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E) EE-EMSEOMFEIZI VT AZ L
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11 AR, RAECHAHETE SERMRICHVT. FhA B ATIRNATI—R N ATI—HR | ATI—K
L2 EEIC 9 B - BREBOEMDS & T, AFOHE et 4 ‘ﬁé(’)ﬁ% ‘%ﬁgﬁm ﬁizzﬁgﬁyBE %ﬁﬁm
ArEY EHB S hBEBICOVTOABET L, % . e e | oe T
oo AEEMAICET S, BEXIZORKCENIEROER Al B TERHA AT L)
Hz+98HBAL. AEZ2ETHOEESETHE, pH 5.5~6.5
1.2 HEMMEBRIPHEHh, RCICE>HEFIEHREIN T 2B #1.2 (EFAHROTIT)
WBOT, MMER (BE0h, FFIREE. K, BHF) O Mo 40~ 1t D TE W LB % S B i, %
BERRVUHEB X BREOERE. BEETHITOICE, £ KTF2bTNIHDLIENH D,
= BEDPROONIGEICBEFFOHRSEFIEL. BIBR
BERIVECHOBRELEDBE LLBEZITO &, [82. 912, 4. FEEX TR
11.1.1 Z&] OEMEEE
OV RE & 1T - BROIE/NAfafHE=
ORBYIBRTEER Z &G0 BilaE
2. B2 (ROBEIZEIEBELEVWI L) OBEX IHAMOHEN AT X2 L /NE
AHN OB LB BUE OB O H 5 B OBRUIEmEEsHE § 2EEE
*%k ORBYIRRTRE R EIT - BROBE
3. %88 - MK OB BE & ETT - BROE MM R E
3' 1 P ONALEFEERICHEL HABYBRTREETT BROSEEY
S g e s e e SN e S 17045754 MRREM (MSI-High) 287 5#H5 - EiRE
VR YR VR v O ALFE LR ISHEEL BBV RE 2 EST - DEESE
W 5% COTE | PURERE | SOREE | EE |, Oﬁ\ﬁ%ziém%ﬁﬁﬁ; " REBIERT - BRORER
20mg 100mg 120mg 240mg )
Vel %N =R~ 7 GEETHIRZ) ED 5. hBEX IR ICERET 5:FE

G/ A RIED 20mg 100mg 120mg 240mg (BHEalE)

A4 7)) | /2mL /lomL | /12mL | /24mL 5.1 17 ﬁﬂmz §t | OHEONE R L. AH AR 0% 4
D-wvy=h—J 60mg 300mg 360mg 720mg a5l L LT ScEEORRNET) 2 L,
JIUHF Y [17,1.1-17.1.7 BIR]
ooy | 1176me|  988mg ) 706mg | ldlmg (GIRRTREE 4 17 - BREOIE/MERRHE)

i [MfLF P A 584mg | 292mg | 350mg | 701mg 5. 2 BR S BICHL A AN S N B% 0 EGFR T2 R i
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(BREUEREEEH Y 5 EEDD

5.8 77 F F#HF & GHALFHEBIT X A HHEBO v BFITxT
B ARKN DGR ZEEIHETL L T2,

5. 9 RAI DM BTN BT 2 HRMER 2 L Tw
2\,

5.10 7. FREGR] OBHEONEZHI L. KA OGN R L4
% T BE L 72 1T IR EEORREITH 2 L, [17.118
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k% GEBYIBRTRE A EIT - BROBR)
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(UIBEABE B ETT - BROBMME S KB

5. 12 KH| O TAls O MBI BV B AR I O 437 L T
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(D ALZEERZICHEEL LABYRTRELETT BROSBEEY
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5.13 7 vAb¥ ) I T Y RIUEBEEAL XV T I F O ROA
V2T v R KRG X 2RI IE O 2 BT BT B AH
DA ORI L Th v,

5.14 T e R A3 2 B R IR 12 B 1 B A IC &
). MSLHigh AR S N7 BFHITRG T2 & MEICH-
Tidy KRR S NSV RSO RS 2 TV 5 2 &)
B KIS NI ARGL S I B UL R SRR R (B 5 % T i
Z2oWTiE, BFOY 279 A 2L AFHRTH S !
https://www.pmda.go.jp/review-services/drug-reviews/revie
w-information/cd/0001.html
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(D ALZEERZ (CHEE L AIREBVIRBRTREEAETT - BRORERE)

5. 17 KFIO—UKIGHH BT 2 AR K O MM L T,

5. 18 [17. R ] OHORNEZHM L. KA DOF MR 4
W& T BR L2z 1T s BEOBEIREITH 2 &, [17.1.25
Z ]

*k (BEEICH T 2R HEREE)

5. 19 il £ D e 2225 (pCR) PR bk
Mol BEIHKGTHI L,

5. 20 ARAIOMATHIBIH TN B D AR E M O PR IT M L Tw»
R\,

5. 21 R REBRICHLA AN S N7 BEOFHEREE, pCR O %%
WZOWTC, [17. BRG] OTHOWNEZ L. AFOAFRME L
CEEWE TR L LT #InEEOERYITH) 2 L
[17.1.26 =]

) International Metastatic RCC Database Consortium

6. BiERUAE
(BMEaR)
MWHE. WA =RV~ GEfETMIRZ) LT 1M
240mg % 2 38 [ BB 13 1 91 480mg % 4 I8 [ [ b C A e 5
Do 7277 L. MBS BT A MR O E . kS5
WEx12 » AMECTLT 5,
WHEVBRARE 2 ERERAMEICH LTS EY A~ T (Efs T
Z) LT ASAR. B, RAILRSRVY T GEfEFH
#z) LT, 11 80mg % 3BEM MK T4 bl SilEEs %, £
Dk, =RV~ T GEfETHIEZR) & LT, 11 240mg % 238
IR S0 1 191 480mg % 4 JA [ R C it 3 %0
*3k (YIRTBE & ETT - BROIE/IVRIAMRE. ABYBRTEELET B
EDERE)
WE, RACIF =RV~ 7 GRIETHEZ) & LT 1[240mg
% 2 JA I MR X 1 191 480mg % 4 A R R C R e %o
fOPUEMEEREA & PR3 25613, d@E. KAKIZ=KRr~
7 (MZTHIRR) & LT, 11 240mg % 2 38 R RE & 1
360mg % 3 M B FE C R e %0
GRABYIBRTREER TGO B aRE)
W, WA =RV~ 7 GEETHEEZ) &£ LT, 118 240mg
% 2 JA A IR X 1 191 480mg % 4 M [ IR C R EHE T %o
WA F =TT A5 @%. KA =FRLr=<7
GEAfE T-#¥ 2) & L ¢, 11 240mg % 2 38 [ R & i 11
480mg % 4 JAH R C R e T 50
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wk (BALFEERRICHEBL

(LA IEE R B OMRE V) R AT S g VE o BRI (0 LT
LAY axT Gl R) SO0 2860, WmE,. A
IR~ 7 EIEFHEL2) & LT, 10 240mg % 338
[EIFE C 4 [l M EHE S 50 T 0K, =KV~ 7 (EizTHiEz)
& LT 116 240mg % 2 38 RS B BR 01 1 61 480mg % 4 38 i i b
THIMEET 0
* (BRIHAEOEHRART XU 2 /NE)
W, A =RV~ 7 (Em R Z) & LT 1M 240mg
% 2 A [ R RRE 313 1 M1 480mg % 4 B I FIFE C s e 3 %o
WL AR RV T EETHERL LT 1N
3mg/kg (KTE) % 2 MBI CAMHET %0 8. K 40kg
PlED/ARRICIE, =R V<7 (BETHIELZ LT 10
240mg % 2 8 1 R B 313 1 91 480mg % 4 08 ] ) B ~C s v i v 5
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(BRXULERGEEE T 2EEHE)
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% 2 A EIFE 3L1E 1 M1 480mg % 4 A R IFE C it 3 %,
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7. 8 ARHN AR5 0 — KB K O RIEH B B AR 0%
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Behdrz e,
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(CPS) 12k A ZBIMAREINTWVS, CPSIZDOWT,
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A L7 BT RFIE BT A L EMIC O W TR
HW$ 52 &, [17.1.20 3R]
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HE M7 R ER] OBEONFE 2 R LERT L 2 &,
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7. 13 M B ENEIE L # & DE IOV T, GRINE e V24P 3 A
VLTV,

sk (BEEICH T BITERMBES)

7. 14 DB ENEIE S H & OFE IOV T, AR OV 4P 3Rl
VLTV,

8. EELEAEE
(GhEEHE)

8. 1 AHA o THINLIEHALIERIC L D, B\EDRIERISIER T 5
LEZONLH A BERBRWENRD 5bND T EVD D, BI%E
12 AT v, BEED S NEEIE. WEORIERKIGIC
XZRIER OB EEZR L. @Y 2ENZH21T) 2 & #®E
DRIEISN X BEIER BB LN D GA121E. RIBRE SR IVE
VRO ERERTHI L, . KRZGRTRICEER
FIEDRH 5 bNLZ eDHEDT, KRG ETH L%
THATH 2 &,

8.2 MEMMREDNH S bNDEZENHHDT, KADKEGIZH
7o Ty BRRSER (PP e, S50k, 824, MiEoReE (&
5235) ) ORI OME X RO FEMSE, Bgte 54T
HT o T LB LU TWECT, MG~ —h — %ok
EMT A L, [1.2, 912, 1111 K]

8. 3 HAEMMIIGE. L 2%, Wi g%, BB BURIE AT Hbh b Z
LB AHOT, AT, IRE T, PR EE, T REE. CK
A OEREE, P RCRRI ATy ERSEOS
T2 H) 2 ke [11.1.2 8]

8. 4 1 MBEIRIENH HbND 2 ENHHDOT, 135, Tl MEHZ
OIERDOFEHRLMAEE D LA T ERET A2, [11L14 2]

8.5 BUEN 2. MA%, IFekfemds, BF2. Wb K255 &
bbb I DD DOT, ERMICFEERE LTV, BFOR
EETICBIET 5 28, [1116 2]

8. 6 HUIRMARRERE . THRMBRER ERCRIERES S DbNS
LB DH DT, KRN OB BIGET K OG-0 B 32 B
P B RE R AT (TSH. W@k T3, Wk T4, ACTH, Ifirp 2 )
FV—IVEORE) BEMT S L, T2, LEIDD U THE
MASOFEGL ER TS &, [11.1.7. 1118, 11.1.11 ]

8.7 HkiENHOLDLND Z LENHLHDT, BIIWITEREMA %
T, BEOREZ T BigEs5 2 &, [11.110 2]

8. 8 Infusion reaction 2% bbb Z L 03dH % DT, KH DY
13 % ) @ Infusion reaction (2 2 TEARFIC T 2 IO T &
LM R T LTS A2 &0 720 21 H PR ARHF
5B |2 Infusion reaction 2% Hb b 2 & b H 5 DT, KA
B R ORFN G THRIENL v 4 2T b8, B
HOREL Tl T 52 L, (11115 &3]
(CIRRABE & ETT - BROIE/NEBaRHRE)

BIOKAEINKTTF v, N7 VIFFEIVRIPIRNY AT
GEfE T Z) ZOHEE-9 HB0E, FEEEIT FR BRI AME 25
HobdILNHLOT, LEIN U TILEMRE % 1T 9 %,
BEOWELZ T8I L, [1L15Z3]

L BENEREFHIHBEICHT IR

A AHHE - BIEEEFEDSH 5 8F

9.1.1 HCRERBDEHIXIIEMNEL ( IBRMEDODECRE
REOBREEDSH 5 8FE
HORBRENET 2B h’d 5.

©

9.1.2 HEMMERNDH 2 BEXIZOBREEDH 8%
PV VERG S A 2 B2 Nt b [12. 82, 11.1.1 BK]

9.1. 3 [ERBHEE (EMHMBBHEEEZST) ODH2EE
ARA OPLGT X ) BRI SRR 2 HE#E SO XA R R 1
WO TLBENDDH 5,

9.1. 4 BEOBLEIRFTE+ET EE
WHARETHBENDD 5, [11.1.17 2]

9.4 &£JEEEEF T BE
TR AT RETED & 5 LRI IE, AHITR G L O 548 T #—
EWIEILEY) e M 2 Wb X OIS 52k, [958 1]

9.5 111@
TR IR LT A RO & 2 etkicid, i Eof i1k
DEWEE ER S &SN EGEICOREE TS & IR
PV Z 72 R T A B oS8 4B B R BRIC B W T,
10mg/kg @ 2 [l $ 5 (AUC ¥R CTHIRBE % & O 6 15 12 H
W 2) WX D IIRRENC BT AR - BB TS b vid ik
W ROBENNAFED S5, MFRIEEED Shkado 7,
T2, MARORER OREICHEIRD LN LD o7z, B,
AANZHAEROMFE P TRDO SN TWE, [94 5]

9.6 BB
HIE ORI O REFLE O S 2 LR L. I oMk L
kR BE T A2 L. AKFlO L PRITTAOBITIIRE S h
TWVRWAS, b b IgG AT FICBITT 20T, AH L BITT
L REVED D B o

19.7 /MNR%

(BMEalE. YIRATREAET BROIE/HEME. REVR
TEEX FEBMEOBMRE. BREXIIEREGERE2F T 2HER
=, AEYBRTRELETT BROBE. YIBRTRELET BRO
BEMMERERE. PAEERERICHEEL LABYIBRTESE
T -BROSEEY4/7O0YT74 NFREM (MSI-High) %
HY34EH EEE. PACEEERICHEEL ZRABVBRTEE
BET - BROBERE. BEEICH T 2iTE#EES
NBEETR & L7 BRRBIZ IR L T,

(BRI AEOHEERIRD XU D INE)

EHARER, ARSI 2 x4 & Uz BR1Z 9206 L €
W,

9.8 SisE

BEOREZ TR LA SHEEICHKSG T L, —f&I
AEBIRRREAME T LTV B,

10. tHE1EH
10. 2 HFAEE (BERICEE T2 &)

SEH 25 7R TRINE (e 8 WS REN B - fabriA T
gy Fv BREL 7277 F AR 35 | ARHF o TN i %
BT T | BRSSO GE [ (BRI L 5 H
RFALTZF> | R FEBILU 72841201358 | o %ERIBSE S

YIRMEZITHI E, LBENDDH 5D,
11. BI{ER

ROBWER DS S5bN DI LDHHDT, BgE5IfTv,
WA LNIGE G A IET 52 L, WY R LERITH
NPV

1.1 EXLEMER

k%11, 1.1 BEMRRR

Wil g, e, M s o B E (34%. 61%) 2°d
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A X A, Wi CT, M~ —h —SoMEL2E/T LI L,
[1.2. 82, 912%MK]

#4111, 2 EEBHEAE (0.1% K. 0.1% K. OHR (0.1%K

Wi 02%). BE (01% K. 03%). HMNHGRHEE FER
B, 0.1% i)
INLEEPLZEZEZONBEMIMESIN TS, /2, &
SEMMEIIEIC X 527 ) — B D720 SR AESETTH T &
2 HDOT, HILIREEDEALIZHMEET A2 L, [832M]

#%11. 1.3 KIER (11%. 34%). MEXR (0.1%Ki. 02%). EE
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o 4L A Ly AIZEBBIHDHE SN TV D FifET 5
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THAE, Y RRERIT) L



11. 1. 4 1 BU¥ERIR
TRUHE IR 5 OBE 1 BURE R % & ) (02%. 04%) 3 5 b
. BRI P T Y R—Y RICEL I DD D, 1 BIBER G
DBEEb NG 2RIk L, 4 Y A ) YEAOEGEHD
YR E AT S & [842HH]
*%11. 1.5 EELMARES
SePEVE MG A VRS BER BEEA WL, 0.1% Adii) . Ik E
i GEEEA . 0.1% i) M B0 2R (B RSB, BUE AR
W) . FEENEAF R ERIRAME  (0.1% Adii. 2.0%) 550 HEE 72 MK
BEFHOLLNDLI LD DD, Tlow KEEANETTF |
RN XN R URNY AT (BT L) Lot
BT, AP ERBAAE (158%E) b Hbh s 2 Lt
Hb. [89ZLHK]
1) FEHUHEE I ONO-4538-52 iklisd & H5H L 720
*%11. 1. 6 BUERFRX. A2, FFEEEEE. FX. BEMEER
BIRENT 26 CHEEARH, BEARH) ., FAE BEAH. 01% %K
W) ASTHE . ALTH . y-GTP ¥ m. ALP#m, €V v
YA 2 k) IR RERE 92 (0.7%. 4.4%). I % (0.3%.
1.7%). BIALMERRE 9 CHEARH, HERY) Hdobh b
LD b, [85FM]
%11, 1. 7 BRIREAEES
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*%11. 1.9 EEE
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FEARW), 7 V- NV —EMERE (01% A, 0.1% K. B
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*%11.1. 10 BEE
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ERIRE S (HUEAHL 01% K SoFEESHSbNALZ L
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EIERREA S (06%. 30%) FORBEEN Db LI LS
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dx 11112 BER (0.1%Ki5. 02%)
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SEBERE) (0.1% A 0.1% Ad) . FOREH (0.1% A 0.1% A
W) ZIALBE (01%. 03%) FOHEEDEEFEENDH S b
LT LNH b,
11. 1. 14 BRiRIMAEZERAE
G IR A E (0.1 % A, 049%). Bl ZEReE (0.1 % A il
04%) SFOFRIMAERIERD SbNL I ENDH D,
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TFHT74 Xy —, FE EE FIHEE. BB SIE, K
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11. 1. 16 MERERERE FEAW. HEARY)
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14. ERALDEE

14. 1 EFHIFRARBFOEE

14. 1.1 354 7OVIEREE T, MLIBHRLARWZ &,

14.1. 2 AN H R EB A E 5% 7 o7 B S AR 3
%o %3, 11 240mg. 360mg X id 480mg 5% 515 o #a i 13K
H 30kg VL E o EEI121E 150mL LT, 4K 30kg Al 0 BE 1T
100mL LT &5 %,
3mg/kg & 5-WF I AR EE AT 0.35mg/mL DA & 72 5 X 95 1T
5,

14. 1. 3 RIMBIEH»ICRA L. 2RI TLZ L,

14. 1. 4 HRBOWIIHL P T L2 & T, B LR
WiE, MEHROBENNDHLOTHHAL VW &,

14. 1. 5 7% O AP 0.35mg/mL A Tld, AH O B i
FOZEEDTER SN TV R,

14. 1. 6 flfl £ ORFIF L2V &,

14. 2 FEIB/EBEOEE
KRADEGZoHT2oTE A v F4 74 0%— (02 XiF0.22
um) ERHTLHZ &,



15. ZDRDEE

15. 1 EERR{ERICE D 158

15. 1. 1 EINAHZ BV TERFN S § 2 PR O E ARG 2N T b,

15. 1. 2 {EAME R RBRIC B\ T ARFNC & 2 i 08052 1S ) A 3 1l i
MR ASFE N & N7 ERI . A R B 0 i & o Al
BEEABHIE DR Bz 29,

15. 2 FEERAREABR ICE D < 155
FIOVIZARH] 50mg/kg #3811\l 4 B GRS L8, IR
D) VOSBRI R ATRD S L OG0 D S,

16. EWENRE

16. 1 MMAiEE

16. 1. 1 BEKRE
H 7 VR B SR 3 12 AR 1~20mg/kg % 1 BE [ DL L 72 1 C 3 Jil i
DR B 5 L7z & & oM P i EEER K ORI RE S5 X — &
ZUTFICRT, &2 0752 (CL) (&%5-8 T AR
ZR L. OAiER (Vss) 3EED 2 ) oliER (% 50mL/kg) 12
WEZER LY,

(F 35 i+ ¥ 7%, 1mg/kg:n=3. 3mg/kg:n=5. 10mg/kg: n=6.
20mg/kg : n=3)

(ug/mL)
1img/kg o
1000 3mg/kg ®
10mg/kg A
20mg/keg A
o
JE
(; 100
e
v
i
% 10
=
i3
1 T T T T T T T 1
0 72 144 216 288 360 432 504
AR (hr)
b 1mg/kg 3mg/kg 10mg/kg 20mg/kg
e (n=3) (n=5) (n=6) (n=3)
Cmax(ug/mL)| 244=45 | 688109 19236 214 =68
Tmax(hr) | 30(1090) | 10(1030) | 30(1090) | 9.0(30-25)
AUCO3M 1 19504580 | 123004500 | 43900 +7200 | 67400 + 15500
(ug+hr/mL)
Ti/2(hr) 36010 320=170 520 =270 410%230
CL(mL/hr/kg) | 0.127+0.020 | 0210+0.152 | 0.126+0.027 | 0.206+0.143
Vss(mL/kg) | 646+67 | 697102 | 836+274 | 968=121

SFIE = R, Tmax YL (FEPR)

16. 1. 2 R1EHRS
(BEMEeRE)
H A B B AR E SAH] 2me/kg & 3 BRI 1 Il IR EFIR A7
Bepr 5 L7z b X O GHT RO MG e KOS N 5 7 L o HER
ZLTIORT . #5# TIREOIMEPIRE L N 7 7 RE #5518 4
DI — 2R L. 25 18 HIC I3 @RI & LY,

(ug/mL) G-I + B )

804

o BRMFFFEIR S T RO MiERIRE

o NS TIBE

T T T T T T T T T T T T T T T T T T
0 3 6 9 12151821 24 27 30 33 36 39 42 45 48 51
w5 (B)

(GIREABE A HET - BROEMME D & AE)
A N g B v Bz e R B LS AR ) 240mg % 2 JE IRTLS 1 1al SO AR IR P
Pk Lo &, #5428, 4BRCISEDIIGH + T 7 ik
O V-3l = B R 22 13, ZF M F N 205+602ug/mL. 384+125u
g/mL K 1F609+272ug/mL TH -7,
16. 1. 3 BEMEMENEFNT

P DBRR R ER 24 BER TR S 77— & & TR RIS B g7
MiaFhti L7z ZOMITICE ETNZAARNEE 42061120V T AH)
240mg % 2 AR (Q2W) X1 480mg % 4 B (Q4W) TG
L 7B 038 EhE NS X — % (HEgfil) 12, KOEBY TH-72

L EE Cmax Cavg Cmin
ek - i (ug/mL) (ug/mL) (ug/mL)
20mgQ2W | 726 (219) | 437 (206) | 378 (269)
W | —omeQ ) (206) (
430mgQ4W | 145 (219) | 529 (217) | 283 (3L7)
e | 20meQ2W [ 161 275) | 108 (47) [ 847 (409)
RIS T I80mgQAW | 218 (243) | 108 (347) | 676 (467)

BTEM (KRS, Cave : PRI

*16. 6 HENERZETHEE
16.6. 1 /N2 %
HARAND 1L E 24 LT OMBREO R Y F ) v lo/NEEYR
K OVl 0 /N Ve BV [ R ek 95 JE 35 LS AR Al Bmg/kg & 2 I 1
FAGEIRNFEfedx G- L7z & &, HA¥ 5K O Cmax (X 464 87 ug
/mL. AUCo336ld 7,224+ 1,635ug-hr/mL &% O T1/21d 347 + 108hr T
Hotz (n=26)0 F7z, 5% 2, 48, 8, 128K 18 HD
MiEH b7 7REOTFIMHE £ FLHEFAEIZ ZhEN156+34u
g/mL. 277+72ug/mL. 41.7+127ug/mL, 511*17.6ug/mL }z O°
574%247ug/mL TH -7z (n=7~24),
16. 8 Z Dfth
RHN O R T O % AR 5 B 5 — DOS EAT o & R, A H
240mg % Q2W TH G- L 72 & AR HK| 480mg & QAW TH G- L 72D
HRE R OGS 2 2 e v & PRl Sz,
W) ARH QKRR S N7 PG o RO B, RAZE=R v
~ 7 GEfEFHEER) & LT 11240mg % 238 [ 1 B 511 1l
480mg % 4 [ [ b T ROEERNE T 5.1 ThH B,

17. BRERERIE
17. 1 B3R ORLMICE Y 5558
(BHEaE)

17.1. 1 ERE I B (ONO-4538-02 5ER)

FHNWINY N X DACFEREIE & A3 2 BB BRATE 2 T/ IV I
A FFE O AL BALE B 35 1% W RIS, AH 2me/kg % 3 R
B C R FHETED L7z, FEEHMEEH CH 2R (RECIST 44
FI4 11D g g1z X 5 CRILIEPR) 13229%
(90% A5 IHIX 1 : 134~362%*1) TdH o720 B, HEICHE L
M 12125% T dH o 720 F 720 % 4V FF A3t 535 61 v 30 1
(85.7%) CREIMEM (BRMAEMRE 2 &) SRobhi, Lkl
PEMIE. 29 ERE 1L H (314%). sk T3 A 81 (229%). Ifirh
TSHEM7 B0 (20.0%) FHM kB A6 61 (17.1%). ibE#E T4 46
B (171%). AKE6HI (171%) TH -7z, [5.1BH]

IR (%)
56428 (CR) 1 (29
#5483 (PR) 7 (20.0)
% £ (SD) 15 (42.9)
# 17 (PD) 11 (314)
FFAIIASRE 1 (29

*1: Wilson ® 2 2 7 & Fv 720 B3 & ) R X He —77,
ZUIHSAT ORERFIIC D CIEEDNIC X D KD 7290 % 5 X H 13
119~375% Tdh > 72,

17.1. 2 ERE TR (ONO-4538-08 i5R)

AL FR R IA B O BRI B AN RE 2 MUY / IV I S0 1 58 o0 BB S A0 il
B 2400 % KB, KA 3mg/kg A 2 38 [ [ BE C RO FHEED L
7oo EEFHMEEHE TH 5253 (RECIST #'4 F7 4 ¥ L1BUTH
DY EIC X A CR XIXPR) 13292% (90% 15 #AIX 1 : 16.7~
459%) THolzo %B, FHNHE L2BEIZ60% TH o720 F
7oy AR S 24 H1r 18 1 (75.0%) (CEIVEM (AR A i 52
WHERED) PEO LN, el RIS T E 6 61
(250%). HBESH (208%). & 9 3FHESHI (208%). 5 I 4 Bl
(16.7%) TH-o7-9, [51%MH]



BIE (%)
5542285 (CR) 0 (00)
WorZ%) (PR) 7 (292)
% 5 (SD) 9 (375)
i# 17 (PD) 7 (29.2)
RN 1 (42)

17.1. 3 @555 M#HEABR (CA209066 55&)

BRAF V600 25 0 7 Wb Fk ARG H O BUGR YIBRANEE 7 WA/ IV I
TAXTRH O VR E S H 418 5] (RFITE 21060, &7 Hh VN L
208 Bl) AR, FHNNY Y EIIRE L CTAA 3mg/kg % 2 #
IR C AT B ETED L2z RO R O R Z i Lz, &
TEEMIE H Cd 5 &AM (P yefli [95% 5 IEIX ) o i AT
MR, RABETNE*2[NE~NE] » A, ¥ H VW NY U BET1084
[9.33~12091 » HTH V. KANZ T HNNY 20k ULIEHAICH
BREEZR L OV — FI042[99.79% 15 X 19 : 0.25~0.73].
p<0.0001 [J& % log-rank # €1, 20144E6 H24H 5 — % % v b &
7)o F o RAVEFEA A SR 206 B 15361 (74.3%) WCRIVERM (H
IRBRAMERE 2 &) o b, T 2aER. 997 4161
(199%). % 9 FHEAE3SH (17.0%). 03461 (165%). T #3341
(16.0%). F&9531B1 (150%) TH o727, [61 5]

1.0 P=
0.9+
0.8
0.74

0.6 Ho.
% %m%%
¥ 0.5
=
0.4+ %%”

—A— FEIR
Qe BHIVINT LB

@ 0O
0.3 &,
0.2 bo
0.11
oo
0 3 6 9 12 15 18
at risk £7FHR (B)
A#IB 210 185 150 105 45 8 0
SHINSLBE 208 177 123 82 22 3 0

*2 0 NE33EEA ]

17. 1. 4 BS B MHEERER (CA209037 5HER)

A EY A~ T GEETHELZ) 3 BRAF BEH % & G bl kg
2T BRI BRAGE 20 T/ IV 0 003 1456 o0 281 B 4r i J 2 405
Bl (RFEE 272 B, AL (P ANVNY P X ANVKTSF v &
N7 ZF e EDOHN) 13361 Zxrgc, b e iR e
L CAHI 3mg/kg % 2 A [ [ g T REHEEED Lz Eofa3M R
Ot w it L. FEFMEE Th 22%% (RECIST #' 4 F
I A4 2 LIS HED S R EI12 & B CR XIE PR) I22WTARHAID
Pe 5 N7 D 120 B0 % FEAT R SRR & L C P IBIRAT % 4T - 728
B KHIEET317% (95% 5 HEIX I : 235~408%. 201443 H 10 0
F=Fhy bEFT) Tholze BB, FHANIRWROBEIZHEL
TWhhoze b ) —2OFEFMBEH TH 2 LA (I
[95%E X E]) 122V TIR2FD A N> b (BETD) EIz THIMHIfF
MEZ AT o 72R5H ARFIBET 1547 [12.39~NE*3] » [, {bRERT
1367 [1150~NE*3] » A Td V. RANIALFHETIHT LA
HERIEE R RS hh otz OV — K093 [95% 15 HHIX [ : 0.68~
1.26]. p=0.6299 [}l log-rank #%E]. 20144E11 A 12 HF—% A v
b 7)o o ARG 268 B 199 1 (74.3%) \ZHEIEH
(FRBRAMEF 2 &) RO SN, EAEWEMIE. 9897 82 6l
(306%) &9 FERESL B (19.0%). THi4261 (157%). F&95 34 Bl
(12.7%). HEL3361 (123%) TH 7289, [515H]

BIE (%)
5547285 (CR) 4 (33)
525 (PR) 34 (283)
% & (SD) 28 (23.3)
#& 47 (PD) 42 (35.0)
A g 12 (10.0)

*3 0 NEEEARRE

TEULSTHERE 314 292 265 247 226 221 209 200 198 192 170 49
TEULTTEIREE 315285254228205 182 164 149136129104 34 4 0

17.1. 5 BN T & (ONO-4538-17 55%)

AL 2R R B PO MGV A TE 2 T / IV 1 S 758 0 T8 B A 1
BE0BIZ R, AHEALA ) AT GlEFRIER) 2000
LU, ZEFHEEE TH 5 %E5% (RECIST #4 FI 4 ~ 11
Ji iz Heo & ekl sE 12 & A CR LI PR) 1333.3% (95% 2 HHIX 1 -
17.3~528%) TdH -7z, B, FANlake L7z 238% Th -
Too F /oy ARG 30 1 30 1 (100%) ZRIVE (R
EHEEHEEL) WAED LN 2 EEN X BB 18HI
(600%). TFHi16 B (533%). ZEE# 1261 (400%). V73— Hn
1261 (400%). ALT ¥4 hn11 60 (36.7%). AST 3§ b 1161 (36.7%).
I FEARE10B) (33.3%). AR 8B (26.7%). HERIKTH (23.3%).
FRBR B R T E 7890 (23.3% ) BFBSRESLH 760 (23.3%). MR- 6 41
(200%) THh-o7210, [51 5]

IR (%)
6428 (CR) 1 (33)
k388 (PR) 9 (30.0)
% £ (SD) 12 (40.0)
# 41 (PD) 7 (23.3)
FHIAS AE 1 (33)

17.1. 6 /B5H B MAEHER (CA209067 =XER)

AL FRE R OARGYIBRASEE 72 T / IV 3] o0 B S A2 i R 945 51
A ) A=T (GEETHIRZ) PR (NFLBER) 43 314 B, AH]
HOME 316 6, A ¥V A< 7 (GEIEFHIRZ) Hol (THR) B 315
Bl) %X, THMEE S 2 B L L C N+ R $ 5 & AH] P
o3RO ReE 2 BEr Lz, FEEEE T b a4 AN
(e fiti [95% (2 WX B]) &, N+IPEH#E < NE*S [NE~NE] » .
A HK) B TNE*S [2908~NE] » H. THL Al #if T 19.98 [17.08~
24611 » HToH 1 N+ PP S OAHK) e 513 T H 512
LRI #MICH BRI R Z /R Lz (NP S N — F I 055
[98% 15 HEIX 1] : 0.42~0.72]. p<0.0001 [J& % log-rank #:5E]. AHl H
A4 N — FH0.63 [98 % 15 B IX [ 0.48~0.81]. p<0.0001 [/ 51l
log-rank M 5], 20164E8 A1 HF—% &1 v M+ 7)o N+IBE 5
BECIE 2 A TERRA 6 4 313 BH 300 B (95.8%) CHEIEM (FRRHAS
R %2 &) RO LN, ERIERIE. TH 14261 (454%).
W 57118 B (37.7%) Z 9 FEJE 11261 (358%). F& & 916 (29.1
%), HEL88H1 (281%) TdH -7z,
1.0 Prg
0.9
0.81
0.7
0.6
17 0.5
5=

0.4
0.3
0.24
0.1

0'01"!"x"x"x"x"x"x"x"x"x"x"x"
0 3 6 9 12 15 18 21 24 27 30 33 36 39

at risk# 7R (B)

ANFIBIREE 316 292 265 244 230 213 201 191 181 175157 55

—A— AEIERE
ke AEULT TR
O AEYULTT R

~N W
o o

F 720 ML IC B W TPD-L1 2 58 L 72 IR i A% 5 oo 2 &
(LLF.TPD-L1 53] ST 2 WA o —HoBED 7 —
ZIZHD &, PD-L1 S BIEBNERBEWIAEMNT 217 5 720 PD-L1 5Bl
R Q%KM T1% L) o&EFMB O EE DTSR,
(51, 72%H]



1EVLTTHAER 123113102 91 82 82 79 74 74 72 66 18
TEULSTEIREE 113 96 87 79 71 61 57 50 44 43 32 10

PD-L1 33 1 %Rim

—A— REIEME
R N (=UIN 3:2
@ A LY T BIREE

A N L L S S S B L B B —
0 3 6 9 12 15 18 21 24 27 30 33 36 39

at risk% 7788 (B)

AHFIBESBEE 117103 86 76 73 65 62 59 57 55 50 16

BN
o oo

PD-L1 #IR=E 1%L E

1.0 fas
0.9
0.8
0.7
. 0.6

* 044 Q)%m&
0.3 b
0.2
0.1+
0o
0O 3 6 9 12 15 18 21 24 27 30 33 36 39

at risk# 477HE (R)

—A— REIEMREF
-k AEULYTEEE
O ALY T BREE

AF| B 171 165158148139 131 122117112109 98 36 1 O
IEVLYTH AR 155144132127 116 112105102101 99 85 27 3 O
1ELYTEMEE 164155138126 115102 89 83 77 74 64 21 2 0

PD-L1 MNF=F
| BRI o S | Com
1% N-+IBEH#E | 123 NE [2645~NE] 0.59
T R 113 1856 [13.67~23.20] [0.42~0.83]
=19 N-+IPRHHE | 155 NE [NE~NE] 0.54
THRE | 164 22.11 [17.08~29.67] [0.39~0.74]
1% N+IBEH#E | 123 NE [2645~NE] 0.74
AH W | 117 2346 [13.01~NE] [0.52~1.06]
=19 N+I B H#E | 155 NE [NE~NE] 1.03
K HAREE | 171 NE [NE~NE] [0.72~1.48]

%4 K#I1 A Img/kg (AE) LA €Y a=7 GEIEFHIRZ) 3mg/kg
(R ) % [ H 238 R RS C4Am 55 5 L2 B ARANLIE
3mg/kg ((KE) % 2R RIFE CRERHEED L7z, PRI GRS
W, AR Z RS L. A €Y A< 7 GEETHIEZ) @A
HOPLHAET 205 305 L Lo Z BT 52 BE L 72,

%5 0 NE 3 e ARG

17.1. 7 ERS£RS M5B (ONO-4538-21/CA209238 5ER)

Sea YR B O Mb/c M/ IV o B E 540 8 2% 906 B (H A A B #
2806 % Grte, AHIBEASI B, A ¥V A~ T GHIZFHLIEZ) BE453
Bl) Zxtic, A ) A~ T GHIE TR Z) *6 25 i & L CARA
3mg/kg % 2 R B COEHEEY Lz & X AR O ReNE
Wt Uzzo FEGHMEH Td 5 MR (b dufi [95% 15 1
X)) o EENTE R, AFIBECNE*T [NE~NE] » H. 1 €Y
A7 (BIZTHZ) BETNE*[1656~NE]l » HTHh 0. AH
A ) A~ T (B IS LREMFNICABERIER %R
L7z O — F 065 [97.56% 15 #EIX 1 : 0.51~0.83]. p<0.0001 (&
W log-rank K], 20174E6 H12HF—%Hh v v+ 7). T/, %
LeVh ST 4 452 1 385 61 (85.2%) \CEIVEM (FRRMAE % %
1) BROSL N EREIERIE. 995156 61 (345%). T i
110 B (24.3%). 9 FEHE 105 61 (232%). Z8% 90 B (199%). 2
06861 (150%) Tho7212, [51ZHH]

—A— AHE
D AEULTTH

0 3 6 9 12 15 18 21 24 27

at risk# EBRREFNE (A)
AHIE 453 399 353 332 311 291 249 71 5 0
IEULTTE 453 364 314 269 252 225 184 56 2 0

¥6: A EY AT GEETHEIRZ) (& ARIFICIB CEPERAE
T 2 M ABHELE OREE - AR TIIKB SN TV,
*7 0 NE 3B e

(UIBRANRE A E1T - B R DIE/ N afhzE)
17.1. 8 RELEE
(1) EAE I4HHER (ONO-4538-05 5HER)

7T FF B % G L AL A A T S UIBRANRE 2 B W]/ VI Ui
I o T L IR /NH I 8 3 (ECOG Performance Status 0 &%
1) 35 B% KR, AHI 3mg/kg % 2 8 IR CAMRHEED L,
FEFHMIEE CTH 2253 (RECIST 74 FI 4 ¥ L1IIZHED
JH I X % CR XX PR) 13257% (95% M5 HEIX I 1 14.2~421%) T
Hotze k. TG LZBMEIZ90% TH o720 T otk
FEAM x5 35 51 H 24 61 (68.6% ) (CEIVEM (BRIRMAME R 2 &)
DD O NIz EREMWERIL. BEIES B (143%). FEE5H (143
%)\ ERBOE 5B (14.3%). 5895561 (143%) THo7213,

BB (%)
443 (CR) 0 (00)
5355 (PR) 9 (25.7)

% %% (SD) 10 (28.6)
i# 17 (PD) 16 (45.7)
AHIAE 0 (0.0)

(2) BHEMMEHE (CA209017 5ER)

7T FF BH & AR 2 AT A UIBRAREZ B )/ IV i
38 0 I - L5 JE/ANH I It 9 i (ECOG Performance Status 0 &%
1) 27260 (RFIBEL3S 6, Nty Fw U BE1376]) 24, Ft
7 XN EAIEE UTAH 3mg/kg % 2 38 MBS TR EEED Lz
L E OGN OREVEERET L7z EEIEMIEH Td 5 A
(R I it [95 9% 15 W X 1) o> v Y AR AT s 2R U, AR ) B C© 9.23 [7.33~
13271 H. B4 FEVEET6010513~733]1» HTH Y, AHNZF
5 F LK LIRGHFICE R ER 2R Lz (O — FH 059
[96.85 % 15 W X i : 0.43~0.81], p=0.0002 [/ %l log-rank ¥ %&]1. 2014
EI2AIBHT =%y b+ 7)o T/, LRatiFE a4 131 6t 76
Bl (580%) \CRITER (BRBEMERE &) PRobh, 34
EIVERNZ, 972160 (160%). ABBLE 146 (107%) TH-729,

1.0
0ol —A— AHIB
O FE2FEILEE

0.8+
0.7+
EEO.B*
77 0.5
(0.4*
0.31
0.2+
0.1+
ool e
0 3 6 9 12 15 18 21 24

at risk% 77 (B)
AHIB# 135 113 86 69 52 31 15 7 0
Ke&xt/8 137 103 68 45 30 14 7 2 0




17.1. 9 kRFLEE

(1) ER%E 1858 (ONO-4538-06 FER)

7 F F A ETALEHEE R AT A UBRAGE 2 MBI/ IV X
TR O IR LRz IE /N3 % (ECOG Performance Status
0Je T8 1) 76 6 % xp 502, AH] 3mg/kg % 2 38 [ 5 b C ok i g R D
L7zo EHFHMITEHH TH 24553 (RECIST #4 F 74 ¥ L1IMUIC
o I EIC L B CRIEPR) 13197% (95%EHHIX [ - 12.3
~300%) THo720 BB, FEICHELBMHEIZ0% TH - 720
F 720 EVERHx S 76 B 64 1 (84.2%) \CREIWER (ERARMA fiE
RELZET) PROLNIz, FREWER L, BRI 116 (145%).
BB (145%). EAE 1161 (145%). 3895 116] (145%).
W oBl (11.8%). HL 8% (105%) TH o721,

BIEL (%)
554225 (CR) 2 (26)
5Z#) (PR) 13 (17.1)
% 5 (SD) 21 (276)
# 17 (PD) 38 (50.0)
FEARE 1 (13)
T HERZE AL 1 (13)

(2) WY E LR (CA209057 FHER)

7T FF B & AL EERE R 2 AT A UIBRASRE 2 B )/ IV i
F556 O I - _E Bz FE /Nl 9% 2B % (ECOG Performance Status 0
Tt 1) 58241 (AR#EE2926). Pt & ¥R E206]) Zxd4ic, K
t & F b E I e U TARK 3me/kg % 2 I8 IR T A REED L
T2 & EOFWNE R RN E G Lze EEFMEH TH 5 4470
B (it [95% 15 BEIX 1) oo v B ARAT A% A&, AHI ¥ C 1219 [9.66
~1498]1 7 A, Ft & L LETI36[805~1068] » HTH . AH
R Fe VIR LREMENICERREREZR L7 OVF— Kb
0.73 [95.92% 1= #H X [ : 0.59~0.89]. p=0.0015 [Ji% ¥l log-rank # %&£ 1.
201543HI8HT =45y b4 7)o F7o. aVEFHlixt 5 287 filh
19961 (69.3%) WCEIEM (BiRMEMRFEZ2EE) PR LR,
TR, 9857 46 B (16.0% ) HELa34 61 (11.8%). £RKIGE 30
Bl (105%). EHE29 6 (10.1%) THh-7219),

—A— FRIREFREG AR
O TTRARROER R A AR

T T T T
0 4 8 12 16 20 24 28 32
at risk# FEIEEA TFHAR (H)

AFE RV
(B B 275 231 163 88 48 16 6 0 0

1@7;;31;%% 275 225 127 53 27 5 2 0 0

%8 1 AH|1H360mg. # VAT 5 F »1EAUC6 (mg/mL - min), /¥
2 % ¥V 1 200mg/m2. NNY AT GifETEiz) 1E
15mg/kg % 3B FE TR 69 4 7V JUliE L7, ARF 1M
360mg L RN Y Xx T (AR T-HIR Z) 118 15mg/kg % 31
41 B C R T L 7o
PEHIFE GRS BT, AH 2 RIS HG L AL R IEAR# o
PeHHT 25 30 M Lo k% BV TS & BlgG L7z,

17.1.10 ERHEFEE M55 (ONO-4538-27/CA209227 5458)

ALEE R IEH O EGFR Mn T2 BBV O ALK Bl fn 7 Btk
DY BEAHE 72 #AT - FE3E 0 /MBI B 1,166 61 (H AR NBRE
143 B % Gtee A €Y AT GHEIETHIRZ) BEAH (N+TBEH) *9 B
58381, 77 F F WA % G AL HERE 583 ) & KR, L
PERMEE LT NI L etk 2 et Lz, B3
SEAE H Td % PD-L1 J8BIE 25 1% M Eoo 3 (N+19F F B 396 1,
AL 2R3 397 B1) (2B B A AE R (vh Je il [95 % 45 81X [ ])
Z. N+I 6 H 8 T17.08 [14.95~20071 # H. b %= 9 i #F T 14.88

1.0 [1271~1672] » AT O« N+T P 5133001 1 Lt
094 Y, o AR CHBRERER LA OV — 11079 [97.72% {5 B 1 : 065~
ogd A O FesxtivE 096]. p=0.0066 [} Bl log-rank # 5], 20194E7TH2HF— % # v
074 b4 7)o F oy AEEAMA G 391 1 302 61 (77.2%) \ZHEIVEH
) (BRRMAME R 2 &) RO SN EREERIE. 5695 7361
06+ (187%). FHIT0BI (17.9%). % 3 FIE 6261 (159%). 57 56 i
7 0.51 (14.3%) HARMBRBEREAR T AES3 B (136%). AAKIKB 5361 (136
0.4 %), Tlr4261 (107%) THo7219,
0.3 10
024 00l ¥, A AEYLTTHAR
o1l el N @ AL
0.0 T T T T T T T T T 0.7
0 3 6 9 12 15 18 21 24 27 064
at risk$x 477HAR (B) % 054
AFB 202 232 194 169 146 123 62 32 9 = |
FgxwLB 290 244 194 150 111 88 34 10 5 0 04
03
(3) EBEHFEFE ML (ONO-4538-52 &iER) 02-
(LR IGHE O EGFR AR FARBEM, ALK @A B2 R 014
O ROST @A AR T BEPE O YIBRANBE 26 4T - TR D IF I P LR I/ )
MR o 550 B (HAR N 371 Bl % & e, K& T T 5 #HA 00
BONAS Ko T GRIETHIAR) % 2 b (L2 1 & OB (NAC 0 3 6 9 12 15 18 2; 24 27 30 33 36 39 42 45
DEF) S BEQTS B, 7T LK E 7 FFBARONAY X7 (s et EAFMR (R)
TAHMR) EEUALERke OB (P+CHEM) B 27561) & X4 TEVAYT 396 341 205 264 244 212 190 165 153 145 120 91 41 9 1 0

1oy PHC B 2RI & LT, N+C BRI BE DA 300 J OV 4t % st ik

U720 FHESHIIEH T2 2 M A g2 01 (dhoeqii [95% 12 61X 1) b5 FERF 397 358 306 250 218 190 166 141 126 112 93 57 22 6 1 O
Mgk 4 & Sz o 72 PD-LL S BIEE DS 1% K 0 B3 (N+1 B
187 B, AL it 186 1) (B B &AM (it [95% 18
FHIX ) &, N+LOFH #EC 1715 [1285~22.05] » H. AL 2R ik it
T1219[917~1432]1 #» HTH . nN¥— FH0.62 [95% 15 FE X [
048~078] TH -7z 0194ETH2HT—=%Hh vy v+ 7). Fi20 %
PEFHIR 5 185 I 140 1 (75.7%) IR (BRI 5 %
) BROLNTz, ERERIZ. TR 2861 (151%). %57 27
Bl (146%). 5% 256 (135%). ERKWE 2361 (124%). MEJI95E
2160 (114%). ALT#Im21 6 (114%). U 8s—€8n21 4 (114
%) %) FERE 2061 (10.8%). AST Hihn 2061 (10.8%). H MR B
BB T9E 1961 (103%) TH-729,

9 AH 1 3me/kg (AE) #2BHMEE) T, A ¥V a~7 (H
R Z) 1 lmg/kg (PRIE) 2 7] H A 6 308 ] 15 bl C ik i 7

1Z. N+C PEH BT 1212 [9.76~14.00]1 » H. P+C Bt H # < 811 [6.97
~854] » HT&H H . N+C P ¥ 51 P+C B 523 Lt 441
WHBREREZR L7 ONF— F 056 [96.37 %15 BEIX 1 : 043~
0.71]. p<0.0001 [f& %51 log-rank #e5E]. 20204-2 A 10 H7—% # v b
T 7)o F o AR RN A 5 273 B0 v 269 B (985 %) 12 EIAE I
(BRBAEMRE 2 5T) VRO LN, BRI, BTEIE 143
Bl (524%). FAERE = 2 —a83F— 12061 (44.0%). 4FHEREL
WA 116 61 (425%) . HIMEREKA 93 B (34.1%). FEFL 85 %1 (31.1
%) BRI 81 (29.7%). 3835 8161 (29.7%). #7851 (286
%) B 6961 (253%) THho7217, [52%MH]



L7zo PFARG-REIC BV TiE, AFIZ RICHEG L, f €Y A
7 (BRI Z) EARF OG- TH 5305 U EOMEE BV
THG R L 7,

(LSRRG T PD-L1 R8BS 1 % KO EGFR #1124 REk
B ALK B85 T RaYE O YIBRASHE 70 4T - TE3E 0 FE/ N R Bl He
%3636 (HRNBEABIZ G 75 F F 8K % & bRk
- (N+CPEH) *OBE 177 B, 75 F F BH) % &t b 2 2 1 5 186
Bl) ZRGI, ALFEREE B E LT N+C O HBEO AR OV
SR MG L 720 RRBROBIREHTEH 0 —2THh 1) BERE N 2
DRLT D 5 WRTEAALFHIE (hJefii [95%FHEX 1) 1k, N+C Pf
JATEC 555 [4.63~6.90] » H. b i € 470 [421~559] » H T
H Y. N+C PG AL RE I LTI B R EREZ R L
7o (N — F 073 [97.72% 15 HEIX 1] : 0.56~0.95]. p=0.0070 [J& 51
log-rank €], 20194E7H2HF—% v b+ 7). B, Ak
DRIKFHEEH O—2THh 1) BRI 2 HE ORI R T 2 4L AF
(il [95% 2 M IX 1) &, N+C ff H T 1521 [12.29~19.781 #
H. ALk BT 1219 [917~1432] » H TH . N+C B 5 1%
(LSBT UG R BRI R 2 RS hh o7z W= Flk
0.78 [97.72% 15 JE X 4] : 0.60~1.02]. p=0.0352 [J& 4 log-rank ¥ %]+
20194E7TH2HT =% h v bA 7)o Tz, GAEVEFIIXS 172 Hlk
159 B (924%) (\CEIVEH (BRRMASMIRE 2 &) 250 Hh/z,
FEAREMER . Bil706 (407%). H.L67 61 (39.0%). I 5743
Bl (250%). & i R 9K A E 41 61 (238%) . £ B IR R 3961 (227
%) L3861 (221%). WFrERERA 27 B (15.7%) . W& IH: 26 451
(151%). %% 26461 (151%). M/MRKEGRD 21 61 (122%). 5
iE 1861 (105%) THho721, [52, 74 BH]

1.0

094 3 —A— bRkt
: Qe LRI

0 3 6 9 12 15 18 21 24 27 30 33 36 39
at risk EIEEATFHRE (B)
b EAGtHEE 177135 73 48 37 29 19 15 10 10 7 4 1 0O
b5 A%f 186121 57 22 18 13 8 6 5 3 0 0O O O

*10 0 @ LRI L Cid. AF 1M 360mg. 7 A ¥ % ¥ 111000
# L < 131250mg/m2, ¥ A 7 F F ¥ 11 75mg/m2 X (& A #1110
360mg. 7 A ¥ ¥ ¥ »111000mg/m2, #NVARTFF 1 AUCS
(mg/mL - min) % 33 W BIFE CiK4¥9 4 7V i EE L 72 %,
A 1181 360mg % 3 [ FE CHlEHE L7ze 7 AT 5 ¥ idsy
A 27 V1 HHKROHHIZmEHE L7z
RSP LB R K LCid, AH 1IN 360mg, <A ML ¥ K1
500mg/m2, ¥ A7 7 F Y1 75mg/m2X g A VKT T F 1
AUCS5# L <126 (mg/mL - min) % 38 M HbE T K494 7 )V
FOWE R L 722 R R AILMI360mg K VR A R L ¥k R
500mg/m? % 3 18 [H] [ b C Ri i L 7z
PERFGREIZ BT BH Z 285G Ly AL R ARA o
PEGHET 25 305U Lo BTS2 G L 7.

17.1.11 EEEFESE M35 (ONO-4538-77/CA2099LA HBR)
(LB R IGHED EGFR i fr T2 BB L O ALK Btz 1 etk
DYJBEARE 72 84T - FE3s 0 IR/ B 719 81 (H AR A3 50
Blattee 41 €Y AYT GEETHIZ) ROT5FF8A% &
AL (N+I+C BEH) * 1L 8 361 B, 75 7 F Bl % & & fbae
WTLERE 358 Bl) A bR, b X E LT N+I+C B #E O
HRME N OVt E Lee FEGEMEE T 2 a4 (h
JL il [95% 12 X [B]) &, N+I+C 9 B # < 14.13 [1324~16.16] #
H. AL 8T 1074 [946~12451 » HTH ). N+I+CHEH %5
LSRR LIEH A IICA AR ER 2R L7: (O — R 0.69
[96.71 % {2 HHIX [ : 0.55~0.87]1. p=0.0006 [J& 5] log-rank #5E]. 2019
FEIW0ASAF = Hy b+ 7)o F72. Bathifixs g 358 6l 322
Bl (89.9%) \CEITEH (MRMAMEY 2 &) NEv oIz, £
7 WA, L 946 (263%). B0 (223%). ¥ 7341
(204%). MENJHET3H (204%). % 9 FEAE 66 F1 (184%). F&95 64
Bl (17.9%). 95759 B (165%). FEEKIIE 56 61 (156%). HUIRBR
FEAEAC T HES2 61 (145%). WEMH:-47 61 (131%) TH - 7219, [52
ZHi]

1.0
094 —A— 1) LY T RUbEEAGHAR
@ AL
08 \
0.7
® 0.6
77 054
:'z;
0.4
0.3
0.2
0.14
O'OA"x"x"x"x"x"x"x"
0 3 6 9 12 15 18 21 24
at risk# E77HE (R)
1EVLT TRV
e 361 325 292 230 129 46 16 1 0
LA R 358 318 259 183 94 39 12 0 0
#1100 P BRI LTk, ARHFI 1 360mg % 3B MME. 1 €Y A~

7 (EETHIRZ) 18 1mg/kg (KE) %6, <79 %
¥ & V1200 mg/m2. # VK75 F 1R AUC6 (mg/mL -
min) % 3B BET29 4 7 )V iEERE L7225, AF 118 360mg
Z3MM ML O A ¥ A= 7 (EETFAERZ) 1 1mg/kg (K
) % 60 IS T RIS EE L 72,

IR ERg R LCid, AHI LI 360mg % 3B MME. F €V A
~7 GEETHHEZ) 10 Img/kg (KE) % 6 MR, <2 b
L ¥+t F11500mg/m?. ¥ A7 5 F » 11 75mg/m2 X i # VR
FF 1 AUCS# L < 136 (mg/mL - min) % 3 kg T2
A 2V R U728, AHI111360mg % 3B R A €Y 4
<7 GEETHEER) 1 Img/kg (KE) % 638 R FE < A E
EL7

BEAHGIRFIC B VTR, RAZRDICRS L. A €Y A3 T (it
ETHIEZ) (f €Y AT 2TFEL TV RHE) EARAO
BHRTHS300 U EOMEZ B TR ZMIG L. T2, 1L
FILIAFEA EY A~ T (BETHIEZ) YA TD
5% TPRELTVLEE) OG5 TH 5305 Loz Bwv
TG%2MIG L7z,

GRABYIBRTEER 13 Exfe P O B RE)

17.1.12 ER#£FSE DB (ONO-4538-03/CA209025 545k)
MASHAEBEE ] 2 A3 2 EEESH (TP F=7, A=F=
TN VI T =T YN TE) 2R AT b AT
SRR M o PR WM B B R i JR 2 821 B (H AR N B 63 Bl %
e RABEAI0H, =T ) A ZAREAILH) xR, =T
LA %R e U CAHI 3mg/kg % 2 34 B BB © MM EHEED L2k
E DR O REW 2 HET L, TEAMGEE Td 2 L0
(Frgefifi [95% (5 HEIX [E]]) o> v AR AT 65 &, ASHITE C 25.00 [21.75
~NE*12] 5 H, =~Nu Y A Z#T1955[17.64~2306] » HTH V.
ARANZ T AT Y A2 LA ICHERERZ /R L OV —
F H 073 [98.52% 12 ## X 4 : 057~0.93]. p=0.0018 [J& 5l log-rank #
Bl 201546 HISHF—% A1 v bF 7)o $ 72, RAeVEFFMT S
406 B 3191 (786%) \CHIVEM (BRRMAMEE % &) 2589
SNz ERFIVEIIE. 957 13461 (330%). HL57 61 (140%) .
Z ) FEREST B (14.0%). FH#HI50 B (12.3%). ERHE 4851 (11.8
%) FEE 416 (101%) THo7220, [56 5]

1.0 B3
0.94
0.8
0.7 4
s 067
17 0.5

=
0.4
0.3
0.24
0.14
O'OA"x"x"x"x"x"x"x"x"x"x"x
0 3 6 9 12 15 18 21 24 27 30 33

at risk# 47783 (R)

AEIF 410 389 359 337 305 275213139 73 29 3 O
INAYLZEF 411 366 324 287 265 241 187 115 61 20 2 O

—A— AHIE
@ INOYLAEE

@o--0




F720 HARANRGHEBI 636 (RAEE37F, = xa) 22826 6) O
S AR (e fit (95 % (5 WX 1) o> v R AR AT #6551k, AHIBEC
2737[2362~NE*12] » H, = X1 1) &4 A TNE*2 [NE~NE] » H
TdH o7z (= FI150 [95% 15X [ :049~454]. 201546 A
B8HF—%Hy + 4+ 7).
1.0
0.9+
0.8 B R -0 --D-O
0.7 -
& 0.6 —A— AEIE
17 0.5 @ INOYLXEE

0.4
0.3
0.2
0.1
oot e —
0 3 6 9 12 15 18 21 24 27 30
at risk% 77 (B)
A%IB¥ 37 37 36 35 35 34 24 16 8 4 O
INOULZEE 26 26 24 24 24 24 20 15 9 3 0

*12 © NEIIHEEAHE

17.1.13 ERERSFE M5 (ONO-4538-16/CA209214 5XER)
ALEER L ARG O AEF T LA 0 PR A B R B i A3 1,096
Bl (HRANBEZEREZ G, A ) AT BIEZETFHIRL) 0
(N+T PR H]) *BEESS0 6, 2 =F = 7HES46 ) ZxfHI2, A =F =
TERMEE LT, N+ OG R et 2 et Lz, 2%
SEAIEEH Td % IMDC*11 1) 2 7 434 intermediate K 0UF poor V A 7
B (NI HRE425 B, A =F = 78422 61) D4 ALEWIH (i
i [95% 15 X ]) (&, N+IPFH BT NE*5 [2816~NE] » A, &
=F =TT 2595[2208~NE*B] » HTH . N+ 1ZA =
Fo TR LM ENICEBELRERZ R L7 OV — K063
[99.8% 15 #H X [ : 0.44~0.89]. p<0.0001 [J& Il log-rank ¥ €1, 2017
ESATHT =% N1y bAT7)s F iz, AR 547 61 rh 509
B (93.1%) WCRIER (BRMAEMERZ5E) BRdoNh/, ¥4
BIVEIE. 9557 20281 (36.9%). % 9 FEHE 154 1 (282%). T4 145
Bl (265%). 5695 11861 (21.6%). HL 10961 (199%). V) 73— ¥
Himoo Bl (165%) HURBEAEHEAL T4 8561 (155%) TdH - 722,
[56 %]
1.0 {Ban
0.9
0.8
0.7
o 06
77 0.5+
© 0.4
0.3
0.2
0.1
0.0 Ax T T T T T T T T T T T
0 3 6 9 12 15 18 21 24 27 30 33
at riskZ ETFERE (B)

—A— 1EVLTTHAE

TEULT TR 425 399 372 348 332 318 300 241 119 44 2 0

AZFZTRE 422 387 352 315 288 253 225 179 89 34 3 0

%13 AA 1M 3mg/kg (kHE) &4 ¥ A~ 7 GEfzTH#Z) 10
Img/kg (RHE) 7% [F) H 12 38 [ [ B C 4 Il s i L 72 1%, AHI
[Fl3mg/kg (RIE) % 2R B FG C Ry Uiz, BRAIPES-HEIC
BWTiE, RAZ RS L. A ) A~<T (EZF#Ez) X
KHANOFL 54T 05 305 D EORBEE BT b- 2 BaG L7z

%14 : International Metastatic RCC Database Consortium

#15 : NE (3@ A HE

17.1. 14 EEE£FESE M55 (ONO-4538-81/CA2099ER H5R)
(L2 33 T: oR TA R O HEAT P A R 0 39 WD e 250 P S W s FE 5 651
B (AARNEEA6B 2 &L DAY F=70H (N+C O HE)
*IGHE 3236, A=F=THE328B) AXRIC. A=F=TERMRE
LT, N+COFRBEOA MVE R Otk Mt Lo EEEHEEA T
& B MR AR (TPl [95% EHEIX H]) ofEHid. N+C
FET 1659 [1245~2494] » H. A =9 = 7 #7831 [6.97~9.69] »
HTHY, N+CHHEE A =F = 7S LRI H E R L&

R L7z ONHF— FH051[095% 15 ## X [ : 0.41~0.64]. p<0.0001
[J& 5 log-rank Mi5E], 20204E2 H 12HF—% v b+ 7). F 7=,
e VEFEAG 5 320 B 300 B (96.6%) (CEIVEM  (HRHMASAE S5
o) PRO LN, EREEMIE TR 18261 (569%). F
B RIS A SE R 12281 (38.1%) . FARIRBEREAL T 107
B (334%). =51+ 97 B (30.3%). 9% 97 86 B (269%). ALT 4
m8oHl (250%). ASTHE M 7561 (234%). WRH A 469 (21.6
%), B 686 (21.3%). AR 65H (203%) TH - 722,
[5.6 &)

1.0 Pe

—A— HRYLFTHAR
O RAZFZTEE

T T T T

0 3 6 9 12 15 18 21 24 27

at risk#% ERBEFHE (R)
HAYLFTGHRRE 323 279 234 196 144 77 35 11 4 0
ZA=F-JE 328 228 159 122 79 31 10 4 1 0

%16 : A1 [H]240mg % 2 8 [E] [ bR C Al iiE L. 4 A9 v F = 740mg
1 H 1k $e s L7z,

(BREIIHEAMOTHIRD X2 2 NE)

17. 1. 15 ER 5 T 1H:E& (ONO-4538-15 5R)
HE B MR 7L Yy F vy <7 NFF Y GlIEFRIER)
WP I AT A O P56 T EERAEE O I ¥ % ) o
(ECOG Performance Status 0 & O81) 17 %1 % &f 5 12, A #| 3mg/kg
% 2 JAMI R C R EHEES Lo, FEFEMEE TH 283 (G
IWG criteria (2007) (282 < Hyel g2 & % CR LI PR) 13750
% (95%ISHEIX ] : 47.6~927%) ThHo72e B, FHERELL
B 1 200% TH o 720 F 720 FAVEFFMR S 17 #1761 (100
%) \ZEIER (BRMAEMRE 2 &) 2580 bhiz, E4FEEM
. FEERTH (412%). F 5 FEAESH (294%). FEE 461 (235
%) FURBARREAS TAE 3B (17.6%). 957 260 (11.8%). tERIK2
B (11.8%). BAH 26 (118%) Tho722, [57 W]

% (%)
sE4 iR (CR) 4 (25.0)
5> (PR) 8 (50.0)
% 5% (SD) 2 (125)
it 17 (PD) 1 (63)
S AS B 1 (6.3)

AN TERFAT G 16 51 0 REBRKHT 2 7R L 720

17.1. 16 #BH15E 1188k (CA209205 #ER)

AR S MBI RIS T LYY F <7 XEF Y (EETH
B z) 1K BHBHEZ T ERGEREOH MR DX ) VX
iE £ # (24— b B, ECOG Performance Status 0 & O¥1) 80 ]
R, ARH 3mg/kg & 2 I3 5 [ B C A TS U 2o 3 ZEERA
HHHTHLEME (LETIWG criteria (2007) 12350 { dryek] 212
£ % CRXIZPR) 13663% (95% 1 X [ : 54.8~764%) TdH -
Too 2By FHENCHEE LML 200% TH - 7o F 72, BN
filiek 5 80 FIr 724 (90.0%) (CEIEM (RRRMAMER 2 5T) 28
B HNTz, FEa@IERIE. 572060 (25.0%). FEAICHE D G
1661 (200%). %95 1361 (163%). FE #1161 (13.8%). B4 i
1161 (138%). HE.L 1061 (125%). & 9 FEHES B (10.0%). T Hi
84l (100%) TH-7220, [57ZM]

% (%)
e 5% (CR) 7 (88)
5 vif# (PR) 46 (57.5)
% (SD) 18 (225)
# 47 (PD) 6 (75)
FHIARE 3 (38)




*17.1.17 EAN%E 1 18588 (NCCH1606 55%)

2LV AU EOWGREEEA L, o ARG SRS X 5 1E5
JFED W 1 LL R 248 DUTF QBB D R T 3% 2 o8 J OV
O/ EE MRS B+ 2 b R0, AHF 3me/kg % 2 B B RS T
ST Lo ARBRICES SN2 260109 b, dlkik Y %)
UONBEIZ IR A AN S L, FORBEARE (ETIWG criteria
(2007) 120 HBRBEEEMNE) Z5e2iiff (CR) Tholze F
7oy AR x5 26 B 2350 (885%) \CREIVEHT (Bl A A A il 22
FHrat) PROONT, EREEIE. U Y ERERAD 1461 (538
%)\ FIM 1260 (462%). FHMBREGEA 861 (30.8%). I/ A
86 (308%), TANGXEUYBT I/ FI v A 72T —EHIN6H
(231%) WFHERECRA 6 61 (23.1%). BEIR LIRS 6 61 (23.1%) .
FEBBH (192%), K7 V7 3 VIES B (192%), 79=>T7 3/
b U AT 2 T—ERIM3H (115%). &) HHEIH (115%). &H
3B (115%) THo7%, [57 5]

* 17 @ RFNOARR S NIRREOI R [FZOOTEBEO W IR Y F

Y UNE] THB,

(BREXILERGEEE T 2EENE)

17. 1. 18 EFHFIFE MAHFER (ONO-4538-11/CA209141 :HER)

75 F F B % GRS T B 5 6 2 HBIICIREEST
TR Sz, W H KO RFFREO RIS E %2 5 7% Y
/NI OGS R LR R 19 B 361 6 (HARNEE 270 % &L,
ARFIBE 240 B0, SHIEEE 121 §10) 2 0P RIS, BRI G KA L 72
B AP LFEF—F, FEZFEV IV F I T) 2
& LTARHF 3 mg/kg % 2 8 B A TR EEED Lz S o
Lo aE e et Uize EEFGEEA T 5 &AM (el
[95% A5 HEIX 1) o> vl FEYFAT & SR 1d. ARHIH#E T 7.49[5.49~9.10] »
H. 3 I BET5.06 [4.04~6.05] 7 HTdH ). AKN A ERH Y B i A
BIRL 2B LA M BEREREZ R L OV =Kl
0.70 [97.73% 2 ¥4 1X [ : 0.51~0.96]. p=0.0101 [/ Bl log-rank B E].
2015412 HI8SHF—% A v b4 7)o F 72, 4P arilint 4 236 1
13960 (589%) CEIMEM (BRMREMEE &) v bh
720 ERBIWEANZ. E57 3361 (14.0%). 02061 (85%). F645 18
B (7.6%). &9 FERE 17 B (7.2%). ERGBGR 1761 (7.2%). TH#i16
Bl (6.8%). Him1261 (51%) THo7220, [510%MH]
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0.7+
e 0.6
17 0.5
: 0.4+
0.31
0.2- b,
0.1+ &---0-0
0.0
0 3 6 9 12 15 18
at risk# 4£77HAR (R)
AEIB 240 167 109 52 24 7 0
JTEREE 121 87 42 17 5 1 0
18 1 ARG H UM B oL F ROt % & .
*19 : WR L SNAFIEEOL, TE - TR K OMESH,

Hok GREYTIRTEE BEIT - BROBRE)

17.1. 19 EEHEFESFE D45 (ONO-4538-12 iiER)

2 DL FOALAHEEIRE & A T A EHE RIS IR O B Y R
REZ 1T - FEZE O B LI B HEAHE (o Lo il EHe
WEY LTS5 em LIS IE 2 ) B 49361 (H AR A B 226
Bl % Erteo AHKIBES0 B, 77 L REEL63F) 2GRS, TILK%E
xR & U CARA Smg/kg % 2 R & C RS EHEED Lz E0FR)
PR OV Z AT L7ze REFHIIEE T 2 &4 4F M (el
[95% ZHEHIX M]) &, AHIEET5.26[460~6371% H. 7 KT
414[342~486] » ATH Y. AHNZT T L RiTxt LFRHAICH =2
AR Z R L7z O% — FH063095% 15 H8 X [ :051~0.78].
p<0.0001 [J& 3 log-rank #5E]. 2016 4E8 JH ISHF—% # v M+ 7),
F 72, LA VERTA RS 52 330 B 141 61 (42.7%) (EIVE (R A
ERFEE&E) RO LN, EAREEME. £ 5 HEAE30HF (9.1
%)\ T #2360 (70%). F&E 1961 (58 %), I 971861 (55%) T

09 N —A— FAE
@ TIAE

T T T T T

T T T T T T T
0 2 4 6 8 10 12 14 16 18 20 22

at risk# &7#=HE (R)
AHIFH 330 275 192 141 94 56 38 19 10 5 3 0
T7wKE 163 121 82 53 32 16 10 4 3 3 1 0

#3417, 1. 20 EFFHFEMAEER (ONO-4538-44/CA209649 55R)

AL 293 5 O 72 HER2 B4 *20 0 {6 ) BR AN BE 72 S AT - 58 0
W AT (ESEOTOAEE RS LY BT 5em DA
WAL B M) R AR 581 B (H AN 109 Bl % &t 1L
SRR BRI (N+C BEJT) *22 8 789 B, L2783 85 792 ) % xF %
W2y bZREERIR E LT N+C O OB RE R 0%tk 2 M L
7oo FEFEMIEH T 5 CPS=5 H M B 1T 2 M58 5 A A7 0 1 Jz O
CPS=54EMIZ BT B & EF IO W T, N+ C B I3 b
B LM EMICHE B R ERZ /R L7z, 512, HijlcleE sh
T M FNE e O B K #E D) T hE o THROED T b2 4, Bl
WRHIIE H & S 7z CPS=1 ML O ITT £ RN BT 5 2L B
IZ2WTh, N+COFHBEIZ LSRR LTI A AR T
FA/RL7Z Q020%5H2THF—45 7y bt 7)),

o T
BE | wure | oo | (o5 KM |~ e
(» H)
N+C 7.69
i 473 = 068
prs | &S | DUAN [7'036 0:'17] [989% (I -
1bappeidt | 482 [5.55~6.90] 0.56~0.81]
N+C 14.39
N*Co | ars o 071
Sl L [13'1111 1%)6'231 [98.49% f X
= B3 4 g . ~
fCPkm | 482 | (g0p Dppggy | 099086)
N+C 13.96
N+C | eal 39 077
os | S | I [12'5f1 324'98] [99.3% (1K
st | 65 | o al® 01 064~092]
N+C 13.83
—— 789 . 0.80
ITT B I T [12.5151 524.55] [99.3% = ALK I -
Ab2AREEETRE | 792 [10.87~1248] 0.68~0.94]

CPS=5%HICH |} 3 BIBREFHRE

094 —A— {erEEN R
O AR

%..,

0.1 6-@e@.. 5o

T T T T T T T T T T T T
0 3 6 9 12 15 18 21 24 27 30 33 36 39
at risk# EIEERLEFME (R)

1L EAG R 47338425818113289 60 39 23 10 8 1 0 O

b5ARF 482325200109 72 41 25 18 12 7 4 0 0 O



ITTEEICH T 2 2EFHRE
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at risk#

H77HRE (RB)

T T T T T T T T T T T
6 9 12 15 18 21 24 27 30 33 36 39

bEAGHAEE 789 731 621 506 420308226 147100 49 34 14 2 0

b EiER 792697 586 469359239160 94 59 35 15 7

72y MEHEE AR R R O A AR R S 0w T PD-LL g Bl
(CPS) BNHRBRIZINT 217 o 7oA 2 LT ISR 3,

2 0

*%17. 1. 21 EEEFSE I/ M5 (ONO-4538-37 HER)

AL 2 HR L IE O 72 > HER2 B 0 iU B AS Rl 72 64T - 158 0 B 9 L
B EHEATE (EEoh O EEEHAEREY L TF5em LN
WAL 2 M) B 724 80 (HARNEBE 395 6% &, AH &AL
L O (N+CHEH) *BBE362 61, 75 &R LfbEEgEEL
OB P+CHEH) BE36261) #xr R, P+CHHZNEE LT
N +COEH OB R L N4t 2 MGt L7z, FEFHiEHE Td 2
B AAEIE (P [95% 15 EIX 1)) (& N+C B fI BT 1045
[844~14751 » H. P+CHF B T834[697~9401 » HTH H. N
+CHEMBIEP+CHEH BN LIMAT M ICHE B ERZ /R L2
(N — K £ 0.68 [9851 % 15 ## X [ : 0.51~0.90]. p=0.0007 [J& 5
logrank €], 2018410 H31HF—%h v v+ 7)o 720 &9
—ODFEFHMIEN TH B aELF W (h Ui [95% 15 HEH X 1)
X, N+C B # <1745 [1567~20831 » H. P+C#:JH # T 17.15
[1518~19.65] » HT&» . N+C B 1x P+ C B 25 LRt
FINCAERILREZ RS o7z ONF— FH 090 [95% 15 HE X 1 -
0.75~1.08]. p=0.257 [ log-rank #t5E]. 20204£1 H31 HF—%
By b F 7)o LA VEFEM 65 359 6 v 351 B (97.8%) \Z EIEH
(FRMAE R 2 &) 2530 b NTze TFAEIWEMIE, RRMEE
Za—u8F— 20168 (56.0%). FRKIKE 187 B (521%). Hls
181 %1 (504%). WP ERBUE A 157 B (43.7%). I/ EGH D 144
Bl (401%). THI125 61 (34.8%). P11 2R £ 9k 4 77 B (214 %)

B AT O S ; " )
PDLL S Mﬁﬁ /‘*7‘0—%% Wk 726 (201%). I 7261 (201%) THo72. [711 5]
was | BT Bl oo teamixm) | O 10
(7 J) " ’ A
N+C 867 097 i
140 : E5E & DB EREE
cps<l iRE [693~9.69] 093 0.8 O TR
(s | 125 o ;Silg w1 [0.69~1.26] w07 bk & OBt R
N+C 7.16 1 061
v | 19| [683~838) 093 2 051
1=CPS<5 G [073~120] % LN
O . - : F 0.4
EFHEERE | 173 | 100" 007 = %
NAC | g 769 031 -
DR [7.03~9.17] 069 0.2 ey
R D I 605 [0.59~080] ot{ i q
R [555~6.90] 00
_ o 3 6 9 12 15 18
Ll o | ﬂfﬁﬁg@@ /[\-11*‘——1 S ;Et at risk3 WIS (F)
PD-L BB | IR ' 95% 1% 2
FePlER * [95%(1;.%;?&‘1] < h ] foﬂgggﬁ’f 362 274 168 94 46 13 0
TR
N+C 13.08 N 362 259 160 80 30 5 0
g | 0| [982~1666] 092 RRED R
CPS<1 R | 125 1248 [0.70~1.23]
TR [10.12~1383) ool —A— AFIE
N+C 168 12.29 ’ {bRiE & OHtRE
L=cps<s | PERE [9.63~14.26] 097 0.8 =@ TR E
= AR | 173 1199 [0.76~1.24] 0.7 LA & OB
R [10.87~13.90] 064
N+C 14.39 '
s | Y% | (1311~1623) 070 17051
CPS=5 T | 482 11.10 [060~081] 0.4
el [1002~12.00) 034
#20 : HER2 A UL SR E D M FH AN HE & Shiz, 027
%21 ¢ FEIHEE O LD B IO BE D RIAANIREL S/, 0.1
#22 1 A1 360mg K O %41 77 F » 11 130mg/m? (FR 21 ) 04—
% 3R KR CTAEMHEHE L, # XY ¥ €2 1,000mg/m? (FRFE M) 0 3 6 9 12 15 18 21 24 27 30 33 36
Z1H 200, 208 MR85 802 TR U3 ARA 1 240mg. at risk2k 47788 (B)
FFH) T I F 18 mg/m? (FRFEMA). AV F—rHn AEIALEE
2 1IEI400mg/m2 (RETR) RO 7 V4o ‘7“/11«1[&]400mg/m2 COMAEE 362 346 318 269 232 193 169 150 102 58 23 2 0
(AEWAE) Z2HBHECTHEHFEL 7 v+ 7 v T eRE LE
2A00mg/m? (KR %2 WA TR S 5o 12y okeopmp 0% 342 501 250 219 192167 141 97 48 16 5 0

R L 70 BEREGIEICB VT, AR Z RIS L, ALRE

EARFORGAET 205 3055 L LD MFE & BTG 2 b L 72,

LA MEREAMG 6 5 782 B 738 1 (94.4%) \ZRIMEAT (RRIR WAL Al 54
2Et) RO LN BRI 032360 (41.3%). TH
26361 (324%). AWtk=2—m 85— 22161 (283%). #1203 )
(26.0%). 957 20251 (258%) Wi 195 (249%). #FHh BRI A
191 B (244%). WP EREGRA 158 B (20.2%). ML/ A iE 157 Bl
(201%). FRKWR 1576 (201%) TH-7-%, [710. 711 BH]

%23 1 AFN 1A 360mg fz OFF+ 41 77 F > 1101 130mg/m? (ki)
ZEMBRCHEEEL, 7/ 7=V - FAT IV - FTF
VA Y A BLA AI40mg/m? (KRR Xk Hh Ry ¥
1,000mg/m? (fRFEMWFE) #1H2M, 2B HKS L. LEMK
L7 BRI GHICBYTIE, ARAZROICERS L. +35
7T F VIR OPEGHET 5 3055 O BkEE BTG & B
B 7z

(EIRRTNEE & ST - BROBMEME P R IE)

17.1. 22 ENE T HHHER (ONO-4538-41 ER)

TIFFEA LR DL L FF MY T LKA E oG ICR
& XA AT o 3 4T 13 HE R M o0 Bk i b Rz i R (ECOG
Performance Status 0 2 UF1) 34 B % 5t 5212, A #l 240mg % 2 3# [
W R C e L 7ze EEMIIEE T 5255 (Modified



RECIST criteria (2004) 12260 < frdek] w212 & 5 CRLIEPR) &
294% (95% B HHIX M 1 16.8~462%) TdH o720 &, FHHNIHTE
L7 BME1250% T o 720 F 7oy 224 VEEFA K 5 34 490 b 23 41
(67.6%) \CRIWEM (BRMAMEEE 2 &5T) 2RO 5Nz, E4H
e, T 46 (11.8%). 5540 (118%). V7 S—Lhhn4 4l
(11.8%) T o723,

B (%)
524285 (CR) 0 (0.0)
7Ry (PR) 10 (29.4)
% 5 (SD) 13 (382)
# 47 (PD) 9 (265)
FHIASEE 2 (59)

17.1.23 EE#FS M5 (ONO-4538-48/CA209743 &%)

ALz ok e D YIBRAN AR 70 LI I B A 605 ] (H A N
60Bl %o A ¥ LS T GRIZTFHIIEZ) BRI (N+THET) *20 3
303 B, ALFHIERE30280) ZXRIS, NA ML FEFF YT LK
HMPRET 7 FFH-H (AT FF I H VKT FF ) GRS
ZRIE LTy NHGEHREO G R OV 2 Ma) L7z. 2R
HHT® 24BN (hJe i [95% E X ) & N+IPFHRET
1807 [16.82~2145] » H. fLa### 8 T 14.09 [1245~16.23] » A TH
D\ N+ 53 A 96 1O LR IICE A ER 2R L2
(NH — N H0.74[96.6 % 17 5 IX 4 0.60~091]. p=0.002 [J& 51l log-
rank MUE]L 202043 25 H T — % A1 b+ 7)o 72, WAV
#4300 I H 240 41 (80.0%) (ZEIFEH (HRIRMRAAE I 2 & E) 2
R b e T RIEM I FH62H6 (207%). £ 9 HEAE 49 Bl
(163%). JE95 4361 (14.3%). 9574151 (137%). HARIRBERRAR T
9iE 3240 (10.7%). L3061 (100%) TH-o7z3,

10,
0o & —A— 1BV LT TR
O AL

081
071
06

7 051

044
03
02
0.1
00

0 3 6 9 12 15 18 21 24 27 30 33 36 39

at risk¥ £77HE (R)

TEULTT

-t 303 273 251 226 200 173 143 124 101 65 30 11 2 O

1 EiER 302 268 233 190 162 136 113 95 62 38 20 11 1 0

*24 0 AR 3mg/kg (RE) % 2EHME. 4 Y A~ 7 GEET-HIR
) 1l lmg/kg (RHE) % 6B R CRMGHHETEY Lz, SRS
FEIZBWTIE, ARAlZ IS L. A ¥ A~ T (a7l z)
FEAH O GHET H 5 305 L EDRMBEZ BTG &2 REB L7,

(DPALEEERICHEEL ARV ET BROSEEY1Y
OY 554 hALEM (MSI-High) 287 545 - EiERE)

17. 1. 24 5155 THEHBR (CA209142 54ER)

O7 vLE ) 3 ¥ ¥ RPUERES A K O@A4 F9) T 5 F v A
VT v SRR KRN % & DAL O & L I Y BRASHE 2 o
T-TOEHE<A 7 0% 754 VAR EMN (MSLHHigh) X133
A=y FBERIE (AMMR) %43 %5 - B8 74 1% 5 4
12y AFH) 3mg/kg % 238 BB C AGEEHEED L, BEIMGEA
THHZEME (RECIST 74 54 ¥ LIS < BBREARE
FIEZ & D CR XIZPR) O HE 1%, 31.1% (95% 15 #HIX [ : 20.8 ~
429%. 2016 4E8 HI0HF—% A v b+ 7) Tholze /2. RE
AP OR GL 74 B0 5161 (689%) CEIMER (BEIRM AL 2% % &
t) DD SNz ERBIEHIE. 97 1761 (23.0%). T 9116 1
(21.6%)\ ZHHEAE 106 (135%). V2 S—EHIMOB (122%). %
84 (108%) TH-7232,

Bk (%)
554:728%) (CR) 0 (0.0)
%R (PR) 23 (31.1)
% £ (SD) 29 (39.2)
# 17 (PD) 18 (24.3)
FEIIANGE 4 (54)

O7 vIb¥ ) 3V ¥ RPUEMIESH L @A ) 75 F v I A
VT VIR KR & & AL SRR IE O & 2 IRV AR e
TR omHEE~ 4 7 0% 754 PAREN (MSLHigh) XiF3
A=y FEEKE (AMMR) %2 A5 288 - E R E 119 6% 5t
U, KAL) A~ T GEETHIEZ) Z200M45E5 Lzs5, &
YEEIEH Tdh 2% 5)% (RECIST #'14 K54 » L1IICE DO HE
BREAEEMIFEIC L 5 CR XIEPR) OFEFIE. 546% (95% 151X
H:452~638%. 20174E7H6HF—% v b+ 7) Th o7z,
F 72, RAEVEFEMA L 119 6t 87 61 (731%) \ZEIEH (RM A
fESRFE A& Pk oh/z, EREIEME. FH266] (21.8%).
W57 2161 (176%) & ) FEHAE 2061 (168%). FEE18 B (151%)
AST B 1761 (14.3%). HFARPRAEFEAC T3 16 61 (134%), Bl
1560 (126%). ALT #1461 (11.8%). H DRI AE Bk T e AE 13 61
(109%). 395 1361 (109%) TH-723 o [5155MH]

Bk (%)
5242285 (CR) 4 (34)
#4525y (PR) 61 (51.3)
% E (SD) 37 (3L1)
A 47 (PD) 14 (11.8)
AHIARE 3 (25)

*25 : KK 3mg/kg (RHE) &4 ¥ A~ 7 GEMETHIRZ) 10
Img/kg (PRIE) % [A H I 338 ] B C 4 Il i s L 72, ARHI L
i 3mg/kg (fhH) % 238 M RIRE T AU HAETY L7zo DN S0
WBWTi, RHZRMEG L, A E) A< 7 (BEIETHIRR)
EARFK OHGHT 5 3050 U LoOME % BTG 2 IAL 72,

(D ALEEERBICHEE L A RBUIBTRELETT - BROBER)
17. 1. 25 EEERFE MHEFHE (ONO-4538-24/BMS CA209473 5XER)

7 AL 3 Y RIUEEIESHI K OV T T T BE & E DO
VAT A AN 0 £LEHE 26388 B (H AN E 274 B % &5 o
ARFNHEE 19360, A IEBE19560) Z RSz, & 549~ R#EH (Fes
FENII 87 ) F ) BRI E LCTRA 240mg % 2 R I FE
THEE L2 8 2 OARMIE R R et Lz, EEEEE
THHEEEYM (hIE[95% 18 B0 IX 1) &, ARHET1117
[9.99~1373]1 » H. W& T 854 [720~989] » ATH Y. KHlx %
XA RN LB EICHEREEE2R L7 OVF—Fit
0.79 [95 % 15 ¥ X [ :0.63~0.99]. p=0.0381 [J& 4 log-rank # ],
0184E 1L HI2HF =% Ay b4 7)o F 72, L4 VEailixt g 192 41
12960 (672%) WCEIME (BRMAEMEE 2 &) PMRooh
720 ELEWEMIZ. 85236 (120%). FH 2061 (104%). HR
PR REAR T AE 1760 (89%). < 9 HEHE 176 (89%). AR 15
Bl (78%). F #1561 (7.8%). I 571461 (73%) T dH - 7239,
[5.18 Z:H]

10y
094 Ay,
081 ;
0.7
s 067
17 0.5
* 041
0.3
0.2
0.1

0.04
T T T T T T T T T T T T T T T T T
0 2 4 6 8 101214 16 18 20 22 24 26 28 30 32 34 36

—A— KFIB
O fEREE

at risk# HE1FHAR (A)

AF|B 193170158 139120105 89 77 65 55 38 20 13 10 6 4 3 0 O
*HBEF 195182157 116100 79 66 55 48 39 26 16 11 6 2 1 1 1 0

*26 0 KEIIR. ZUES~OWHL 222 M %2R0, »oAELTAFIC
ATV MEFREEZ IR L T ARWEEIIR L Shiz,

*% (BEEICH T 2 MEHBES
*%17. 1. 26 ERLFE NHE5ER (ONO-4538-43/CA209577 sHER)

WAL O R X D I 052 4285 (pCR) ATk H 7
Ao 72 ¥ LR VT 8 B AR (S o L2 0l B
&0 1F Sem PAWNIC AL 3 2 B LR SE LB ) o i B E 794
Bl (AARNEH 638 % &, RABESS2H]. 75 L REE262H) %
I, T TR E IR E U CTARA 240mg % 2 38 [ & T 8 1] 273
Wi L 72 1%, 480mg % 4 3B [ 18 B < S R TED (R 12 0 A D)
L7z & & O R LM E2 WG Uiz, EEFHIEE Td % 5%
AAEI I (Rl [95% 15 W X 1) 1. A AN #E T 2241 [16.62~



34001 » H. 77 ARRET11.04 [8.34~1432] » HTH . KHZ 7
7RI LIEH ISR AR 2R Lz (O — FH0.69 [964
% 5 B IX 1 1 0.56~0.86]. p=0.0003 [J& 5l log-rank #5E]. 2020 45
HI2AT7—=%% v b+ 7)o $72. RATEFHL 4 532 B o 376 11
(707%) \CEIER (BRRBATMERE 2 &) 250 bl Tkl
PERE. M55 9060 (169%). T#I88 B (165%). % 9 i 53 Bl
(100%) T o723, [521 ]

19. BRI BT B EEZHIFR

— & ARV~ T GEETHERZ)
Nivolumab (Genetical Recombination)

- #9145,000

A OH e FPDUCHTHEMLFHMIELE PegG4E S 7 u—F
PR TH Y, EE221FHO T I/ BEIRIEA ProlliE i &
NTWb, Fx¥ A =—=2ANAA7—IIHEMIICXL Y EAS
NB440MMOT I 7 BRI S 70 2 EH 2R L O 214D 7

1.0 B, - . - J N,y
094 A ANERE 2 /?@%‘%%7)‘%&é%fﬁﬁkf%h&éné%& //\7)&?
Qe TR oo

0.8
074 20. RV EDEFE

?g 064 SR BB 1 L TIRAET 2 2 &

A

£ %57 21, KB&M

& 041 o 21,1 BRZEM ) A 2 RGN & g o0 b YIS E T 2 2 L
0.3 000 cam---+0--0 sk (FRUTHAMOHBIEK D ¥ 2 U > /NE)
0.2 21. 2 ENTOBRBIEFASBO TIRONTWD Z &5, BENGTHE.
014 —SEHOIEBNARS 7 — 4 BEM I NS $TOMIE, 2IEHIE X%
004 WA A 2 ERiT A 2 LISk ). ARFMEHEEON BRI E
T T T T T T T T T L e e BB 2 L LI, RHOREE R AT 27— 5 &2 L)

0 3 6 9 12 15 18 21 24 27 30 33 36 39 42 45 i A “- s e
I AT (B) WCIE L, AAIOBIEHAICLERGEZH#H LI L.

AF|BF 532 430 364 306 249 212 181 147 92 68 41 22 8 4 3 0

. 22. 2%
TTwARB 262 214 163 126 96 80 65 53 38 28 17 12 5 2 1

(A 7T — KR EFRE 20mg)
2mL [1/34 7)V]

(# 7Y —K &= EE8E 100mg)
10mL [1/54 7 V]

(#A 7Y — KR EHEERE 120mg)

%27 1 A4 Ok BLRLKE S~ 9 B A C American Joint Committee on Cancer
(AJCC) W (GETH) 1235 ypT1 YL E X idypN1 L ET
HHILrEHKRIN,

k% 7ET7)

D) AR OAR SN B G- o fdE L O GEE. A=
AN~ 7 (@I HHz) & LT, 11240mg % 2 8 [ B 1
1] 480mg % 4 34 [ 4] b C R EHE T . TH B

KA OAKGE S NIABRVEARE R EEREAEcY LTI ) A=
7 (B Z) ST 256 0B LR [, K
ANiZid=Rv=7 GBI Z) & LT 118180mg % 338 [ [H
fECTAN MEET 5, 20%, =KV~ 7 GHIETHIER) &
L C. 1181240mg % 23 [ [ g 321 1 18] 480mg % 4 3 ] ] b ~C i
HHET 0] Th b,

RHN O AGE S N7V EAHE 2 AT - FEF O IR GRE LR L T
DT TERE S A & PR 3 2 56 O HE L O R [lE, A
WIE=RV<7 (GEfETF#E2) & LT, 11240mg % 238 [ Rk
X iE 11 360mg % 3 [ W& CaiilifiE 3 5.] TH Do

AN DK S NFALARBERE R OBA Y BEARE IO’
HNEHE, 25 AL I U 72 Y BRASHE 20 61T - FigE O
FHHE~S A 7 0% 7 74 PARGEN (MSHHigh) %43 245 -
BB LT ¥ Ax T (BiaTiiRz) AT 2560
H: R OH & [E%, ARy~ 7 GRE TRz &
L C. 1240mg % 33 & T4 M THEEST 5, ZO%. =K
V=7 GEf IR Z) & LT, 1181240mg % 230 8 [ BE 3 1 [l
480mg % 4 B W M FE CHEEHE T 5.) TH 5.

RHA) DGR S NP EAEE 2 HEAT - PR B MR b 2 I LR L C
A A~T (B FHIRZ) 0T 2560 HE RO
[, RACE=Rv~<7 (Earffz) & LT 1240mg %
2 8 [ R B S 1 [l 360mg % 3 3 ) R B C i =S %0 TdH b,
*7E6) AHIORKGRE N2 FH I HEEEO MR Y F ) VoSO
B ORI [, BRAKIZ=FR V<7 @EEFdiz) &L
Ty 1101240mg % 28 B [ B 53 1 101 480mg % 4 30 i [ B ~C it qiki
9%,

WEL NRICE=Rv~<7 (G REEz) & LT 13mg/kg
(fR3E) % 2B MK CrEHET 2. 2B, KE4Okg L Lo/
BiZiE, =R =7 GEETHIRZ) & LT, 1H240mg % 2[5
b 3 1101 480mg % 4 I HIBE CriliiiE 3 52 L HTE 5.
Thbo

ARHN DAL & 72 BRIV B A iR o 0 % O
B, AR =Rv=7 @R z) & LT 11H240mg
7 2 3 1] B B 5L 1% 1101 480mg % 4 38 ) i B C O i 5 . 7272
L. BB 2R MREE 0% &1, ML 12 » AH
FTLTS.] THbH,

:2)

#3)

:4)

#:5)

18. FEZhIEIE
18. 1 fEARF

SRV TIE, B FPDLICHT AHUATH Y., PDLEZDY
FTd % PD-L1 KU'PD-L2 L oG wHE L, 2SAPUFRRERYZ T
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