.42, 0.72],
p<0.0001 [J&}log-rankifsE], 20164E8 H1IH 7— 4 A1 v M4 7)),

10 Fag
o = —a— SV T HE
. T Sk SRV BT E
- R —e— Al
7 el Nl
& 06 e .
?_ 05 e
z=o04 EHB
03 B
02
01
00

0 3 6 9 12 15 18 21 24 27 30 33 36 39
at risk3t A ()

=Hu 7HAREE 316 292 265 244 230 213 201 191 181 175 157 55 3 0
AN TR 314 292 265 247 226 221 209 200 198 192 170 49 7 0
AFIHAkEE 315 285 254 228 205 182 164 149 136 129 104 34 4 0

X2 : 4B o Kaplan-Meier llif  (CA209067:455%)

F 72, MEEHLRIC B W TPD-L1% 83 L - ISR AN 5 o 5 Hl &

(LUF, TPD-LIZEBIE ) (2B 3 2 Wi S e — o BaE 07—

Z 2K &, PD-LISEBIBINCER RIS IEHT 217 5 720 PD-L1%E

BB 19%K0 B O1%EL 1) O4EFOMEE LT IRY,
106,

09 N —a— =LY TR
0"8 y - o SRV T
0” —-©— ARAHME
4 06 N T — -
E oo s "
o N
I .
03 [ .
02
01
00
0 3 6 9 12 15 18 21 24 27 30 33 36 39
at risk# A ()

=RV THARE 117 103 8 76 73 65 62 59 57
=A< 7PRE 123 113 102 91 82 82 79 T4 T4
AHIEAMEE 113 96 87 79 71 61 57 50 44

[XI3 : PD-L1%& 3 21 % o i @ 4= 2k 47 1 ] o Kaplan-Meier 1 ##
(CA209067E%)

5 50 16 2 0
72 66 18 4 0
43 32 10 1 0

1
()Z —a— SRV THUEE
08 ’\‘- S - ook SRV TR
o R —©— A HAMEE
406 “ >
£ 05 e
S
=04 ‘“\—&
03 -
02
01
00
0 3 6 9 12 15 18 21 24 27 30 33 36 39
at risk%z AR (H)

=RV~ 7HUREE 171 165 1568 148 139 131 122 117 112 109 9 36 1 0
=RV 7OREEE155 144 132 127 116 112 105 102 101 99 8 27 3 0
ARFIHMEE 164 155 138 126 115 102 89 83 77 74 64 21 2 0

X4 : PD-L15&B131% DL _E @ 4= A 45 W ] @ Kaplan-Meier i #5

(CA2090675X5%)
263 1 PD-LIZEBIER 04 EAA IR (CA209067 34 5%)
PD-L1 o b * otp%ﬁg NH— R H
P P 5B Bl% | 95 (Ajegi?lz*sr‘éi ] (95% (= HIX 1]
<1% N-+IHE B 123 NE [26.45,NE] 0.59
AFIHAEE | 113 |18.56 [13.67,23.20]| [0.42,0.83]

> 1% N+IPFHHEE | 155 NE [NE.NE] 0.54
B AFIHAEE | 164 [22.11 [17.08.29.67]| [0.39,0.74]

<1% N+IfFH#E | 123 | NE [26.45,NE] 0.74
N HURE 117 | 23.46 [13.01.NE] [0.52,1.06]

>1% N+IBEAIHE | 155 NE [NE,NE] 1.03
- N LR 171 NE [NE,NE] [0.72,1.48]

o RFILMB3me kgl V=K V= 7 (BIZTFHMZ) 1M 1lmg/ kg% [
H S 33 I R BR CARL Gl L 721, =R~ 7 GERIET-HERZ)
11813mg/ kg % 20 B 8] B C RO §HE L7z PR GIRFIC B W T,
SRV T GEETHEZ) 2805 L, KHlid=Rrv~7
GEfE TR Z) OFGHT 53050 LD B % B\ TG 25

B 7z
* NEHEEAE

AR =RKv=7 (BEFHIBZ) OGS Nn7295.8%
(300/313%1) (ZHEIMEH 25380 S iz T REIEMIE, TH
45.4% (142/31381), 99737.7% (118/31361), % 9 HHE35.8%
(112/313f1), %9529.1% (91/313%1), H.028.1% (88/313%1),

AST B, HUIRIRBEREIK TAES16.3% (51/31361), MEH:16.0%
(50/313%1), BV 8—XIE14.4% (45/31361), PAIN13.4%
(42/313%1), KI4£13.1% (41/31361), PR LB IREZ12.1%
(38/313f%1), MWL HELL.5% (36/313%1), UENE, HRBREEREIT
HEREL10.9% (34/31361) THo7z. [65.2, 7.35H]

(RBVIBRTRE X 3 Exf i D B lifasE)

17.1.5 EEHFEIZE3MEEE (CA2092145K58) (BHAIRE)
AL BRI ARG O ATV ST HRA M o P WA T 2L 0 N i A
109661 (HARNBER2BZ &, =KV~ 7 (EETHEZ)
BRI (N+IBEH) SBESS0HI, A =F = 7H#ES46H1) ZxFRI1C, A
—F= TR E LT, N+IBHHBEO G L 0%t % et
L7z EEFMGEE TH HIMDCT) A 7 43 ¥iIntermediate & U
PoorV) A 7 B (N+IPF #4250, A =F = 7#42261) 04
AR (R il [95% A5 HEIX 1) 1, N+IPRHI#E CNE® [28.16,
NE] » A, A=F=7#T25.95 [22.08, NE®¥] » HTH Y,
N+ G IEA = F =TI LRI B R A2 R L
72 (N — F1£0.63 [99.8%Z X [#]:0.44, 0.89], p<0.0001 (&
Mlog-rankMiE], 20174E8H7THF—%H v v+ 7) 7%

10

09 —a— =TI
08 N —Be— A=FTH
07
4 06 Twe,
05 me
o4
03
02
01
00
0 3 6 o 12 15 18 21 2 2 30 3
at risk%% A (R

SRV TORRE 425 399 372 348 332 318 300 241 119 44 2 0
A=F=7H 422 387 352 315 288 253 225 179 89 34 3 0
[%5 : Intermediate 2 O°Poor') A 27 i o447 O Kaplan-

Meierffifi (CA2092147K5%)

0 ARHI M Img/kgd =RV = 7 (GEAZFHIIRZ) 1M 3mg/kg# [ H
V23 B B B T Al G L7288, =RV =T GEEETHIRZ) 1
M3mg/ kg% 278 [ [ W8 C AUl e L 720 PR S-RFIC B VT,
ZANIT GEETFHREZ) 2micxs L, Aflid=Rr=7
;i%éz;?%ﬁiﬁ%i) DO GHET H 5305 L Lok 2 B v THS- % B
=) Zo

: International Metastatic RCC Database Consortium

® L NEIAEEARE

AF =R NV< T GEREFMEZ) LPHESES SN7293.1%

(509/547%1) WCEIMER 2378 5 N 7ze ERBIER I, W5

36.9% (202/547%1), %9 HERE28.2% (154/54761), T H#i26.5%

(145/547851), 589521 .6% (118/547%1), TE0019.9% (109/54741),
Y — B HIM16.5% (90/54761), H IR PR B A T 4E15.5%

(85/547H1), 5&#414.4% (79/547%1), PAHING13.9% (76/54741),

RHEL3.7% (75/547H1), EJ)RE13.2% (72/547H1), 7 X T —

EHIM13.0% (71/54761), ALTHEIN11.0% (60/547%1), Wil

KOS HUR BB RE TUEAE10.8% (59/547%1) J UNASTHINN10.6%

(58/547%1) TH -7z [5.55H]

*7

* CAmCIRRTRELELT - BROBEE~Y A 708751 M AREM

(MSI-High) z#F7 3#i5 - BB
17.1.6 @44 E24EER (CA2091425888) (HHARE)

O7 L) I YV REREEHI KL O@4 X4 ) 75 F L
XA T A R & & S AL HRERE O & B iHR Y b
THE AT - R OEEE~ A 7 0% 57 4 bAR%EE (MSI-
High) X133 A~ v FBHEKE (AMMR) 245 %48 - B
WEEFI0B 2 3502, AR E RN~ T GREFEIRR) %0k
GO 72Y, EEFMEE TH 5 BT (RECISTHA K5
A V1S D BRI EEMPEIC X ACRXIEPR) OFH
1%, 54.6% (95%EHAX [ : 45.2~63.8%, 20174E7H6H 7 — %
By ET) Thot

Fd o ARG (CA20914250%57%)

BE (%)

5542245 (CR) 4 (3.4)
57w (PR) 61 (51.3)
% 5 (SD) 37 (31.1)
# 47 (PD) 14 (11.8)
AHiASEE 3 (2.5)

9 AANE I mg/ kgl =RV 7 GEETHIRZ) 13me/kgZ [ HIC
S P B Al S EHE L2, = Kv~ 7 GRIZTHERZ) 1
3mg/kg% 2:M [ b C R EHE L7z PRS- RICBVWTIE, =K



W=7 BT L) ZROCHS L, KAlIZ=RKVv<7 (GEx

THLIRZ) ORGHT A 53055 U OREE BTG 2B L7,
REP=RNV~7 (B THIEZ) RS S N2273.1%
(87/11961) (CEIVEHIAS#ED b7z EREIERNZE, THi21.8%
(26/11961), 95717 .6% (21/119%1), Z % FEAE16.8% (20/119%1),
JE#15.1% (18/119%1), ASTHIM14.3% (17/119%1), HIRMR
PEREAC T AELS. 4% (16/119%1), H.0:12.6% (15/119%1), ALT
BN11.8% (14/119%1), HARBR B RETTAEREL0.9% (13/119%1)
J U0%69510.9% (13/11961) T - 720
*17.1.7 EREERZEIMEHER (CA2098HWERER) (fEAERS)
AL RO TRV A TE 2R AT - IO BB~ 1 7 ar
774 MAZEN (MSI-High) i 3 2= v FBHEKHE (dMMR)
=BT DA - B EE3036) (HARNBH206% &, =R
V=7 GEIET-HEA) BER (N+IBEH)*O8E20261, % FREEL01 1)
RGN, TRBRHY RIS HIN L 7o b2 ICO) " &2 e L
T, N+IGFHBEOE R L Ot 2 Wit U722 112, 3Rl IH
H T 5 h et g i B cMSI-High X iZdMMR % 4§ % & 8 &
N-BE (N+IPHHRELTIB, ICCHESAR]) (Z351) % b A {7
W (fPoefili [95% 5K ) o i IAT &5 Hid, N+IPFHBET
NE*® [38.44, NE] » H,ICCHT5.85 [4.37, 7.791 » HTH -
72 OV = F10.21 [97.91%fE#IX1:0.13, 0.35], p<0.0001 [J#
Bllog-rank#ese], A E/KE (M) 0.0209, 20234107 12H 57—

LA j—7>o
10
09 —— =~ T
08 —-o—- ICCH¥
\
07 ¥
- &
Ho06 '
E: 5 A
S
A“W
. [
kS
02 g
L — o — e ——
01
00
0 3 6 9 12 15 18 21 210 27 30 33 36 39 42 45 48
SERGEEA ()
at risk#
ZAENVTHEMEE 171 14 132 122 108 95 92 77 64 53 42 37 22 10 9 1 0

ICCH: 84 53 29

X6 : HEbg AL W O Kaplan-Meier fifi  (CA2098HW i)
O ARF B Img/kgk =RV =T GEIEFHIFEZ) 111240mg# [7 H
V3B [ R B Al S E L2, =RV~ T GEE TR Z)
1IA1480mg % 438 [ F b © mO e L 720 PEATHE SRR B W T,
=RV T GEIETHIRZ) 2 o5 L, Al =R~ 7 GE
fixjﬁ#ﬂ}%k) DY GAET 55305 ML Lo Bk % B TS % B
Mgty - R F—= b IV T A - FFH)TTF U
# (mFOLFOX6), mFOLFOX6& NNy v 7% LIkt Y F
ST OB, IV Fa YT ILeR)F— AT YA -
4 /5% vk (FOLFIRD, XIZFOLFIRIE NNy X< 74
Lty v~ 7L ot i
M2 LSRR B O BB LIS B W CICCHEIC R AN + IO
BEREABGET 5 2 & 1x, RRBOMGH T TIRERN TR L,
RFEHRCEHMO—2 L LTlims /.
13 NEIZHEE AT
KRB =RKNV~<T (BaTMHBEZ) EPEHES S17280.0%
(160/200%1) WCEIMMER 2578 b ize ERRBIERIEZ ) HEAE
22.5% (45/200%1), T¥#i21.0% (42/200%0), FARBREBEREACT
JE16.0% (32/20001), MMEJ3HE14.0% (28/20061), ¥%5713.0%
(26/200%1), 389510.5% (21/200%1), BIEFEHEA4210.0% (20/200
), ALTHINN10.0% (20/200061) T - 720
(UIBRTNBE & 1T - RO/l KafhRE)
17.1.8 EREHEFEISEIMERE (CA209227:58%) (FFRARE)
LFH LR IGH OEGFRBIZ T AR B K CALKWA BIZ TR
O YIBRASHE 2 AEAT - PR3 O I/ IRl oE B 51, 16660 (H A
NEHUM3BE G =RV~ 7 (BT PEH (N+IPE
J)EES8361, 7T T F A & G T LS HRERES830]) & AR,
bk e st it & LT, N+IfRHREO A 8 L OV 4t % M
L7219, EBEEHME H T & 5 PD-L1ZEB RN 1%L, o B (N+1
PEFAEE396H0, AbeiBe397hl) (2 0) % aEAE I (FhfiE
[95% M5 FHIX M) 1%, N+IBFH#EC17.08 [14.95, 20.07] » H,
b2 C14.88 [12.71, 16.72] #» HT» V), N+IPFH#%
Gz b ot LRI MICHERIERZ /R L (K= F
0.79 [97.72%15 #HIX [ © 0.65, 0.96], p=0.0066 [)Z Hllog-
rankBiE], 20194E7TH2HF—%H > b+ 7),

20 10 6 5 5 3 2 0 0 0 0 0 0 0

(7)

=HN TR
e LT

!
’gl 05
04 —
03 e
02 Mﬁw
01
00
R o e e L B e
6 9 12 15 18 21 24 27 30 33 36 39 42 45
at risk# A ()

ZAOV T THERIEE 396 341 295 264 244 212 190 165 153 145 129 91 41 9 1 0
LM 397 358 306 250 218 190 166 141 126 112 93 57 22 6 1 0
X7 : PD-L1583I251% DL o 44 7 R o Kaplan-Meier Bl fi
(CA20922755%)
REB= RNV~ 7 (@BIEFHIER) LRSS N2277.2%
(302/391%1) WCEIMEM A58 b ize ERREIEMN I, 5%
18.7% (73/391%51), TFH#i17.9% (70/391%1), % 95 FEIE15.9%
(62/391%1), ¥5714.3% (56/391%1), HIRBREEREMS T HELS. 6%
(53/39141) , E#KIKE13.6% (53/391%1), Hl610.7% (42/391%1)
VC‘&)O f:o
MOEXF R & & Nl 225 72PD-LIFE B 1 %A O B (N+IHF
JHEELSTH, b9 RE18661) (12 B1) A4 (Fgefii [95%
EHEIX ) 1, N+IBEH#E<T17.15 [12.85, 22.05] » H, 1t
FRPIECI2.19 [9.17, 14.32] » ATH Y, N¥F— KIL0.62
[95%IZHFIX1:0.48, 0.78] TH o7z (20194E7TH2HF =% % v
7)o
HARFI M Img/kg 2 6 B B, =K~ 7 GEIZFHIRZ) 1N
3mg/kg % [F] H 2228 [ I C G L7z PR GRS BV T
13, =RV~ 7 @IETFAHEIRZ) 2ROICES L, AFIIE=Kv
<7 (BETFHIRZ) OG5 53050l Lo MEE BT
HaRG L7,
KRB =HRKNV~<T GEfaTHEE L) LS SNh7275.7%
(140/185%1) ICRITEH 5@ b7z ERFEIMEM I, FH
15.1% (28/185%1), 9%5714.6% (27/185%1), 369£513.5% (25/185
B, BEHIRE12.4% (23/185%1), MEJIHELL.4% (21/185%1),
ALTHIN11.4% (21/185H1), 1) <—-EHiN11.4% (21/18561),
Z 9 FEHEL0.8% (20/185%1), ASTHINNI10.8% (20/185%1), H
IRIRBEREAC T AEL0.3% (19/18561) TH -7z, [5.9, 7.451H]
17.1.9 EEHFEFEMEFER (CA2099LAER) (BrAKRS)
AL FHER G DECFRIGAR TR ] CALK B G R 112
DU BREAHE 2 AT - FF O/ RiRE BE7198 (HAAN
B0 2 &8, =RV~ 7 (BEFHIRZ) ROTTF -8
#il % & oAb F O (N+IHCHF D) 5136150, 75 F
#ll 2 T LR IR 3580]) Akt BIs, [ HEasRE LT,
N+T+CHEHBE DA WM S OV et & i L2 RS H
T DHEEAAWE Pyl [95%EF X E]) &, N+I+CHrH
MCT14.13 [13.24, 16.16] » H, Ab2=##k#E T10.74 [9.46,
12.45] » HT&» Y, N+I+CHFHIR G 3L A9 TR Lat
MICHRBIERZ /R L72 OV — F1H0.69 [96.71%f5 X [
0.55, 0.87], p=0.0006 [}&%log-rank#&sE], 2019410 H3H 7 —
5 H }‘ j— 7)0

10

» A SN T RO R
’ O~ AL
08 A

07

06

# 05
S
=
04
03
02
01
00
T T T T T T T T T
0 3 6 9 12 15 18 21 2
A (H)
325 292 230 129 46 16 1 0
318 259 183 94 39 12 0 0

X8 : AAAr I o Kaplan-Meier s (CA2099LA Z4Exk)

R R LT, AAI I Ime/kgx 6 AR FE, =HRLr~
7 GEIETHIZ) 1360mg% SBEM b, 2827 1) & Fx)v1h
200mg/m? #H VKT 5 F Y1RAUC6 (mg/mL - min) % 338 [
MIRE T2 A 7V G U728, AAIL Img/ kg% 60 [ [ H5 &
=RV~ 7 GEETHIRZ) 1M360mg % 335 [ [ b < ik
L7z

ek LR L TiE, AAINI Img/ kg% 638 [E b, =R
<7 (#Efz A Z) 1m360mg % 3 k@, <X ML ¥ F1
[81500mg/m? ¥ A7 FF Y1E75mg/m?> XiE A VKT 5 F 1
AUCS#7 L < 136 (mg/mL * min) % 3B Mk T2 A 27V i i
W L728, AALNImg/kgz 6 HE K =K Vv~7 (BIzT
HA 2 ) 1I01360mg 2 330 ] ] b © SO e L 720
PEIR G BV TIE, =KV~ GEEFHERZ) 2RIk
L, KANZ=RN~7 GEEFHIRR) ORG#TH 5305 Lk
FoMEEz BTS2 BB L 72



F7z, AbFEFRBE =RV T G THERZ) UEARA (RO

HHEFELTVREE) ORG#TH5305 U LolFEx Bwv

THGZWIA L7
REDS=HKNV~<T (HETHIRZ) &7 95 F8H 2 &b
Fk L R G- 8 47289.9% (322/358%1) ICRIVER AT FE0 &1t
720 ERREIERNIZ, 20026.3% (94/358%1), #1122 . 3% (80/358%1)
TH#120.4% (73/358%1), MEJIHE20.4% (73/358%1), % 9 FEAE
18.4% (66/358%1), 389517.9% (64/358%1), #5716.5% (59/358
B, IR 15.6% (56/358%1), HIRMLEERELL T 9714 . 5% (52/358
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