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#2023 48 11 HUET (419 K, e )
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OPDIVO® V. Infusion BEFERHES A K54 o3& mE
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AAE B S hBERICOVTOABETE &, & . e e | ome e
oo BEEAICET S, BEXIZORKCENEROER Al B TERHA AT L)
ME+AHAL. ABEEETHSBETEE, pH 5.5~6.5
1.2 BEMMERF S5 hh, EEKE->AEBSRESNT VLB #1.2 CEREIGT )
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HRRVEEH X SREOERS. BEE+MITIE, % N N T I o
. BENSDBHLNESICEABOREERIEL, BIBK
BEARLVELHOBREEOBEYLDBEITS &, [82. 912, 4. RHEER H5HE
11.1.1 2] OEMEEE
O AL 1T - BROIE/ R
O3E/IMBIIRE = 5 \F 5 WaT BN A
2. B2 (ROBEICBELEVC &) OAREYIRETEE X I3 85514 0 B MR
ARAN DAV UBBIE DD H % B E OB R HAMOHERI KT XU L NE
OBRX I EREB+ 5T 2 EENE
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a1 5 OIS TEE 13T - BRDE MRt 2 8
: e P e o e e * OEMhEIE (EMBEhEESR<)
IR\ AT IKN AT IR AT VR OB AL EEER ICHE L AR TELERT BROSEEY
W 7 4 FURME | RN | AR | S D55 4 h Tk ?,\;“'S,_Highf"%%’; B ptamane
20mg | 100mg | 120mg | 240mg OMRAYIRTREE & 17 - BRD REMS
HANST =N T GREATHZ) D OREHEIC 5\ B LBBIER
G/ R 20mg 100mg 120mg 240mg OBEHXAEHE
(154 7vrh) /2mL /10mL /12mL /24mL ORI L BIEIC 5 3 HismeEs
D-vv=h— 60mg| 300mg | 360mg | 720mg | % OIRAYIRTELLET - BREOLEREFELES
ST VEEF M)
© LKA 1.76mg )| 588mg | 706mg | 14lmg 5. MEERAHBICEET BE
" ﬁf [ DAY FA 5.84mg 29.2mg 35.0mg 70.1mg (EMEEE)
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86 04mg 2mg 24mg 48mg [17.1.1-17.1.7 1]
e— (IR TRBE 31T - BRI/ EIFHE)
Qs Bk A Bk i 5.2 R RBICHAAN S N7 BE D EGFR B 15T R Xk
- — - ALK W& BET OB IS 120N T [17. B OHO WS
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Bl & CREE S M 2, IEORIRAATH = &, [171917.111 B8]

(352) AT EFHEWE IR OHE L ZE L T, BELEINTYS <;F'J‘¥Eu€!ﬂﬂ5ﬁ‘:j’5” 6@}3!’]@51#?%}
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126mL. 246mg/246mL TH % W] DEONE R B Ly AR AR 0%t % +541C
P L 72 BT, BICEEORIREITH 2 &, [171.12 2]
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GRABVIBRTRE R (LB OB MiaE)
5.5 L BBEREREZ IS LTA Y o~ 7 GEE T )
EPRH T B 84, IMDC® ) 2 & 45 H 7% intermediate X 1%
poor VAZ DBHERNRLET LI L,
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5.7 N7 IR OHOWNEZHM L. KA OF MR VL4
a0 LA ET M BEFOERNEZITH) 2 &,
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(BRI AHOHBIR S XU 2 NE)

5.8 [17. IR OHOWNEZHM L. KA OF MR Vi s
a8 LET M EEORRNEZITH) 2 &
[17.1.16-17.1.18 1]

(BREXXLEREE2HF T EEDE

5.9 77 F FHH & G OALFHEIC X BB O B IS
B ARFN DA ORI LTV R,

5. 10 AHI DM BRI B 2 A% K OV L Tw
W,

5. 11 [17. BRI OTHOWNEZ B L. KA OERE R VR4
a4 ICHlE Lz LT, BN BEOEREITH) 2 Lo [17.1.19
Z ]

GEBYIBRATBE L ET - BROBE)

5. 12 KA DM IH TN BT 2 A RE M O EPE T L Tw
R\,

(UIBRABE A HETT - BROEM S R iE)

5. 13 AH| O TAlf O wBhH#EE I B 5 A a1 K OV 3. LT
Wiz,
(DPALEEERICHEEL ZABYRA A ETT - BROSEEY
170554 FREEMY (MSI-High) 287 345 - EERE)

5.14 7 vL¥ ) I TV RPUEMEER. A X5 T L LA
VT YRR AR X BB D 2 W BH BT 5 KA
DERNER R EVEIIMEL L TW v,

5.15 15 e B8 & A 3 % i B IR I MAT I 3% 12 B 1 5 M ic &
. MSI-High 2SfER S N2 BEIHGTL 2 L. BREICH2-
T, KRB S NS W R SOTRFE SR Wb 2 &,
B KRR E ARSI R i X R R AR 1 B3 B i
WZoWTIE, UFOY =734 bSO AFWHETH 5 ¢
https://www.pmda.go.jp/review-services/drug-reviews/revie
w-information/cd/0001.html

5.16 [17.BRK#] 0TONEZ B L. KR O R %
WA TR L7 BT KRR DA DOEBDOIREIZDONWT D
HEICHET L, #IREFEOREIREZIT) 2 L&, [17.1.26 2]

5.17 KH O HEMEIFE BT 2GR ORI L T
W\,

RABVIRTRE R EIT - BROBERE)

5. 18 T17. R R ] OHONEZHI L. KA OFER VL4
P % 2 BE L 72 BT, s BB oRIRZ 7)) 2 &, [171.27,
17.1.28 2]

(BEEICH T MR EEIES)

5. 19 iR £ D EFNE 2% (pCR) AlH bk
Mol BEIIHGTHI L,

5. 20 ARAIOAMTHTHI IR B B A RE K O ITM L Tw»
W,

5. 21 i RRERICH A AN S N BB ORHHE,. pCR O &35
W22V, [17. R ER ] OEONEZ RN L. REOFRMEKL
O ML TR L7 BT @I BEOB#RREITH 2 &,
[17.1.29 =]

(EHEAE)

5. 22 [JEFAWHADBAZIETA I 4 v (HERBFREREZS) S0
R DGR EBEIT, W) 2 4 B s e O PR R i A % 520
L7z 1Ty EISIRER AN 70 R R PRI S & W S e, Ao,
BESE DA - AR E IS E DO W THER SN EH O WS
ThdHILEERTHI L,

5. 23 [17. EER ] OTHOWNEZ B L. KA OERVE R VR4
P&+ BR L7z 1T s BE OBEIREATH 2 & [17.1.30
Z ]

(R ERFEICH (T BilTEmHENAEE)

5.2 Y AT I F YHEDT T T FHHN X B RE LB A2
INOLDOEREBELET L L,

5. 25 RAIDFH ML FIEEIBAIC X Y R 2Hm27RIE S hTw
Bo BT S L OFERAIZO VT, 17, BRG] oEON%E %
PHIL. AR OFRME R Vet E oIl BE L LT B
S RERIC BT, Wb R B F 2. RAIDAL O
HEHDOFEREIT OV T HHEIHE L, @ EFORIREITH
Lo [17.1.31 2]
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5. 26 iR BRIZH A AN S 72 BH ORI WT T17. R
W DHONEZ R L. RA ORI etk 155012
B L7z BT BEISEFOBIREAT) 2 & (17131 2]

5. 27 AHN ORI BIFEE B B ARV S O AP REL LT
%\

sk RIGVIBRTREBETT - BRO LR RREBEER)

5. 28 AV VRIS B X3 5 RAN OF Rk K 0% 4 ST
LTV,

5. 29 FRBRITHLA AN S N7z BFH ORI RIS SO W T17.
BRR B | OTHOMNEE 2 A L. AH OB R VR % 55
WCBHE L 72 1C B EE OBEIREIT9 2 L, [17.1.32 B3]

1) International Metastatic RCC Database Consortium

6. BERUVAR

(EMEaE)
WHEACR =R v~7 BEETFMIRL) LT 1
240mg % 2 3 R B 1 1 18] 480mg % 4 308 [ [ B C i i 5
bo 72721, EMERMIEIZB T AR MIREOS A &Y
W12 » Al E T3 %,

MRV R 2 BRI LTA ¥ A~ 7 GEIs Tl
) EPEHT %A BE. RARE SRV T @ISR
Hz) & LT, 1 80mg % 3BHMFE T4 bl SiiEs %, £
D%, =KV~ T7 (BEfzTHEZ) &L < 1M 240mg % 28
[T TR 31 1 18] 480mg % 4 38 [ 8] b C il e 3 4
(IRTREE A ETT - BROIEINEREE. ABYBTELET B
ROERE)

HE. MAIZ=R V=7 (B F#z) & LT 10 240mg
% 2 RIS 3L1Z 1 0] 480mg % 4 A B FE C i3 %o
O PUEEERE A & PEH 3 25613, @, KAKIZ=KRr~
7 (GEIEFHAEZ) & LT, 1 240mg % 2 38 [ B s 3L i% 1 1Al
360mg % 3 3 [ [ b C R iiE T %,

GE NIRRT IS B (T 3 AT E)

M OHEMIEEH & OPFHICBW T, %, WAL= RLv= T
GEfz TR Z2) & LT, 11 360mg % 3 [ [ R C i s 3
bo 72720 G EEIZ3METET S,
GRATIRTEER I B O EHRaE)

W, WAIESFRV YT GEETHEZ) & LT, 118 240mg
% 2 ARG 3L1E 1 0] 480mg % 4 A R I FE C i i3 %0
ARF U FT AT ALEIL @B, RACE=R =T
(s F#¥2) & L <. 1MW 240mg % 2 38 [ F@ X ix 11
480mg % 4 3 [ b C R iEE T %,

(b9 A TR DO AA VI BRAS B8 S H A M 0 BRI RE 12 % L T
A1) A~ 7 (BIETHIRZ) O 2541E, @%, WA
IR~ 7 GEfE#Ez2) & LT, 11 240mg % 338
0@ C 4 METEEES 50 Z0%. =RV~ 7 GEIEHEIEZ)
& LCy 110 240mg % 2 B I Fs X 1d 1 81 480mg % 4 4 it il b
TRIERHET %0

(BREIHAMOERAED XU 2 /NE)

WE. BAE =RV~ 7 (EE PR Z) & LT 1M 240mg
% 2 W [ REIRE 3L 0E 1 [E] 480mg % 4 F I I RE C s iHE 9 %o
WL AR RV T GEETMEIRL LT 1N
Smg/kg (IKHE) % 2 RN CRIEEHET %0 2B, KHE 40kg
PlEo/aRCiE =R v~7 (EiETHRz) L LT 1H
240mg % 2 8 ] T B X3 1 01 480mg % 4 208 i) ] B ~C o v & i 5
HZLHTE D,

¥R EBRUIEREBEE T 2EENE. BEMhKE (EitmEs

RIEZRL) . ERTHE. RAVBRTELET BREOLER
BREREMES)

WL BAIZ= R~ 7 (BT z) & LT, 10 240mg
% 2 A IR & 1 W1 480mg % 4 28 [ [ b C MM EE S Ao

(IR EE L ETT - BROBMHBE S K IE)

WE, RACIE=RV~ 7 GEETHELZ) & LT 10H240mg
% 2 RIS 3% 1 0] 480mg % 4 8 I FE C i 5o
LAY AxT GHETHEZ) EOHET ABEE, EF, mALL
=RV~ T GEEFRIRZ) & LT, 10 240mg % 2 38 B ks
XiZ 1111 360mg 2 3 38 [ [ b C A EHE S %,
(PACZEERICHEEL ABYRTELET BROSHEE~
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WE, WA= RV~ 7 GEETHEELZ) & LT 108 240mg
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(BEE BT HHTREEEEE)
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VLTV,

(EHERE)
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VLTV,

*x (IRAVIBRTRE A ETT - BRO LR REEEHES)
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(GhEEE)
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F4ATH 2 ko [11.1.2 58]
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8.5 BUEN%&. MFAA. NFRRER S, I 28, WALEEIRE K23 &
bbb eDH 50T, BIICIFRREREZ 1TV, BEOIR
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F—VEOWE) BEHTHIE, T2, LB U THE
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8.7 HBEENDHLDLNDL I ENDHLDT, BT E R L
v, BEOREZ BT 52 &, [111102HK]
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3T % @ Infusion reaction {24 2 TEEARII T 523G DT &
LM AT - 72 L OS5 2 Lo F72. 210 H LR AR K%
51512 Infusion reaction 23 HbN b 2 & b H 5 DT, AHIH
G B ORF B G T RIS Z VA, v EWET R E, &
HOIREEZ THICBgET 562 L, [11.115 K]

8.9 XRLEIBEDVDHOLDNLIEDNDHLDT, RORE DA
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9.1 &HtE - BEEENH 2 8%

9.1.1 HERERBOAHIIEBMNE L IBRMOBECRE
REDOBREEDH 5 BHE
HORERESMES 28210 H 5,

9. 1.2 MEMMEBRNDH 2BEIZOBREEDH 8%
VRN B A 2 BZF DD Ho [1.2, 82, 11.1.1 BHE]

9.1. 3 [REBIEE (EnNRMREBHEELZSD) OHd8E
RAOPEGZ X ) BRIEE I R3 2 5 SOR IR R A 15 2
WP TH2BENDD S,

9.1. 4 BBOBEIIBREEZFE T 28E
WA RIET A BFND D5, [11.1.17 BH]

*%9. 4 HEIEREEH T BE

LIRS 2 W B O & 5 I, KRG L O e 3k 5. 1%
5 7 HIIC B TR S 2 Bk I ON# ) 7 AT 3512 D Tt
H¥sZt, [955H]

9. 5 1147
TR ST HEIR LTV B etk 5 etk icid, iGH Lotk
MaktkE L2 LS A ORKETHZ Lo IR
TV E R AT RO AEROFREICE T A RBICB VT,
10mg/kg @ # 2 a1 5 (AUC L < i R g 5% 5 0 0 6 5 12 M
M3 5%) ICXDIEREREINCB T DI - JRIBIECTED 5 W IdHE
WEIE TR OBMATED SN 7zh8, A BIEED Sk 7z,
F72, MAROEEROEEISEBIRD NG o2 B,
AANZHAROMERTRD SN TW5D, [94B1H]

9. 6 RIR
BEREOFFZER O REOE R L ZE L. 2L O X
B2 RHET 2, AHlov PAHBANOBTIEIRET SR
TWVRWAS, b b IgGIRAITPICBITT 2D T, AH BT
LUHEVED D B o

9.7

(BMEelE. YIRTREAET BROIE/IHEME. JE il
FREICH (T 2 MTaiHBEE. IRIGVIBRTRE B MHO Bl
B BREXNIERGEE2E T 2EEHE. AEVIBRTRELE
T-BEOBE. VBRTRELEIT BROEMWESKE. B
hRE (EMBESRREZR). PALLSEEERICHEELA
BYIRTRELET BROSEEYI/7O0Y T 74 M ARREM
(MSI-High) %#E ¢ 35 - BEEE. RAEVIBRTEELET - BH
DOEERE. BEEICE T3k mbEE. EREAEE. REE
BEICH T3 MBEE. REVIBRTELETT BEOER
REEESES)

AN kG & U 72 B AR ERBR I M L TV v,

(BRI LEOHEIKRD XU D INE)

AR IR, BRI LR 2 bR b LRI I L <
W\

9.8 ERE

BEOREL T ICBE LA BEEICRS T2 8, —#IC
EBIRRREAME T LTV B,

10. #HE{EH
10. 2 GHAERE (BHRAICEET S L)

PR 4455 FRPRAEAR - 5B 512 B - fabRA ¥
T F L7277 F 235 | AR A O TG %
9T 7Y | MRS A R (LR IC & B
NETZF2 [ IRPFEB L7226 10038 | o RERIEIE S

IR LEEAT) 2k BTNDDH B,
1. BIEA

ROBWERDH S5bN DI EDHHDT, BEET5IiTV, &
RO SN G 2RIk T 5% L, WY RLEZ1TH
e,

1.1 EXLEMER

11. 1. 1 MR ER
Tl e, Wi, R s o BRI R (36%. 6.0%) 253
LbMsZ ENHBEDT, BENVBDLNILEITIE #HPH»
IR X, ME CT M~ —h —S0olExEMT 52 L,
[12. 82. 912ZHH]

M 1L 2EEBHENE (01% Kk, 01% K. DBHX (02%.
02%). Bi& (01%AiM. 03%). W BHEEEAE O AW,
0.1% i)

INHEEPLIZEZERONBREMIHE SN T VD, T/, K
SEFEENRENZ £ % 7)) — € D720 I IR HEl T35 2 &
oD T, MEIREOEALIZ T EET A2 &, [835H]

#4611, 1.3 KEER (1.2%. 3.1%). MEX (0.1%AiE, 0.2%). EE

DOTFH (0.7%. 3.5%)
RS2 A L RICEBPRHE SN TS, Fifd 5
THIL B MESEOREIRDYH S b a1k, &5 2 hik
ThHRE, WY RWEZIT) L,

11. 1. 4 1 BUBERIR
1RUBE R G OBIE 1 BB R % % & ) (02%. 05%) 2% 5 b
N HRBES N T Y F—Y RICELT LR B, 1 BRI
BEEbN A EG 2 RIEL, 4 Y A YEAOBRGED
B RAEET) 2 &, [84BK]

11.1.5 EEAMERES
Gk IR A PR BER GBEEASH, 0.1% &%) k£
m CEEAP., 01% A&, MERERGE CEEARH, HER
BI) . FEEEIF PRI AR (0.1% i, 1.8%) 20> T 72 ML
BERHLDNDLIEDRDH D, T/20 AHEINVKTSF V|
N7 T XV RORNY AT GBETHE L) Lot
BT, A PERIRAE (158% %) »dHHbhb I L)t
Hb, [8105]
1) I 1X ONO-4538-52 B S5 L 72

*11.1. 6 BIEERT X, AL, RS, X, BIEMEER
BE T 9 BB, BRI IFAR4 (0.1% K. 0.1% £
W) AST ¥, ALT ¥, y-GTP ¥ jm. ALP¥jn, €V v
YN xS IR ERE S (0.8%. 4.2%). IF 4% (0.3%.
15%). fALPERRAS %8 CHEARH, BEARH) b sbh b 2
LD b, [85FH]

k11, 1. 7 RIRIREREREE

FUIRIRPEFEAR TE (7.6%. 124%). FURIRFERELHERE (3.9%.
62%). WIS (09%. 14%) FOHIRREREREN D S b
N2 eDHb. [86FH]

11. 1. 8 TEAKEERESE
TRMAL (03%. 20%). FTIEAEFEEML TAE 02%. 09%).
BB R BN V| v RIEIE (0.1% K40, 01%) %o T kb
TEREEDH SbNDLZ Db, [86ZMH]

11.1. 9 HiEEE
KM= 2 —a/,%F— (13%. 186%). £ =2 —1/3F —
(0.1% Ay 03%) HORENE= 2 —a,8F — (0.1% A,
BEAM), ¥7 V- NV —EBERE (01% £, 0.1% K. Bt
(01% A5, BEEAH) FOMRERENDH HDNDEZENDH 5,

11.1. 10 BEE
BEAG (06%. 20%). KAEMEEE% 01%. 01%). %
BRAE 2 CHEEARW. 01%£i0) SoBRErSHLbLNLI L
Vbbb, [87ZMH]

11. 1. 11 BIBEEE
FIEREREA 4 (06%. 30%) SORIFTEEN D LN DL T LA
Hb. [86ZMK]

11,112 R (01% K. 02%). BEEEZR (0.1% A, SHEAH)

1M1 1. 13 EENKERESE
B M 3% B7 3 28 Rl ## iE (Toxic Epidermal Necrolysis : TEN)
FHPBEAT, 0.1% A4i) . B2 kL IR AE £ (Stevens-Johnson
FEMERE) (0.1% A 0.1% &) FRAEFE (0.1% A, 01% K
). ZIALEE (02%. 04%) SFOHEOKIERENH L b
LT EDVDH 5D,

11. 1. 14 BiRMAERE
TR ER DR MR E (0.1 % A di. 0.3%). Wl ZEReE (0.1 % o di
04%) FOFRIMMEIERIED D HbNL I LD 5,

11. 1. 15 Infusion reaction
TFT4TFT— FEE BE EHIRE. . SIE, K
HLE. W% A S, 8 #IE % % & T Infusion reaction (3.2%.
70%) BHLbLNEI EHH B, EIED Infusion reaction H¥dH
LhNIHEIEE B IS 2RIk L CEY R LEEZ4TH & &
BT B TORMBER CERPEEICRET 5 F THEDIREL
TR T A2 &, [88 2]

11.1. 16 MERERERE GHEAY, HEARD)

11.1.17 8% CHEERW, BEAW) [914 2#]

1. 1. 18 B (0.3%. 0.7%)

*11. 1. 19 EEDBE R

REKIGICERNTZ2EE2Z0NEEOFH % (0.1% A
01%) BHObNEIENDH b, BENRDLNHEITIE.
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IR LRV E ¥ Rl OB S-S 0B LB 21T 2 & 5% | 1<5% ‘ e
11.1. 20 KESWE (03%. 03%) [89 B Pk | ki 1%RH 0]
) [ERZEIEN] OB, BMBGR, GF 51O I Gk RS BE S 7 H L K Lol
L7 RUEHN g, |0 S St L 7LV — i
11. 2 ZOMOBEHER Ey 300 | 26 M R L o, —
11. 2. 1 B 52 i i i = TroTNTATA BN, AR R
5% 1~5% o s g i RIEDIAE WETHTRIE, 76 7 R
DLE| kil 1okl ) R R,
'L, Y > g (46, ML, S, 338,
L IR R ~ | MR BN | 2 S |, B, AL
linge U e FIR ) P SR s e | > BT (S OB, TERBE, RN 58
! 7R WASE, 1L ERECH I, B ERRRE I 1 Bk | SRR i 1524 5;.:1;% R, BEAM, KH R, K
s k| i, WL b, hoiioss, CIBE, 5
g oy | OME. NETHEZ D BamA B, HE > W2y HIL
WA HiEL BERE 7%
IR, D BHAES, Ls Esb DIE|ATE g (0 FHIES (AT
*| LIRS I R T e, BT LR, FCERHE, LR L,
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FEO — Zoh kM |CKIK 4. 1 sFLDHER i1, CRPH
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MR, B T IRIRILE, 5 (27.6%) Hg,ﬁf E};;J;;‘}L LU 45
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5%LL L | 1~5% A
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A AL
JE K 7 v
T IVMLIE

1% Al BEEA]

BERRIR B AV AL,
BV ATO— VLR, 5
FIIY AE, FR) 2 +
DR LA, 5 bR R LI HE
BB R E, K7 T — v I

TR
(20.8%)
R RO )8 —E
SRR | MAE, 25

" ﬂ’fzgljﬁ/ e ACHHET S F— %, 8
i [ e s, g
Lo, |07 L
s
5 e T 5 R T
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- e . W
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b I, SR [ R
i FrrTaTA BN, P
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S p
(18.0%) B, B
S R A |, R,
s | VP i | g b, R
s e (1OTV) | e, g (258, RooBe,
| s ol | kML S0 5 9
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14. BRALOEE

14. 1 ZHZFARBOEE

14. 1.1 354 7VIEREE T, LB LARWZ &,

14.1. 2 AHNE 0 R EBAEH IE 5% 7 F 7 BEEGHEAC A RS
5o 7B, 11 240mg. 360mg X id 480mg ¥ 5- W D #1131k
# 30kg DA B BEI213 150mL LAF . MR 30kg Ko #1211
100mL LT &3 %,
3mg/kg X5 WIS AL E AT 0.35mg/mL DLk & 72 B X 9 IZA R
T 5,

14. 1. 3 WIMAAITEP IR L, B RIRE LT 2 2 &,

14. 1. 4 FRBORIEESLPIHEHT L L, T2, HHEDEK
Wi, MIEBEROBZENDEDLDOTHH L 2w &,

14. 1. 5 7R O RAPLIE 0.35mg/mL A Tld, AH] D % i
HOZEEDSHER I N TR,

14. 1. 6 Ml & ORIFEF LW &,

14. 2 ZHEIBREEOEE
KHN OGN Tz TE A T4 7407 — (0215022
um) #HHTLZE,

15. ZODFEE

15. 1 BERR{ERICE D 15k

15. 1. 1 EIRAHI B TR A PR OE A A G ST b,
15. 1. 2 HEPMEE R ABRIC 3B\ Ty ARFNC X 2 i85 1S ) A 3% 1l i

_6_

MRS FE i S M7 JE BTy B 2 B 1 1 09 55 O R Al
B A BHIEDSTRD B 17z 29,

15. 2 FEERPREER (CE D < 153k
HIVATAH 50mg/kg 2 1 1, 4 8BRS G- L72# 4, DR#
HNDY) VSR B T EMIBE AR b L OWEN D 5o

16. EMENEE
16. 1 MHiRE
16. 1. 1 BEKRSE
H AR NN 55 B3 A 1~20mg/kg & 1 IRE I L2 1 ~C 4l i
DR RGeS 5 U7z & & o Mg i EHER L OV SE B e N S 2 — &
EU TR, &8 2075 A (CL) E#%5 -5l Tl BB o/
R L. AR (Vss) I 3MAHED 720 o4tz (8 50mL/kg) <
EVERR LY,
(°F 34 fili+#2 % ff 7%, 1mg/kg :n=3. 3mg/kg:n=5. 10mg/kg: n=6.
20mg/kg : n=3)

(ug/ml) 1mg/kg o
1000 3meg/kg ®
10mg/kg &

20mg/kg A

b ANRURSE AN =)

1 T T T T T T 1
0 72 144 216 288 360 432 504

B (hr)
peha Img/kg 3mg/kg 10mg/kg 20mg/kg
(n=3) (n=5) (n=6) (n=3)
Cmax(ug/mL)| 244+45 | 688+109 192+36 214+ 68
Tmax (hr) 30(1.090) | 1.0(1.0-30) 3.0(1.09.0) 9.0(3.0-25)
( :\;ﬁ’;‘l’i) 4950580 | 123004500 | 4390027200 | 67400 = 15500
Tu/z(hr) 360+10 320+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 | 697+102 | 836+274 | 968=121

I+ R S, Tmax : HJuE (§EpH)

16. 1. 2 RiEHRS
(BHRalR
H AN B 2 AH) 2me/kg & 3L 1 18] BSR4
FA5E L7z & & Ofe G TREO M T R O b 5 7 g O ER
ZUUTFISRY o G TIOMIETRE RO~ 7 7 R3S 1834
DBk — 2 IR L, 55 18 M e kI L9,

(ug/mL) CEI il + BEHEAR 2)

80+

104 & o BIRAIBEHE SR T B O ME Tl
0 o TTRE

LN B B B R N R

T T T T T T T T T
0 36 9121518212427303336394245485
B (GB)

(UIBRTBE A ETT - BROBMMES K IE)
AR N A M 52 v Bz e B3 L AR A 240mg & 2 8 RS 1 ] RO IR I
Rt G- Lz & &, 5% 28, 4ARC18HILFE T b7 7
D3 H =R 22 1. E NN 2052602ug/mL. 384+125u
g/mL LUV 609+272ug/mL ThH -7,
16. 1. 3 BEFZEYEN BT

[E| AL D GRS 24 3B TR H 77— & & o CREE SR B RE A
MradFEhtil 7o SOMITICE TN HARNBE 20611200V T, AFH



240mg % 2 HMMHKE (Q2W) i 480mg % 4 E MG (Q4W) TG
L 7B 03 ERE N7 A— % (sEfl) 13, ROLBN THo7

- Cmax Cavg Cmin
i - R (ug/mL) (ug/mL) (ug/mL)

240mgQ2W | 726 (219) | 437 (206) | 378 (26.9)

AEEs# 480mgQ4W 145 (21.9) 529 (21.7) 283 (31.7)
R 240mgQ2W 161 (27.5) 108 (34.7) 84.7 (409)
T IRTE

480mgQ4W | 218 (24.3) 108 (34.7) | 676 (46.7)

AT (EEIRE %), Cavg @ FI M i

16. 6 WENEREF T 2HBE

16.6.1 /2
AARAND 1D 24 LT 0RO R Y F 20) o5 o/ ER
T OB E 14 00 708 o Bk T T B 55 JE LR Smg/kg & 2 I 1|
FAEH AR N Rt G- L7z & &, HL$ 515 O Cmax 12464+ 87 ug
/mL. AUCo3361% 7,224 +1,635ug-hr/mL &% O T1/21% 347 = 108hr T
Hotz (n=26), T/, H5H%2M, 48, 8E, 12AKVISHED
M b7 7HREO M £ FEH#EFEAIZ T EN156+34u
g/mL. 277x72ug/mL. 41.7%+127ug/mL., 511176 ug/mL J ¥
574+247ug/mL CTH-72 (n=7~24),

16. 8 ZDfth
ARHN O ARk B O AP R % B 85 — BOG AT 0 6 R AH
240mg % Q2W TH 5 L 72 B & A #l 480mg # Q4W T 5 L 72 o
B 222 =R I v e Pl gz,

) AFOKR S NI B G o R R REE T, AR =F
V=7 (BIETFHAEBEZ) & LT 10 240mg % 2 B0 RS0 1
480mg % 4 [ B T XGHEHE S 50 THbo

17. BRPRRAR
17.1 BRMERUOREMICEE T 555k
(BEMEalE)

17.1. 1 ERE 14185888 (ONO-4538-02 :E) (M 5)
FHNNY & BACEPRERE & AT A BAYIBRANGE 2 Y / IV
AT O B AL 3 35 B 2 xF RS, A 2mg/kg & 3 I
b TR L7z, REFMGEE TH 5 E%%FE (RECIST 74
FI4 Y11 HED ek iz X 5 CRILIEPR) 1£229%
(90% fEHEIX [ : 134~362%*1) Tho7ze KB, FHICHEKZELR
B 13 125% Td o 720 F 720 %2 4 Pk 5 Al & 5 35 61 b 30 1
(85.7%) \ZHEIMEH (BRI 2 &) 2R 6Nz, il
PEME. Z ) HEE 11680 (314%) . el T3 WA 8B (229%). I
TSH¥M 7B (200%). A IMEREIRA 66 (171%). ik T4 46
Bl (17.1%). FABE6H] (171%) TH o725, [51 5]

% (%)
554285 (CR) 1 (29
wazEE (PR) 7 (20.0)

% 5 (SD) 15 (429)
# 17 (PD) 11 (31.4)
AHIASEE 1 (29)

#*1: Wilson® 2 2 72 H W 7EB0EIC & ) RO BRI . —75,
ZUHSA ORG-S RIS X D SR 7290 % 5 X I
11.9~375% Td - 72,

17.1. 2 ERE 148588 (ONO-4538-08 XE) (Bihi%5)

(b2 R TR O BUAYIBR A BE 22 T / IV I 3003 56 ) BBk B 42 i
B 24 B % w82, AHI 3mg/kg & 2 38 [ M BE T A EEED L
7oo TEFHEE TH 5285 (RECIST 74 FJ7 A4 ¥ L1RIZH
O Wkl 5E IS X B CR LI PR) 13292% (90% 15 HEIX [ : 16.7~
459%) THolzo BB, FANCHEE L2BMIZ60%TH -7z F
7oy BAVEREAMIR S 24 B 18 B0 (75.0%) \ZRITERT (R Al 5
Faeat) RO LN/, EeRIEH X BRI T %E 6 71
(250%). HBESB] (208%). & 9 FEAESHI (208%). B &4 Bl
(167%) T o729, [51ZH]

BIE (%)
542255 (CR) 0 (0.0
8525 (PR) 7 (29.2)
% i (SD) 9 (375)
# 47 (PD) 7 (29.2)
Al ASTE 1 (42)

17.1. 3 BHHE MAEHER (CA209066 H5R) (HMmi%5)

BRAF V600 22 5¢ O 72 WL AR IR O IGY) AR 72 T / IV 1)
XTI oS RAMEEBH 418 F CKRFBE 210061, ¥H VN Vi
208 Bl) EXZIZ, FHNNTY v EINIEE L CTARA 3Smg/kg % 238
B b TR Lz S oA RO Ret R R L, &
YEEHIIE H CTd 5 LA (thyefil [95% 1Z HHIX 1) o rp R fEAT
WEEIE. KA BETNE*2[NE~NE]l # H. # 7V 3Y ¥ #ET10.84
[933~1209] #» HTH Y. KHNEF A NNTY P12k LIREHFAICH
BAREREE/R L OV — FIE042[99.79% 12 #H X [ : 0.25~0.73].
p<0.0001 [E EU log—rank WE] 20144E6H24H 7T —% 7 v M *
7)o Tl % QHﬂﬁﬂ%lZOGﬁUEPISBM (74.3%) \ZEIER (F
A He A il 5 ’#?%Fz.t) SRR bz, EREIER G 95741 6]
(199%). % 9 FAE3SB (170%). HE 03461 (165%). T i 33 6
(160%). #5316 (150%) TH o727, [51ZMH]

1.0 P,
094
0.8
0.7

0.6 .
% 0.5 %%%
0.4+ ,

—A— AEIE
Q- AN EE

@
0.3 o,
0.2 bo
0.1
o4~ ]
0 3 6 9 12 15 18
at risk# 78 (B)
A#B 210 185 150 105 45 8 0
LHVNILEE 208 177 123 82 22 3 0

*2 ¢ NE 133 EARE

17.1. 4 BB M AE5KB8  (CA209037 58R) (Bihig5)

L) A~ 7 GEETHIEZ) U BRAF RLEH % & G L0 L
2 AT B MBI BRANAE 2 T/ IV 0 5043 7458 o0 5 B e i A 405
B (RAEE 27260, ALFHE (FANNT Y XEANKTFTF &
Ny EReN L) BE1336]) 23R, LBk e T E
L CAAI 3mg/kg % 2 M R FE C o) Lz & oF ML
e RN L. FEREIEE TH 52E%% (RECIST #4 F
I A4 7 LIS S IR EIC & 5 CR LIE PR) 12DV TAHAID
B 5- S NI IRW D 120 B % fERT T LA & U RN %2 17 - 78
B RAIBET317% (95%A5HEIX [ - 235~408%. 20144E3 H 10 H
F=5 Y FT) Thole BB, FRNICENEOMMITEE L
TWhhoize b9 — 2O EEFMIEE Th 2 &AM (el
[95% EMX ) 1ICD2WTI82HID A X b (FEL) Eia T Hr
B &AT o 72k JE. ARFIBET 1547 [1239~NE*3] » A, {bgkle <
1367 [11.50~NE*3] » HTH V. ARANIALFHEDNTHK LIRETFE0IC
HAERIEREZRE o7z OV — FH093 [95% 12X : 0.68~
1261, p=0.6299 [J@ 5l logrank 5], 20144E 11 H12HF—% 71 v
M 7)o F . RAVEFFMIR G 268 B 199 61 (74.3%) ZEIVE
(FRBRAMBE T 2 &) 2RO SN, EAREWERIE. JE57 82 6l
(306%). & 5 ¥AESLBI (190%). THI424H1 (15.7%). F595 34 1
(127%). B0 3360 (123%) TH-o7289, [51 5]

BB (%)
443 (CR) 4 (33)
#8525 (PR) 34 (283)

% E (SD) 28 (23.3)
&t 17 (PD) 42 (35.0)
ERIEN 12 (10.0)

*3 ¢ NEIZHEEARE

17.1. 5 EINEE T 48552 (ONO-4538-17 &{ER) (HFHRS)

L2 R B DO BUAR YIBRAS B 22 Y/ IV J0 303 11358 00 A% 8 e i
BEOWENGIS, AFE A ) Ax T (EIATFHIRZ) % PIHE
HU7* REEHiHE CH 5 ERF RECIST 74 F7 4 ¥ 11
W Heo < ekl g2 & % CR LIE PR) 13333% (95% 15 HHIX [H]
173~528%) THhoize =B, FHNIHE L72BItX 23.8% Tdh -
7oo F oy AVERTAN S 30 U 3040 (100%) (ZHIMEH (AR
TR Z2 &) RO O N ELEIMEMNE JEH 184
(60.0%) T 1661 (533%). FEH 1261 (400%). V) 7$—EHi
1245 (40.0%). ALT 3 m 1151 (36.7%). AST #1151 (36.7%).



TEVLTTHAER 314292265247 226 221 209 200 198 192 170 49
TEULTTEIREE 315285254228 205 182 164 149 136 129 104 34

TEVLTTHAER 123113102 91 82 82 79 74 74 72 66 18
AEVLTTEMRE 113 96 87 79 71 61 57 50 44 43 32 10

ZHFEAE 1091 (333%). AR 8B (267%). IBRET B (233%).
RSB BB T 7 61 (23.3%) ITHERESLH 7 61 (23.3%). Mt 6 i
(200%) TH-721, [51 K]

BIE (%)
5e4225%) (CR) 1 (33
W25 (PR) 9 (30.0)
% % (SD) 12 (40.0)
# 17 (PD) 7 (23.3)
RN 1 (33

17.1. 6 ESMSE MHEEABR (CA209067 5488) (BrRIRE)
AL ZEFE ARG B O BUE I BRASHE 70 T / IV 3] o0 ik B f i A 945 1)
(A ¥ AxT (BEETHIRZ) OEH (NHLBER) *4 3 314 ), AH]
B 31660, A ¥V a~7 (E{zFHIRZ) B M) 315
) AxFGIC, THARR G- 253 L UC N+LBR %5 & A7) Bl
L-OH R O REME R Lz REFIEE T 5 24711
(e fili [95% FE X 1) 1. N+ 6t BT NE*5 [NE~NE] » J.
A K B T NE*® [29.08~NE] » H. THL il fiF T 19.98 [17.08~
24611 # HTo Y N+LPERIR G- T OAHK Hphd 5-13 T MR 51200
L#RIFFMICHBELRIERE 2R Lz N+ G - 3 — R 055
[98% 15 HEIX [H] : 0.42~0.72]. p<0.0001 [J& % log-rank ¥ 58], ASHl H.
A4 N — FH 063 [98% 15 X [ £ 0.48~0.81]. p<0.0001 [J& 51
logrank #5321, 20164E8 H1 HT7—% 4 v M4+ 7)o N+IPEHF 5
TECIXLATERHNIR % 313 61 300 61 (95.8%) \CHIMEM (BRARMA
R &) RO LN, EAREIERIE. TH 14260 (454%).
W 57118 B (37.7%) Z 9 FEHE 1126 (358%). F & 916 (29.1
%), HL83F1 (281%) TdH -7z,

1.0 Pug
0.9
0.84
0.7
0.6
17 0.5
0.4+
0.3
0.24
0.1
O'OAY"Y"T"Y"Y"Y"Y"T"T"Y"Y"Y" T
0 3 6 9 12 15 18 21 24 27 30 33 36 39

at risk% 477HE (B)

AFNBESREE 316292265244 230213201 191 181175157 55 3
2

—A— AREIEMRE
-k AEYULY TR
O ALY T BREE

F 72, IS AR BV T PD-L1 2 583 L 22 IR S5 M 2% 15 o % E &
(LUF. TPD-LL 8] 1Sl 2 WA E S W —foBHED 7 —
ZIHD &, PD-L1 SEHERPICIR LW AT 2 17 > 720 PD-L1 88
P (1% K e 1% LU L) D4 B oM FE%2 L TICRT,
[51. 7.2ZH]

PD-L1 33 1 %Rim

1.0
0.94
0.81
0.7+
0.6
T;O.S*
0.4
0.31
0.24
0.14
00
0 3 6 9 12 15 18 21 24 27 30 33 36 39

at risk#% 4178 (B)
AF|EIEE 117103 86 76 73 65 62 59 57 55 50 16

—A— AREIEMRE
-k (B LY TR
O A L T BB

- a N
o oo

PD-L1 #R=E 1%L E

1.04
094 —A— AR
05 ke AEULTT R
O AU LT TEhEE
o074 T eI
.
® 0.6 1
% 051
" 0.4+ Q)%x%
0.3 bo
0.2
0.11
00—
0 3 6 9 12 15 18 21 24 27 30 33 36 39
ot risk EAEERR (R)
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PD-L1 . AS N
g | IR BIR [95%@;1;;@1 (5H)*5 [95%%%%1
<1% N+ BEHI#E | 123 NE [2645~NE] 0.59
1 il 113 1856 [13.67~23.20] [0.42~0.83]
~10 N+I B % | 155 NE [NE~NE] 0.54
T HiphE 164 22.11 [17.08~29.67] [0.39~0.74]
<1% N+ PRAHE | 123 NE [2645~NE] 0.74
ARF)HAEE | 117 2346 [13.01~NE] [0.52~1.06]
Loy | NHLOEIEE | 155 NE [NE~NE] 103
ARHF AT | 171 NE [NE~NE] [0.72~1.48]

%40 KK 1mg/kg (RE) &4 €Y A< 7 GEETFHIEZ) 3mg/kg
(R ) % [ H 358 R RS T4 a5 56 B L2z B AR AR
3mg/kg (KE) % 2 BB CRIEHNEED L7z, PRATGRICE
WTIE, AHZ RIS L, A €Y A< T GEETHEEZ) 3K
FIOPGHET 205 3050 DL L OMME & BTG & Bk L7z,

%5 NE AR

17.1. 7 AR HEFHE MR (ONO-4538-21/CA209238 5 &R) (B 7%

#®5)

SEaYIBE O Mb/c 3/ IV o B 5 A0 E R 906 61 (H AN EE
28l % v, AFIBEAS3IBI, 4 €V A< T GEIZFHIRZ) B 453
Bl xR A K AT GBIZTHRZ) 0 23R & L CAHA
3mg/kg % 2 M MBS T EEEY L2k SO R O ReNE
Mead U7zo FEFFMGEH Cd 2 MFHRA LA (Fh g fi (95 % 15 4H
XH]1) oINS EIE. RAHETNE* INE~NE] » H. 1 €Y
A7 (MG FHR) BECTNE*T[1656~NE] # HTH ). AH
BAEY) AT (BEFHIRZ) IO URRPNICEEREE 2R
L7z (ONH— R 065 [97.56% 15 BEIX [ : 0.51~0.83]. p<0.0001 [JF
W logrank ME], 20174E6 H12HF—% h v v+ 7)o T2, %
AVEETARIR 4 452 B1rh 385 B (85.2%) CEIVEH (FRRMARMER % %
) RO LN ML EST 156 61 (345%). T
11061 (24.3%). Z 9 ¥E4E 10561 (232%). 5959061 (199%). E
L6861 (150%) TH-7:12, [51&HK]
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(2) B EMHRER (CA209057 5K5R) (BIHIRS)
7T T H 2 LA HEERE 2 AT S UIBRANE 2 B W]/ IV L
1558 O IR ¥ bRz /N B it % (ECOG Performance Status 0

(UIBRANBE 2 ETT - B R D IE/ N RaltE)
17.1. 8 R LEE
(1) EAE I4EEEB (ONO-4538-05 545R) (BIhiRs)

7T T FE &S DAL FHEIRE & AT 2 WBRAEZ B W]/ IV i
T O 1Bz JE/ N e i i B3 (ECOG Performance Status 0 %
O°1) 35 B1% R RI, AHI 3mg/kg % 2 B H FIFE TARMEHEED Lz,
FEHEFMIEE TH 5 %5=5%% (RECISTH A FF 4 ~ L1KUZHES L
JHEIZ & B CR UL PR) 13257% (95% 15X 1 142~421%) T
Hotze b, FHTZEEE LZBMIZ90% Th o720 T2 o
S0k 52 35 B vh 24 B (68.6%) \CEIMEM (B RMRA LR F 2 & &)
HRD LNz EREIEAIE. BRESH (143%). JE#5 6] (143
%) FERGRE 56 (14.3%). F&E 560 (143%) TdHh-7213,

JLU81) 5826 (ARHKIEE20260, Kty FENBE2006]) 254, F
& F bV E R E UCARK 3mg/kg % 2 38 B B T A EHEED L
oL EOFMER R MR MG Lo FEFHMIEA T 5 44EAE
[ (b yefii [95% (5 HEIX 1) o> W RIRRAT AG R1&. ARHIHEC 1219 [9.66
~14981 7 H. Ft & FEVETI36[805~1068] » HTH ). AH
W RE SIS LGS ERER 2R L7 OVF— Rt
0.73 [95.92% 1 ¥ X 1 : 0.59~0.891, p=0.0015 [& 5] log-rank #t E1.
201543H18HT =% Ay b4 7)o Tz, WaVERHlixt 5 287 flrh
19961 (69.3%) (CEIEM (BRMAEMRE 2 EE) RO LMz,

TARERIE, 925746 B1 (160%). ol 3461 (11.8%). FHKIGE 30

B (%) B (105%). MJ79E 2061 (10.1%) Tdh o721,
5475 (CR) 0 (00 ‘o
5375 (PR) 9 (25.7) 094 % —A— KEIEE
% & (SD) | 10 (286) osl X O sk AR
# 17 (PD) 16 (45.7) ’
AT 000 °7
iO.GA
(2) BHEMEHER (CA209017 HRER) (BIIZS5) 77 051
75 F F WA % G AL IE & AT 2 WA B 1 / IV 3L £ 04
58 O Lz JE /NI H Bt 9 B (ECOG Performance Status 0 0.34
O1) 27241 (RAIBE135 60, Rty R BEI3TH) #6510, Nt
5 %L % AR & UCAH 3me/kg % 2 38R BN C gD L7 0.21
L EOMMER O R AE A MG Uz, 2SRRI Cd 5 4401 0.17
(F 9195 % 13 K 1) o> v BT &5 521, AHIBE T 9.23 (733~ oo
132717 H. Rt ®ELBET601[513~733] » HCTHh V. A#IL F 0 3 6 9 12 15 18 21 24 27
7 FVICH LMEIHEMICA B R EREZ R L OVvF— NI 059 at risk#§ SR (R)

[96.85 % 12 JH IX 4] : 0.43~0.81]. p=0.0002 [J& % log-rank ¥ 5], 2014
SER2ABHT =7y 7)o Fiz, RAMEFAMA S 131 6 76
Bl (580%) \CRIER (RMAEMERE 2 88) 2ROON, T2
FIVERNE. 9597 2161 (16.0%). ARBGE 1461 (107%) TH-729,

AFIRF 292 232 194 169 146 123 62 32 9 0
Fe&a%t)LEF 290 244 194 150 111 88 34 10 5 O

(3) E#FFEMMEHER (ONO-4538-52 i5k) (BHA%KE)
(LEEHRE RGN O EGFR AT AR B, ALK G 8RB %

1OTR, Ca Of ROSI W it {2 1 I QIR A2 47 - 156 O IR F 1Rz s
097 " O FuAE LB ANNMIE B2 550 B (FAR NSBH 371 & &tse A & 7 5 55 B
0.8 RONNY AT GRIZTHIZ) % E&0bssik L ol (N+C
0.74 BEH) *8BE275 61, T RKE T FFFRAIJOIRINY X7 (HE
064 THURZ) % ULk O (P+CHR) BE27561) &%
3 12y P+C BRI Z R & LTy N+C BEJBE O 47 A ME e OV 4 % Wead
1 051 U7zo EBFFAME H Cd 2 WAL (hufi [95% 5 X )
0.4+ 13, N+Cff JH BT 1212 [9.76~14.00] » A, P+C Bt | # < 8.11 [6.97
0.3 ~854]1 % HTd ). N+C P 518 P+C O 5128 Lskat2#m
024 CEBREE %27 L O — FH056 [96.37% 158X 14 : 043~
014 0711, p<0.0001 L3 log-rank #5E), 20204£2 H10 H7—% % » b

F 7)o F 72 %A VE A A G 273 0 R 260 B (9859%) 1< I #E I

00+ T 1 (BRI % B ds) A0 B, EREIEMIL. BEHE 143

e L B (524%) RATEBIE= 2 — 0 /8F — 12061 (440%). KFhakBC

at risk# AR WA 116 B (425%) FIMERERA 93 B (34.1%). HF4 85 %1 (31.1

AHB¥ 136 113 86 69 52 31 15 7 0 %)\ EAIGR 8L B (207%). 5635 8140 (29.7%). £ 11784 (286
FesxtwlB 137 103 68 45 30 14 7 2 O %), B 694 (253%) THho7=17, [62LMH]
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17.1. 9 FRFLERE 1.0 Pay,,
(1) EREI#EER (ONO-4538-06 HE) (HMIE5) 09 —A— FARVILFRAH AR
775 F Wl & GO B 2 AT B O RRASAE 2 TIB Y / IV I XL 08 O TTERRUACRALG AR
W HRE O IR B IR NI ¥ (ECOG Performance Status
0 KON 1) 76 % k%12, A 3mg/ke % 2 38 14 B C AL D &%
L7z EEFMEE CThBEME RECIST #4 K54 ¥ L1BUC 06
O P gLHEIZ X B CRLIEPR) 13197% (95% 5 #HIX 11 : 12.3 i 0.5
~300%) Thorzo BB, FHICHEE L ZBHIZ0%TH > 7=, % o4l
I 70, RAEVERT S 76 Bid 6411 (84.2%) \ZEMEH (FRRMACAE * 5l
BEz2ET) RO LN, EamfEiiE. BREI116 (145%). '
FBALH (145%). ARG 1L (145%). 595 1161 (145%). 021 °]
W55 0B (118%). Tl 8B (105%) Th o721, 0.1 | DA .
0.0+
B (%) 0 4 8 12 16 20 24 28 32
524%%) (CR) 2 (26) at risk# EHELTFHR (B)
#3285 (PR) 13 (17.1) ARV
o % (SD) 21 (276) A B 275 231 163 88 48 16 6 0 0
# 47 (PD) 38 (50.0) JTEARY 55 05 127 53 27 5 2 0 0
oy T LA R
W R L 1 (13) *8 ¢ ARH|1 I 360mg. # VKT FF 1\ AUC6 (mg/mL * min), /¥

21) & F 1)V 1H200mg/m2, NNV AT GRIETHELZ) 10
15mg/kg % 3HH M@ CTHRA 6T A4 27 )V pilii: Lz, AH 1



360mg L " RN Y A= 7 GRAZFHLI 2) 110 15mg/kg % 338 [
ET IS C A L 7o

PERFGRFIZ BT AH & 28 b Uy ALF R IEIEARF o
PEGHET 25 305U Lol BTS2 MG L 7.

17.1.10 EREHFIFE MAERER (ONO-4538-27/CA209227 54E8) (HEA1RS)
(LB R GO EGFR i fn T2 REME R O ALK @A m T B
DY BEAHE 2 AT - FFFE O JE/ NN e B 1,166 51 (H AR N B
U3Pl k&Gt A ) a7 GHETHIRZ) ORH (N+LORW) *9 B
583, 7T F F BA) &t L E R HE 583 ) B A RIS, (LA
FEEAIEE LT, N+LOEHB OGN % et 2 il Lz, 2%
SHIIEH Td 5 PD-L1 FEHIER AT 1% UL L o> 3% (N+I P HI#E 396 fi,
AL 2 BE 397 B) (BT B AR E I (Fp el [95% 15 THIX 19 ])
. N+IfF B T17.08 [14.95~20071 » H. 1t 2= # 3 # T 14.88
[1271~16.72] » AT Y. N+LHHB G130 EME 1 LIR30
CAHBEREE® /R L2 OV — FI0.79 [97.72% 2 BE X 4 : 0.65~
0961, p=0.0066 [J& Bl log-rank HE]. 20194E7TH2H F— % % v
bt 7)o F . AR S 391 B 302 61 (77.2%) \ZEIEH
(MR R 2 &) R0 bz, EREERI. J695 7361
(187%). FI 7061 (17.9%). &9 FEiE 62 F1 (15.9%). 57 56 B
(143%). HIRPEBEREAS T AES3 B (13.6%). A HKIRE 5361 (136
%), H426] (107%) THolz W,

10,
094 A%y
0.8+
071
06+
05+
0.4
0.3
021
0.1
0.0

—A— AEY L IO
@ ALERERE

BERHHF

T T
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1EVL=T
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kEidaik
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MERNR & E NG h o 72 PD-LI BRI 1% K0 BHE (N+HEH
BE187 B, AL ERE 186 B1) 12B1F B BRI (Tl [95% 12
BEIXRID) 1. N+IBEH B T 17.15 [12.85~22.05] » H. b2 e ik B
T1219[917~14321 » HTH . NH— FI1 062 [95% 15X [ :
048~078] Th o7z (20194ETH2HF—%H v v+ 7). T2 %
LVEETAM R 4 185 b 140 61 (75.7%) \CEIVER (BRMAE R %
) RO LN, EREIEMIE. TR 2861 (151%). HE 5727
Bl (146%). 3% 2561 (135%). RBE 2361 (124%). HEIJIE
21461 (114%). ALT#m21 % (114%). YV /s—¥Hihm21 61 (114
%)\ %9 FESE20 B (108%). AST HEhn20 %1 (10.8%). HUARMEAR
BB THE 1961 (103%) TH o729,

%9 1 AF 11 3mg/kg (KE) Z2BRIMREY T, A€V aA<7 (#
fafHEz) 110 Img/kg (REE) % [H) H (2 608 [ [ B C a3k B
L7ze FHFZGEICB W T, AR RPICHES L. A Y A<
7 GEIE TR Z) EARKOREGHT 55 305 L Lo Z Bwv
THGE IR L 72,

1L 293 R 7R % T PD-L1 F B AT 1 % K il O EGFR # {54728 ke 1k
KOS ALK R it iz 1 Bt o YT B AS BE 22 4T - T 38 O Ji/INHIT i 9 1L
%3636 (HARNBEEABIZ G, 75 F F 85 & &t bk b
(N+CBEH) *1O0BE 177 B, 75 FF WK % & T L2 186 61) %K)
G2, AL 2 I L LT N+C BRI BED AR M OV & Ve % B
L7270 RREOEIKEHIEHO—>Tdh ) B EI A BEON S TH 5
AT (P Y fiti [95 % /5 BAX ) (& N+C BRHIREC 555 [4.63
~6.901 % . b5 T 470 [421~559]1 % HTH v, N+C Pt H#x
G b o LEHEICH B AR ERZ /R L (=R 073
[97.72 % 13 B IX 4] 1 056~0.95]. p=0.0070 [J& %Il log-rank # &1, 2019
ETH2AT =27y b4 7). BB, KRBOBIKEEHER O—>T
B 0 BTG 2 BOE DX 5T B LRI (T Je i [95% (2 X 1)
&, N+C ff HBE T 1521 [12.29~19.781 » . b &8 T 1219 [9.17
~14.321% HTH Y N+C B HH G330 LReEH A0 I #
HBIEREZERE Dol OV — FH078[97.72% 13 ¥ X [ : 060~
1.02], p=0.0352 [J& ] log-rank #7E]. 201947 H2HF7—% h v M F
7)o F oy RAEVERHIR G 172819 159 61 (924%) \CEIPER (R
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MAERE 2 &) R0 bl EARWEMIE B1L704 (407
%)\ HL67HI (390%). 95574361 (250%). UF Hh Bk I A e 41 Bl
(238%). EHIKLE 3961 (22.7%). FERE38 B (22.1%). WFrhERERA
2761 (15.7%). WEnE:26 51 (151%). JE95 26 61 (151%). ML/ KK
2160 (122%). HEJJ9E18 61 (105%) THo7z®, [62, 74 5]
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at risk \IEBEFHRE (B)

bFAGAER 177135 73 48 37 29 19 15 10 10 7 4 1 O

b5 A8f 186121 57 22 18 13 8 6 5 3 0 0O 0O O

10 ¢ @ F ERHE S0 LTk, A# 1 360mg. 77 A ¥ 4 ¥ 11H11000
# L < 131250mg/m2, ¥ A 75 F ¥ 1 75mg/m2 X & A #l 1 1]
360mg. 7 A Y% ¥ ¥ 111000mg/m2, HIIVART 5 F 1k AUCS
(mg/mL - min) % 328 M k& TR K4V 4 7 v TiEE L 72 %.
AF1 18] 360mg % 3 B IR C RUEEHE L7ze © A Y 5 ¥ I3EY
A4 27 V1 HHKOSH HIZ s L7,

Jem - BB TR LCid, ARA 1| 360mg, XA ML ¥ K1
500mg/m2, ¥ A7 FF ¥ 1 75mg/m2XiEH VKT T F » 1
AUCS# L <136 (mg/mL - min) % MM MM CTRAK49 1 27V
ML EE L 2 By AFIM360mg K VR A L F kRl
500mg/m?2 % 3 30 [ [ b i L7z

PEMFG-RRIC BT, A & R gcf b Ly ALFREIEAK o
WO T 25 305 L Lo E BTG 2 MG L 7.

17111 EEEFE S M58 (ONO-4538-77/CA2099LA = Br) (15 F

®E)

(LSRRG D EGFR a2 BB O ALK @A E 5T B
DYIBRAHE 7 AT - IS O FE/ N M B 719 81 (H AR NHEH 50
BleEgt, 1) A~T BTz ROT5F F8H % &
AL (NHIHC BED) * 1 8 361 ). 75 F 7 B % & &bk
e 358 1) A b g, fbEgERL AR E LT, N+I+C D
HAVE R Otk 2 M Uize BEFHEE T 2 &AM (h
Je Al [95% 18 B X 1) 1&. N+I+C pF I 8 < 14.13 [13.24~16.16] »
Ho AL HEE T 1074 [946~1245] » J1 T . N+I+C %5
WAL FET LB FIICA BAREREZ /R L7 (O — FIE0.69
[96.71 %2 HHIX [ : 0.55~0.87]. p=0.0006 [J& % log-rank #5&]. 2019
FEIOHSHFT =% Hy bF 7)o T/, M4 358 B 322
Bl (89.9%) \CEIVEH (BMRMAMER % &) Sl bNhz, £
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Bl (179%). 95759 B (165%). FHKIE 56 B (156%). RN
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* 11 R B LTk, AHI L 360me % 3B MME, f ¥V A<

7 GEETHIRZ) 1H1mg/kg (KE) % 6B, <7V %
F 4 11200 mg/m?, A VKT 5 F »1HAUC6 (mg/mL -
min) % 3FAMEKE T2 A4 7 v piiliE L7z %, A# 11 360mg
Z3MEEEREL A Y A~ 7 B THIRZ) 18 1Img/kg (1R
) % 60 I T R EE L 72,
P ERHRSR L Cid,. AHFI 1 360mg = 3B HIFE. 1 €V A
<7 GEETHIEZ) 1 1mg/kg (KE) % 68, ~<x ML
* & F1500mg/m?, ¥ A7 5 F » 10 75mg/m? LA VKT T
F 1 AUCS# L < 126 (mg/mL - min) % 3#AMME T2V 4 7
VR EE L 72, AHKI1I01360mg & 3B R L O f ¥ A= T
GEAZFHIRZ) 1 1mg/kg (RE) % 6 08 [H] B F& C SR HHE L 720
PG R BV TR, AR ZRNICES L. A ) A~ T (it
EFHIRZ) (L) A TORG5E2FEL TV LHE) AR
B THH300 D oMz BTS2 Mg L7z, $72. 1t
FREIARA I E) A~ T GRETFHIRZ) () A3 TD
BH52TFELTVWRHE) ORGH#T 5305 Loz B
THG-EMME L7z,
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5)

DGR BV TIE, AR Z RS L, LA H o
B GHT 5K 3077 ORIFEZ BTG Z Bk L 7.
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17.1.13 EFSHEFEIFE MAEHER (ONO-4538-03/CA209025 545R) (Bijhi%

5)

M EREEN 283 2 PUEEEEH (733 F=27, A=F=
T VG T T, NYNRZTE) wEtlLA R AT b AT
SRRV 00 1 A A R R i A 821 B (H AN B 63 Bl %
Grire AFBEAI0HB, =T ) A ZBEAILHF) EXRRIC, =T
LA ER I E UTAK 3mg/kg % 2 31 B T R sEED Lz &
EOFMMER R BT Lz, REFIIEE TH 5 &L LH
(PP it [95 % 15 HEIX 1) o> v B FARAT 5 R 13, AR AT € 25.00 [21.75
~NE*"] » ., =~ & ZHET1955[17.64~2306] #» A TH 1 .
RANT T ANT Y A 2K LIRFHFHICH B AR ERZ R L2 (O —
F 1 0.73 [98.52 % 12 ## X [ : 0.57~0.93]. p=0.0018 [J& jI| log-rank #
£l 201546 B ISHF—% v M+ 7)o F 7z, LRAaMiFMix %
406 B 31961 (78.6%) (ZRIMER (BRRMAMERE % &) 2520
SN7ze EREIEHIX. 57 13461 (33.0%). HL 576 (14.0%).
Z ) FEREST B (14.0%). FIHI50 61 (123%). FHKIE 48 1 (11.8
%)\ F&35 4160 (10.1%) TH- 722V, [57 5]

BT T B (HE#5 2645 4em BA ) 13U 1A 0 JE/NI il 0 4 ;g ] —A— AHIE

Wi EE 2358 61 (HARNBE 68 B% B, 75 FF 8% &b : O TAOULRE
FREPEI (N+C BEF) * 18 BE 179 B, 75 F 0 % & E AL e 038+

17960) % kP8, ALsmikd s e LT, N+C IR oA &M L 08 0.7

G R RE LTz, EEIFEH O—>Th 28 A <> kAL 064

(hJefili [95% 12 MEIX M) 1&. N+C ff H#ET 3157 [30.16~HE @A % 054

Al H. fb&E 8T 2080 [14.03~26711 » HTa&» H . N+CHEH <

PG AL N LA R A SR R 2R L7 (N — FIL 047

0.63 [97.38 % 12 i [X [ : 0.43~091], p=00052 [ Bl log-rank # 1. 0.3 e
2020EIHSHF =4 Hy M4 7)o F7on RV S 176 B 02

14761 (835%) \CEIVEM (HRMAMSRY 2 a0) 2506 hi, 014

R EER S, G860 (330%). £ AL (23.3%). 6437 004

B (210%). FLARIAR30 61 (170%), #F 5k 3k 429 30 1 (17.0 e Y e s e 2 a4 27 30 33
%)\ KR ERECR A 26 B0 (14.8%). K& 255 (142%). %9523 skt 7230 (5)

Bl (131%). 9572261 (125%) TdH - 722 (20224E9 H 6 H 7 —
Z v bt 7). [63. 75 5]
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094 A— b2EEOtRE F720 HARNEER 63 @UA(ZIS%U%HF 376, =T A AHRE26 ﬁ“) D
. O (LR AEATE I (PP et [95 % 18 FHIX 1) oo v B FgR AT i SR, AHIIE©
0.8 2737[2362~NE*1] » H, =~Xu 1) 4 A TNE*M [NE~NE] » H
£ 07 Tholz (OHF— FH150 [95% 15X 1 :049~454], 201546 H
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at risk# AN NETFHR (ﬁ) 0.3
=i
AR 179 151 136 124 118 107 102 87 74 41 34 13 6 3 0 0.2
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%12 1 iR 9713 American Joint Committee on Cancer (AJCC) /Union L R A S L L S N
12 1 1 21 24 27
for International Cancer Control (UICC) ¥ #] 4 J (3 7h0) 124k ) ©c 3 6 5 18 80
at risk3 4778 (R)
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EGFRB AR T2 Rt d ALKV A B2 T Btk CTdh 5 2 & 25HER
SNTVDLBEFITINGIE STz,

* 13 F LR TR L Cid. AF 1 E360mg. 7 A ¥ % ¥ 211,000
L I1X1,250mg/m? ¥ A7 5 F >~ 1E75mg/m? % 3T
K3V A 7OV R SOEARHF 10 360mg. 7¥27 ) ¥ F k1
[01175% L < 13200mg/m?, A IVER T 5 F 1 AUCS# L £ 136
(mg/mL - min) % 3 CRAK3Y 4 7 ViiiliiE Lz, 7
LAY F LA 7V HE RO H B HIREEHE L 720
FERF LB L L Cid, &A1 360mg, XA M L ¥k K1
500mg/m? ¥ A 75 F >~ 118l 75mg/m? % 3 W [ FE TR 3 W A
7V B ENE. SOEARA 1M 360mg. 7827 ) ¥ TRV 117545 L
{1%200mg/m?, #IVEK TS5 F >~ 1 AUCS# L € 136 (mg/mL -
min) % 3JEMEIFECTRA3Y A 7 )V s L7z,

BB, VAT T VIIHNT AR p v LS A1
VATSGF U EANKTTF 1EAUCSH LK 1E6 (mg/mL -
min) ICAETEWHEE Shiz,

AHKIFF 37 37 36 35 35 34 24 16 8 4 0
INOULZEE 26 26 24 24 24 24 20 15 9 3 0

*14 : NEHEEA6E

17.1.14 EEHERIE M4HER (ONO-4538-16/CA209214 KER) (A%

5)

ALE R L ARG R O HEAT I SRR 1 o0 3 WA B 280 BB A 3 1,096
B (HANBERAZ &L, A ¥ a~<7 GEIEFHIEL) B
(N+IBERD) *BBES50 B, A =F = 7HES46 ) ZRFHI, A=F =
TR E LT NHFHBEOANER G2 et Lz, B%
FEAMGIE H T3 % IMDC*161) Z 7 43¥i intermediate 2 U poor V) A 7
BE (N+HIOFHRE425 B, A=F = 7B 422 6)) oA E bk
i [95% 15 #HIX 1) 1%, N+IBF T NE*!7 [2816~NE] » H. A
=F =TT 2595[2208~NE*1"] » HTH Y, N+ KL 1EA =
FZ T LM FWICAE B EREEZ R L7 OV — FH063
[99.8% 1& % IX 1] : 0.44~0.89]. p<0.0001 [J& 3] log-rank #% %&]. 2017
ESHTHT =% hy M4 7)o Tz aVERFlx 5 547 B 509



Bl (931%) WCHITER (BRRBAEMERE 2 5t) PROON. £k
BIVEANE, 9857 20261 (36.9% ). € 9 HEAE 154 41 (282%). T 145
Bl (265%). FE5 11861 (216%). EL 1096 (199%), V) 78— +¥
Mmool (165%). HHRMEAEAEIK TIESS B (155%) TH o722,
(5.7 2]

1.0 By
0.9
0.81
0.7 4
I_:EO.G*
gO.SA
0.4+
0.3+
0.2+
0.1+
oo
0 3 6 9 12 15 18 21 24 27 30 33
at risk% £77HR (R)

—A— A1EVLTTHAE

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

Z=FZTJE 422 387 352 315 288 253 225 179 89 34 3 O

*15: AF 1M 3mg/kg (kHE) &4 ¥ A< 7 Gz THHZ) 10
Img/kg (REE) 7 [ H\Z 308 [ B C 4 8] s i L 7214, AL
[fl3mg/kg (RMH) % 2R MR C Rl HEEY Lz, PERPCS-REC
BTt RAERICES L, A ) A~7 (EzEz) &
RANOGHET 55 3055 L L ORIk B TS 2 HIG L7z,

#*16 : International Metastatic RCC Database Consortium

%17 @ NEZEEATE

17.1. 15 £ FEFMHEKER (ONO-4538-81/CA2099ER = ER) (ff H
#5)

AL FREATO I O HEAT P S A 1 o 1 IR 28 i e JE 3 651 51
(AARNBE A6 % Etse HRF Y F = THH (N+C B ) *18 5
3236, A=F = THE328H) XGRS, A=F =T R E LT,
N+C BEHBEO AR Ok 2 et L7ze FEFFHiEE T 2 i
A AL (il [95% 15 B IX 1) o % Sk, N+CHEHBET
1659[1245~24941 % H. A =F = 7B T831[697~9.69]1 » 1 T
O N+CHHHBFIZ A =F = 7B LGRS B LR 2R L
7o N — K H051095% 15 8 X [ :041~0.64]. p<0.0001 [JE %1
log-rank #5E]. 20204E2 H 12HT—% A v b4 7). 7o, BaVEGE
fili %) 52 320 6171 309 51 (96.6% ) ZEIMEH (Hi R M AAE S % & )
D NIz ERFEEMIE. THRI182H] (569%). T4 - RIKTEHK
VA EAEGERE 12261 (38.1%) HUIRMRARAEAS T 1E 107 f50 (334% ).+
I 97 51 (30.3 %) JE 57 8651 (269 %), ALT 3 hig0 Bl (250
%) AST 7551 (234%). WA 26961 (21.6%). L6351
(21.3%). ARG 65 6] (203%) THo72D, [57 5]

1.0 e

—A— HERFLF TR
O RZFT

T T T T T
0 3 6 9 12 15 18 21 24 27
at risk# EIMEEFHR (B)

HRYLFTHERE 323 279 234 196 144 77 35 11 4 0

AZFZTJR 328 228 159 122 79 31 10 4 1 0

18+ A 110 240mg % 2 M I FE CRGEFHE L. 2R % ¥ F =7 40mg
2 1H 1M L 72.

(BRUSHAMOHHENKT XU 2 NE)

17. 1. 16 ERE I #H58% (ONO-4538-15 5HER) (BIHRS5)
HEEMBHBHE 7L Yy F <27 XFF v GEEHIER)
VARG IR A O 5 U HEREO W Iy R 2 % ) ol
(ECOG Performance Status 0 }¢ O°1) 17 61 % xf 412, A #| 3mg/kg
% 2 EMI RIS T A EETS Lz, FEFMIEE Th 2 E%0%E (KET
IWG criteria (2007) 12360 < HyefE 2 X %5 CR XIE PR) 1% 75.0

% (95% 12 HHIX [ : 47.6~92.7%) Th o720 B, HMICHELL
B2 200% TH o 720 F 720 AVEFEMRT R 17615 1761 (100
%) WCEIEH (BRRMIEMERY 2 &) 50 bz, E2RIEN
. FEETH (412%). & ) FEAESHI (294%). FE 4B (235
%) HUIRIEESREAS T RE 3B (176%). 957261 (11.8%). A2
Bl (11.8%). MR 261 (11.8%) Tho722, [58FM]

BB (%)
sc&%ift (CR) 4 (25.0)
ko tift (PR) 8 (50.0)
% JE (SD) 2 (125)
# 41 (PD) 1 (63)
AHIIANRE 1 (63)

AR PERFA G5 16 51 0 GRBRR T 2 7R L 720

17.1.17 B E THEER (CA209205 :HER) (Hi%E)

HRE MBS BREITRICT LYY F <7 X FF Y GlIET#
Bez) 12X D00 %E 2T 723 USRI A Y F ) V8
i % (25— » B, ECOG Performance Status 0} 0N1) 80 il %
TR, AH 3mg/kg & 2 3 15 [H B C A TS U7z, 3 SRR
HHTH HERE (KETIWG criteria (2007) 12350 { L] %12
£ % CRXIZPR) 1366.3% (95% 15 #H X [H] : 54.8~764%) TdH >
7o BBy FHNCHEE L BIEIZ 200% CTH o 720 T 72, RN
ik} 4 80 BH 72 1 (90.0%) (ZEIER (BRRMAMEE 2 &) A
ooz, EREIERI. 572060 (25.0%). HAIHESD G
1661 (200%). J&95 1361 (163%). F& #1161 (138%). B8 &
1161 (138%). HE.L 1061 (125%). < 9 FEIES B (100%). T Hi
8% (100%) ThH-7:-2, [58&M]

BB (%)
A (CR) 7 (83)
B 3ef# (PR) 46 (575)

% E (SD) 18 (225)
# 17 (PD) 6 (75)
AHIARE 3 (38

17.1. 18 A% 1 485888 (NCCH1606 (58) (B3R 5)

2L VAV EOEEEERA L, 2o ARG R RIS X 2%
PERED 72 iDL B 24 3% LT ORI R ¥ % ) v 23l OV EE
T /N AR, B3 10 2 RIS, AH 3mg/kg & 2 JA R HFE
TRIMENE L7 RRBICEFSNZ26009 B, WK Y F
VUyNRBBIRIFAMAANS N, TOREBEDE LEFTIWG
criteria (2007) (230  {RBRITE RN &) (324 EM (CR) T
Hotze Tl RAVEFFMIX S 26 B 2351 (885%) ZRIEM (R
R R 2 o) RO 5N, FAREWEHIZ. V) ¥/ SEREOK
A 1460 (538%). £ L1214 (462%). 11 1L Bk % 9% 4 8 61 (308
%) M/NER A 8B (308%). 7T ANGFVET I/ bI v A
77 —EWines (231%). kFEkEIRA 661 (23.1%). BEIKE
BIRLEIE 66 (231%). FEE5H (192%). K7 )V 7 3 ¥ IiLfE 5 Bl
(192%). 79=v73I 7 I A7 27 —FHMN3H (115%).
ZIHHERESH (115%). HEAR3IH (115%) TH- 722, 585
1]

*19 @ KA OKR S N7z SOI R R [5OGO WL R 2

Fy U] THD.

(BRIIERESEE T 2EENE

17.1.19 B £ FE MEHE (ONO-4538-11/CA209141 (BR) (B ¥k
#5)
75 F FBH & G UL O R T B2 S 6 H LIPS EELT L
BHEEPED SN, BB HWNORIHREDEIG & % 5 2w
/IV IR TS R - b Bz e+ 2 R 361 B (H AR N 27 6l % & s
ARFTE 240 B0, HFIATE 121 61) 2 KRS, RERIH Y ERMIATRIN L 72
B (AP ILFF—F, FEZFEVLT LY F IS T) 2R
& LTARH 3 mg/kg % 2 M MR CRLEEHEED L2k oMk
RO M2 MEt Uiz, EEFMIEE T 5 &EAA MM (hoefl
[95% 15 W IX BI1) o> o [ AT A6 2R &k, A& Al B T 7.49 [5.49~
9.101 » H. X MBEET5.06 [4.04~6.05] » ATH V. AHNIHEERE
MERIAGRIN L 22 B H o LIRET W ICHF R ER 2R L (N
#— NI 0.70 [97.73% 18 JHIX 4] : 051~0.961. p=0.0101 [}& % log-rank
WrEl, 20154E 12 R I8BHF—% A1y M4 7)o $ 72, R4aMEHx
% 236 B0 139490 (589%) \ZHEIVEM (BRRMAMEE 2 &) 2558
O oMz, EREIEMIE. 98573360 (14.0%). L 20 B (85%).
FE95 1801 (76%). Z 9 ¥EAE 1761 (72%). ERIRE 1761 (7.2%).
THI16 B (68%). Al 1261 (5.1%) TH-722, [511 BH]



O R

at risk# L£7HE (R)
AEIEE 240 167 109 52 24 7 0
JTEREE 121 87 42 17 5 1 0
%20 1 ARA B I SUIM B oL RO SR % &,
*21 0 MR E SNAFFIOE, CIRE, v - G K OMEBES

GREYIRABE R T - BROBE)

17. 1. 20 EREFRE DBk (ONO-4538-12 5iER) (B 5)

2 DL L OALFHREIE % A 5 A BRER R SIS AT OB LI R
REZREAT - P60 B Ll H A (g o oAl HHe
&Y ETF5emPANICHLE 3 2 W) B 49360 (H A NEBH 226
Bl%&ir. ARHIFE3Z0H, 77 L XRFEL63H) MRS, TILKRE
xR & L CARA 3mg/kg % 2 B R B bE C R EHEED Lz Z0FR)
PR O E A L7z, FEFHIEE Td 2 A A7 (Fhefi
[95% [ HHIX #]) 1&. ARAFIH#ET526[460~637]7 H. 7 R#ET
414[342~48617 ATH V. KA 7T £ RIK UHEHFICH &
HREEEZR L7 O — FH06395% 15 ¥ X [ :051~0.78].
p<0.0001 [J& 5] log-rank Bt E]. 20164E8 H13HF—% v b+ 7),
F 720 A VERRm A4 330 B v 141 B (42.7%) WZRIVER (ERRHeds
iR % &) RO LN, AEMEME. 25 HAE30H (9.1
%)+ T #2361 (70%). F& & 1961 (58%). & 571861 (55%) T
Holz®,

—A— FHH
O TIuAR

T T T T T T T T T T
0 2 4 6 8 10 12 14 16 18 20 22
at risk#§ £7HE (B)
AK|BE 330 275 192 141 94 56 38 19 10 5 3 0

75+wKRE 163 121 82 53 32 16 10 4 3 3 1 0

17. 1. 21 EREH#£FRSE M4EE2 (ONO-4538-44/CA209649 sKER) (HFF#%
5)
(b 235 B O 72 HER2 B2 *22 0 i VI BR AN B 70 AT - 158 0
i, U AT (EE oLl H AT L D LT 5em LUA
WALIE S 5 M) BE S BI581H (HANEH 109 6% &, 1t
ZPRE O (N+C B ) * 24 BE 789 1, (LS L RE 792 61) % xh %
Wy AL A IR L LT N+C B oG R & O 2tk %2 Biat L
7oo LEFHMIEH T3 % CPS=5 4 M B 1 % ME3g A A7 W ) Je O
CPS=5 M2 BT 2 & EFMBIC DWW, N+C HF I ke
BECH LA EMICE B R ER 2R Lz, 512, HElCHESh
T MR T O KD B Y Tl ht o THOEAM T b =55 3, El
WEHIEH & 8172 CPS= 1 £ K O ITT £MIC B0 2 AW
1Z2WT . N+CBEHBEIAL BB o0k LRI # A R 7 B
F2RL7 (202045 H2THF =%y b+ 7),

. el
A pem | mem| (95% REEM] | - KE
el (1)
N+C 7.69
N+C | yr3 N 068
prs | S L DPIR OS]  rosn i :
| fEmEEE | 482 | (555 600) 036081
N+C 1439
NIC | s 13 071
crs | bR HBULAOST | rag 40 fr il
[ TEHHREE | 482 | 10051007 | 0097086
N+C 13.96
NtC | ea 59 077
os | S L IUAE M2 I8 19039 i :
T | ALERERE | 655 | (a0 Tin0s) | 0647092
N+C 1383
NIC | 79 8 080
oy PR 2SN rog.30 b
fernasm | 792 | oo, o | 068~09]
CPSZ5MEHIC 511 5 MEBAIE
1.04
004 N L
0s ] % O AR
w071
1 0.6 %@
% i
?:: 0.5 %
7 041 ?
0.3 o
0.2
%0"%970”,
0.1 BOP-.5.0-
0.04

0 é é é 12 1Y5 15 21 24 27 3b 53 ?;6 39

at risk# EIEEEFHRE (B)
1L R GFBE 473384258181132 89 60 39 23 10 8 1 0 O
bHERE 482325200109 72 41 25 18 12 7 4 0 0 O

ITTERIC &+ 3 24 1FHE

—A— fermEaR
O ALERAR

0 é é é 12 1‘5 1%; 21 24 27 sb §3 56 39

at risk# 178/ (B)
1L EAG RS 789 731 621 506 420 308226 147 100 49 34 14 2 0
1L AR 792697 586 469359239160 94 59 35 15 7 2 0

F o, WIEAGWM L EEFENMIC oW T, PDLIEBFE
(CPS) BUNCHEZRITIRNT 247 > 7k 8% LT ISR T,

BN O

: = R
PD-L1 N . WL N
Py T I L L TS ) O

(# H)
N C | o 867
e [693~9.69) 093
Cps<l1 : 811 [0.69~1.26]
TR | 125 | oo olh o
N +C 168 7.16
|<cps<s | T [683~838] 093
[ 815 [0.73~1.20]
ferpasn | 173 | 808
NAC | s 769
BERE [7.03~9.17] 069
CPS=5
U 6.05 [059~0.80]
b2l | 482 (555~ 6.90]




Eveaiiliilo)

_ AN —A— FHIE
reml IS e [95% fF 099 L@k & OBEE
TE B [95% 131X 1] S H 08 _
) i : ~O TIHAE
N+C 1308 0.7 (bmE & iR
NEC 140 :
CpPs<l m:Ziﬂ 125 [9'8212;86'66] [0.78321‘23] %2'2:
il [10.12~13383) s
N+C 168 12.29 0.44
AR [10.87~13.90] :
N<C | 4o 14.39 017
CPs=5 e FERE [1311~16.23] 0.70 oo
= [ peseee | 452 1110 [0.60~0.81] 0 3 6 9 12 15 18 21 24 27 30 33 36
TR [10.02~12.09] at risk® H17HR (A)
N . N AEIAL 2R
%22 1 HER2 5 R I35 0 BH SHLA N TR E S 7, cofgpa 962 346 318 269 232 193 169 150 102 88 23 2 0
%23 0 IS O RO H IO BE HHAAN TR L 7z, TSR e b
%24 1 AKH 110 360mg % OF 4 1) 75 F > 110 130mg/m? (kE TR Bneoptme 062 342 301 250 219 192 167 141 67 48 16 5 0

% 3RS CRUEFHE L, XY ¥ ¥ ¥ 1000mg/m? (FREKIfT)
Z1H2[, 28 B85 #0C 1B AR, SUEIARH 11 240mg.
FFH) S F 2 1m8bmeg/m? (REHEM) . &) F—PHvT
2 111400mg/m? (RLHH) K7 v+ a >y F v 1H400mg/m?
(REWR) 228 M BB CRE®HIEL 7vray 72
2400mg/m? (FREWED) % 2 HFA T CHIRPIFEERS-#%12 12 H I
RIEL 720 DR GREIC BV TIE, ARAZ RIS L L5k
FARKI O GHT H 6 3050 L ORIEZ BTS2 MG L7z

TR VERTAl 0 5 782 Bl 738 B (94.4%) (\ZRIMEM (BRAR A S5
EE) PROLNI. BRI 032360 (41.3%). T
25361 (324%). KM= 2 —w,8F— 221 61 (283%). #1203 Bl
(260%). 957 20241 (258%). WiI: 19561 (249%). f i ER IR A E
19161 (24.4%) WFEREORA 158 H1 (202%). IiL/INBCIAME 157 1
(201%). E®MBE157H] (201%) Tho7= [711. 7125 H]

17.1. 22 ERH#£FESE T/ MHHEER (ONO-4538-37 HER) (AR E)
L2 O 70\ HER2 Bt O WG Y BRAS i 2 HEAT - FEFE 0 B L
FEEHEATE EEOP Ol EEEEAMEY L F5em N
WAL S 2 W) B 72480 (HARNEE 395 Bl % & fe. AH) &1L
IR L OGP (N+C PR *BBE362 681, 75 & R LAbEdEL
DOHH P+CHM) BE36261) Zxt5ic, P+CHEMHZ M E LT
N+CHHH OGN R O a2 Mad Lz, BREFFIIEHE Th 5 I
WAL (il [95% B M) & N+CHFHHET 1045
[844~14.75] » A. P+CHf B T834[697~940] » HTH Y. N
+CPFMBEIXP+CHEBE IS LIRAT IS B2 EEZ R L2
(N — F 1068 [9851 % 15 #H X i : 051~0.901. p=0.0007 [J& 51
log-rank tE]. 20184F10H3IHF—% v b+ 7). 720 B9
— OO EEFMIEH TDH 5 AWM (Il [95% 15 11X #1)
&, N+COf H BE T 1745 [1567~2083]1 » H. P+CP:H #E T17.15
[1518~19.651 % HT& . N+CHH#E L P+C BEH A LK
FEMICHERERE RS 2o 7z OV — FI090 [95% f5HHX 1 -
0.75~1.08]. p=0.257 [} log-rank #E]. 202041 31 HF— %
Ay NF 7)o AR5 359 1 b 351 61 (97.8%) 2 ®IE
(B RMAE R 2 &) 25380 57z EAREIWEMIE, RRMEEE
Za—uNF — 20160 (56.0%). FARHEGE 187 B (521%). .l
18140 (50.4%). &Frh BREGR A 157 1 (43.7% ) ML /NECIR A 144
B (40.1%). T 12560 (34.8%). 1L Bk B 4> 77 0 (214 %) .
N 72 60 (20.1%). 98597 7261 (201%) TdH-o7230, [712 5]

#25 1 AH) 1 360mg fe US4 F41) 75 F >~ 11H130mg/m? (R i %)
ZIHEME M CTHEEEEL, 7 7=V - FRAFINV - FTTY
V) LA A40mg/m? (R RWER) Xig Ry vy
1,000mg/m? (fRZKiifE) 21 H 20, 28MRZEOTHES L. 1EBAK
L7z PR GRICBWTIE, KR 2 R hSL. 345
7T F VIIERKNOLEG T H 5 305U EolEE BTGS2
Bz

(EIRRTNRE 1 ETT - BROBERIE S RIE)

17.1. 23 EAE 1188 (ONO-4538-41 i5R) (BI%5)

TIFFHHERANLFRE NS YLK E OBEHBEGCA
I A AN o 3k AT A s B P o Tk i IS b Rz iR R % (ECOG
Performance Status 0 L T'1) 34 1 & 5 512, A FH 240mg % 2 8 [H
[P C R R L 7ze EEFFAGIEE Tdh 5 5% (Modified
RECIST criteria (2004) (2820 < yefl w12 X 5 CR LI PR) &
294% (95%EHEIX [ 1 168~462%) TH o720 B, FHTIZHKE
L722BE1350% TdH o 720 F 72, 404V SEAM % 5 34 61 v 23 1)
(67.6%) \CEIWEM (BRMAMER 2 &) 2580 5z, 5
TERE. FHi46] (11.8%). F8& 461 (11.8%). V73— 144 )
(118%) TH 730,

Bk (%)
5242285 (CR) 0 (00)
Wz (PR) 10 (29.4)
%"

: (SD) 13 (382)
# 47 (PD) 9 (265)
FPAAS B 2 (59)

17.1.24 EBR#EE MHHEER (ONO-4538-48/CA209743 :5R) (R

5)

AL TR DY) AN B 72 BRI v 2 T R 605 B (H AR A B H
6061 % & tee A ¥ A~ T GHEETHIZ) 1 (N+IHEH) *26 8
3031, fbFFER30260) 2RI, RA M LFELFF MY T AK
A ROTS5FFHH) (VATFTF LI HANKRTTF ) BRI
AL LTy N+ BEHBEO AR B O 4tk 2 Wit U7z 2R
HHTH 5 a0 (gl (95% E X E]) & N+IgEH#EET
1807 [16.82~21.45] » H. fb5## 8 < 14.09 [1245~1623] » H TH
0\ N+TBEHIPE G LB o LRI M ICF B R 2R L2

1.0 . (N — F 1074 (96,6 % 13 # X [ 0.60~091], p=0.002 [@ 5l log-
0.9+ ﬂ:?ﬁfﬁ&aﬂ#ﬁﬁﬁ rank 4‘%%}\ 20204133 H 25 El ?'_ ﬁ 7‘7 V4 ]‘ j‘ 7)0 i f:\ %%‘l‘iﬁ‘ﬁﬁ
08- O ot £ 300 61111 240 61 (80.0%) (= WA (BPRM AEA JE % ) ¢
074 bk £ O Wb oA, LRI TR62H (207%), 7 O i 49 6
o (163%). %5431 (14.3%). #5741 B (137%). HUKBAEREL F
= I 328 (107%) Tl 3061 (100%) Th o722,
% 054
=
%:T 0.4+ %
0.3 .y
0.2
o1 e q
0.01 e e e |
0 3 6 9 12 15 18
at risk# EEEAFHE (A)
fﬁ%;g;ﬁﬁ 362 274 168 94 46 13 0
%;zg&g; 362 259 160 80 30 5 0



TEULTT

0o B —A— 1 EY LT THAE
O ALERARE

17 0.5
=

0.19

AL L SR SR S SELEEL N BN B LI B S |
0O 3 6 9 12 15 18 21 24 27 30 33 3639
at risk# 4778 (R)

[ 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 O

%26 AF113mg/kg (RHE) A 2HM MR, 1 €Y A~ 7 GEEFHLR
%) 1E1mg/kg (1K) % 68 K& CREIEHHETEY Lo SRS
FEIZBWTIE, ARAlZ RPICHRG- L. A ¥) A~ T (a7 z)
AR OB G T 75 305Ul EoRIEE BTG 2B L7z,

* (BUEPRE (BUHBRPRIEZERC))

#17.1. 25 BRI 1EHER (HCM-002 :5%) (83hik5)

TR i 5 e R I 2 By T v Rz AR 20 90 & i B, AR 240mg
% 2 WM R0 T R R L2ze REMEEE & Sz kg s X
HUEREIRE R AT 588 (14601 2B 5%E%)% (RECIST #
4 PS4 Y 11IMICH S L CRXIEPR) 1357% (95% 12 M X 1 :
128~649%) THh o720

% (%)
554285 (CR) 1 (7.1
W ZEsy (PR) 4 (286)
% 5 (SD) 8 (57.1)
i 17 (PD) 1 (7.1
FHAS B 0 (0.0)

F 7z, BB BV TR S NN S N BRICE S A%
HT— & Z N0 BRI L 2236 O 2 RE I BT 2 ekl @i &
LENHL. 200% (95% BRI :5.7~437%) T -7z “alk
FPAMG 42 20 B 16 90 (80.0%) (CEIVEM (BRRMA M H &2 & T)
RD LN ELEIWERIE, FEZ 56 (250%). HUIRBAREALT
fE4 B (200%). 3B (150%). FHI2H1 (100%). Z 9 FEhiE
260 (100%) TH-73,

(BPALZEEZRICHEEL HABYRBRTELETT BROSEEYA
7057594 FAREM (MSI-High) 25 { 55 - EiRE)

17. 1. 26 {515 T HHKER (CA209142 HER) (BIRS. HiRAKRE)
O7 vL¥ ) 32 U RPUEEEREH L O@4 3 ) 7T F v iEA
VT SRR % 2 AL AR O B B IR BRASHE 2 o
T-FROFEEESA 7u% 754 MA%ZENE (MSHHigh) X3
A=y FIBEKRIE (AMMR) %63 %58 - BB 74 1% A 4
12, &K 3mg/kg & 2 0 B R FE T A EHETED L2z, EEMIEH
Tdh bHEMFE (RECIST #4 F 54 ¥ 11 MU0 < R B AF B il
FEIZ X A CRXIEPR) OfERIE. 3L1% (95%fEHHIX 1 : 208 ~
429%., 2016 4E8 HI0HF—% A v v+ 7) Thotlo 72 B4
T APl R G 74 0 51 61 (689%) CEIMER (BEIRM A % % &
t) D SNz EREMWEMIZ. 9857176 (23.0%). F3# 16 41
(21.6%). I HAE10H] (135%). V 8—EHIMIF (122%). 5
861 (108%) TdHh-723Y,

B (%)
554285 (CR) 0 (0.0)
WrZEs (PR) 23 (3L.1)
% 5 (SD) 29 (39.2)
i 17 (PD) 18 (24.3)
FHIASHE 4 (54)

D7 vLE ) 3 Y U RIEREREA K O@F FH) 75 F x4
V) T v REREOKNY % & L AL SR O B B YT B G 7 ol
T-HREROFBBE~A 70% 7 54 PAR%EN (MSI-High) Xif 3
A=y FBHEKIE (AMMR) %45 % 5 - B R E 119 6 % 5t
U2, KA A Y 2T GEETHIRZ) 220G L2, &
WEHIE H Td 5 4%)% (RECIST #4 N4 ¥ L1 KSR

BREEAEE AR 2 & 5 CR XIX PR) OfER I, 546% (95% 15 HHIX
i :452~638%. 20174 7TH6HF—=% % v b+ 7) THo 7z
F 720 LeVEEMI 5 119 B 87 61 (731%) \ZEIVEM (E A
HEEZEt) RO LNIT EREWEMIE. THI26 61 (21.8%).
W 211 (176%). % ) HEAE 2061 (168%). FE# 1861 (151%).
AST 17 B (14.3%). HIRBR AR SEAC T4 16 B (134%). Ml
1560 (126%). ALT 314 61 (11.8%). HARBR B A8 T AESE 13 1
(109%). 385 1361 (109%) TH-72% . [516 B1K]

BIE (%)
55425 (CR) 4 (34)
W% (PR) 61 (51.3)
% & (SD) 37 (3L1)
A 47 (PD) 14 (11.8)
FEAASAE 3 (25)

#27 : AHKI1 1 3mg/kg (KTE) LA Y A~ 7 GEETFHIRZ) 10
Img/kg (AKE) % [W H (3 M HIRE T 4 i Lk, A#N
[l 3mg/kg (FRTE) % 2R FIFE CAUlEEY Lo OFHd%S1
BV TIE, ARAlZ RIS L, A €) A< 7 (GEinTHRZ)
WIARHKN O GHT 95 3055 UL ORI Z BWTHRG- 2B L 72

RAVIRTEERETT - BRORER)

17.1. 27 EEEFRSEMHERER (ONO-4538-24/BMS CA209473 5 B&)

(Byhigs)
7 v L) 3 Y RIUEEES AR T T T BE & E DO
VARSI ANT O ARG B) A B 72 64T - P58 0 £330 9% JE 3 * 23388 19
(HARNBHZ 27400 % & T ARFITE193 B, xFHETE 195 1) % K 5
12, ZEFH UREH] (FEFZ XV LI N27) ZFH)0) 2Rl e
L CAH 240mg % 2 38 [ e © MO EHE L7z & & o3 L OV R 4
YA G Uze BEFFMEE T 5 LA (dh i [95% 15 15
X)) &, ARHFHET 1117 [999~13.73] » H. *HR#ET 854 [7.20~
9891 » ATH Y. AANLZ FH v RIEHN A LIGEIEMI A R IE
FEaERLZ OF— K079 [95%E X :0.63~099]. p=0.0381
(@5l log-rank #sg]. 2018411 H12HF—% v b+ 7). F72,
A VEFEAO 5 192 B 129 B (67.2%) (CRIVEM (ERRM A
EEt) RO LNz, EREMERIL. 595236 (120%). TH
2000 (104%) FIR B A% BEAC FAE 1780 (89%). Z 9 #HEHE 171
(89%). AWM EBISH (78%). F& & ISH (78%). I 57 14
(73%) TH-723, [518%HK]
1.0 g,
094 A
0.8
071
" 0.6
1% 0.5
E
0.4
031
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

at risk# H17HAR (A)

KB 193170158 139120105 89 77 65 55 38 20 13 10 6 4 3 0 0

BB 195182157 116100 79 66 55 48 39 26 16 11 6 2 1 1 1 0

*28 1 KEYIR, SEE~OWS 2 LREEROT. o m#EITREI
ATV MEFREEZ I L T ARWEEIRL L Shiz,

17.1. 28 EFEH*FEE MAHHE (ONO-4538-50/CA209648 &i5%) (5 F

#5)

AL R TR R O BB YI AN BE 22 AT - FEIE O £ 38 A * 20 13 970 Bl
(HARNBE UG a5t AHEA YY) A~ T GEETHEEZ) B
F (NI OF ) *30 3 325 B, ARHI EALERE (F vty sy e
SATSF v OB B (N+C ) *31 B 321 . [LSepeh i
324 61) XGRS, b E R e LT N+TOFHBE S O N+C ff
HEEDGRE N O a2 i L7z BHAHMEEE Td 5 TPS=1
% SN 31T 2 MR TE A L WD W Ty N+ C PR BRI b 3 i
FECH LG EIC A B R IEEZ R L2 $720 b9 —DOOFET
i H T 5 TPS=1%EMIZ BT BB AH IO WT, N+1#k
RO N+C BB IZ TN LSRRI L, SEFFIICH
BAREEZRR L7z, S 512, FENCHE S NME TR OVH =K
HEDEY TITHE > THRET b N2 FE S, BIRGEIIEE & Sh iz
ITT £BIC B 2 &AM B OWT, N+THHBE KON +C PEH



BTV IT NS FERERICH L, MEIFNICERLREREZ R
Q02141 HISHF—% v b4 7)s
a whefE
o P51 % | [95% 1S HEIX [H]] AS N
HH
(» 1)
1.02
N+I 404 -
158 [98.5% 12 HHIX ] :
DR [240~4.93] 073~143]
TPS 0.65
PFS N+C 693
=1% o 158 [98.5% 15 T IX 14 -
Dr I BE [5.68~8.34] 046~0.92]
J 444 _
flepsik | 157 | o0t o
0.64
N+I 1370 -
N 158 [98.6% fZHHIX [H] -
BB [11.24~17.02] 046090
TPS 054
N+C 1544 -~
=1% . 158 [99.5% {5 X [H] -
BB [11.93~1952] 037080
T 9.07 _
fespspisdt | 157 | o 00
0S 078
N+I 1275 o
N e | 325 “! [98.2% 2 HHIX ] :
BB [11.27~1547] 0.62~0.98]
ITT | N+C | a9 1321 [99 1%?§gﬁlx K
BB [11.14~15.70] 058~ 0.96]
N 10.71 -
(LR | 324 [0.40~11.93]
ITTERICH T2 2E77HRE
(A EY LY THABRCALSEABE S OLE)
1.0 %
09 —A— (EY LT THER
O -3
0.8
0.7
® 0.6
77 0.5
=
0.4
0.3
0.2+
O O-00 o0
0.1
OO AT 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 riskE £7FHR (B)
TEULTT

=t 325 274 232 191 166 129 97 77 55 33 22 12 6 O

b AR 324 281 229 171 131 93 56 41 23 9 5 2 1 0

ITTEEIC S 1 2 2E7FHIR
(e BB RT L RRAR & DR

0ol Ay A (A R
O CERAR

T T

T T T T T T T T T T T T
0O 3 6 9 12 15 18 21 24 27 30 33 36 39 42

il A= FH
pesme | ois | [95 A({fx};ﬁgzraﬁl e e
N+1I 164 2.83 145
BT [1.68~4.17] [1.13~1.88]
N+C 5.55 0.95
PES 1 pemme | 1% | raa4~693] [073~124]
S 575 _
s | 166 | 0T
N+I 164 11.96 0.96
B I B [10.09~16.03] [0.74~1.25]
N+C 11.96 0.98
OS | pemm | % | [o86~1554] [076~128]
[ 1216 —
ALZHERRE | 166 | 110711400

%29 ¢ R HALRR S M MAC B W CORF ERE OI RS B (R
SRR A L) B S KEIR, AESEANOWE S 2R
RO BEHEIHR L Sz,

%30 : AFI 10 3mg/kg (fKE) % 2BEBFEED, 4 ) a<T (BIZTF
AR Z) 10 Img/kg (RIE) % 6 8 BB C Rl e L 7z. BRI
BHHIZBW TR, AAZ RIS L. A €Y A~T (EiET
I Z) IEARFOFGHT 25 305 EORIEE BTG % B
L7z

%31 4B A2 14 7 v e LT ARHILIH240mg % 28 [ B, 7 v 4
a7 L800mg/m%/ HE&H A4 7 VOlHH»S5HEET 6
A, Y A7 5F ¥ 80mg/m2% %44 7 Vo1 H B ICHIRPES
L7zo ARH EALSHEL % [ B IS 3 2 56 KA & w24k 5
L. 70395 Y VRV AT TF VIERAOFHGHET 55 30
AU MR E BTS2 L 72,

N+T G B O 22 P FEAlek 4 322 Bilvh 256 1 (795%) \ZRIFER (i
R RS 2 &) 25380 5N FEaRBIMEMIZ. 5895556
(171%). HIRPRBEREAC T HE 4361 (134%). Z 9 IFHE 4361 (134
%) Td o720 N+C U BE D % 2k 3% 4 310 B v 297 61 (95.8
%) \CEIVEM (BRMAMEE 2 &) 2R 5N, ZRuElfEm
1, ML 18260 (587%). FEARIRE 13261 (42.6%). 111N 2598 451
(31.6%). #Im93H (30.0%). &f i BRELI A 651 (21.0%). 9% 57
6161 (197%). T 6061 (194%). 5961 (190%). M H: 56
Bl (181%). HBEES0H] (161%) TdH - 7237, [5.18, 7.16, 7.17
S ]

(BEREICH (T BT EERES)

17.1. 29 EEHFEMHE (ONO-4538-43/CA209577 5 ER) (Bi¥h

#5)

WAL O SRe i & 0 RS 288 (pCR) Y80 b
Hro 22 * R AR O A A (B o h L EE YA
L0 1T Sem PAISHLE 3 2 B U3 m o LR ) ol ik B 794
Bl (HARNEEZE63B% &, RAIRES2H. 75 LRI 26206]) %
WML, T Re e LTAA 240mg % 2 JA [ [ b T 8 [ 2
B L 72 1%, 480mg % 4 3B K] 1M B C 5 0 #HE S (2 12 4 A1)
L7z & & DA R O at 2 Bt Uze FEFMIIEE Td 5 5%
AT (hUe i [95% 18 MHIX 1) &, AHIBE T 2241 [16.62~
34001 # H. 77 REET11.04[834~1432]1 » HTH Y., AHx7
TR LREIHFRCH B RIER 2R L7z (O — K1 069 [964
% fZHEIX [ 1 0.56~0.86]. p=0.0003 [J& 3 log-rank #i5E]. 202045
HI2HF =%y N+ 7)o F72. 242k 5 532 1 4 376 41
(70.7%) \CRIER (BRRHAEMERE 25 T) RO 5Nz, E4FE
e, 79060 (169%). FHISS B (165%). Z 9 FEAE 53 41
(100%) THh-7-3, [521 BH]

10
094
081
07+

at riskE
1LFE
REicE

H77HARE (R)
321 293 253 203 163 133 92 60 40 26 12 4 1 1 0

b EAE 324 281 229 171 131 93 56 41 23 9

F 7o, MRS EAAEIIN S OV AR I RIS DO W T, TPS<1% RN H

U CHERIIIHNT 247 o 7/ R 2 LUF IR 3

5 2 1 0 O

% 06

A

£ 05

g 0.4+
0.3
0.2+
0.1
001,

T T
0O 3 6
at risk#

A 532 430 364 306 249 212 181 147 92 68 41
T5wREE 262 214 163 126 96 80 65 53 38 28 17 12 5 2 1 0

LI S S LA B B LA B LN B B L
9 12 15 18 21 24 27 30 33 36 39 42 45
ERETFHRE (R)

2 8 4 3 0



%32 1 A 1 O 5 BLRLKE 22 9 M A © American Joint Committee on Cancer
(AJCC) A (BETHD 1230 ypT1 8L EidypNI B, ET
HHILEERIN

(EHAEE)
17.1. 30 EAEE I HHER (NM-K2002 5458) (Bihis)
JESE AR T H B & & DHERFE MM TR S v, 2D Kl
# CT. FDG-PET. L TF#BIHILAE ARSI SE O WG ER B O L %
WIS U7 B M 2 (FUBREL e AR R R OH B8 12
X0, IO EMEREER L LY EREIEE SN o7
R VEEENES CEMERANE, B S ERORIEIER ) BE S
56 B % %F 502 AHI 240mg % 2 I B B B C R EE L7ze BRI
HHTHh b REEL2 G 5 8% (U56) OFE% (RECIST 4
4847 1LIBICHEED Y@l X 5 CR XIEPR) OfEF1E,
222% (95% fE X [ : 11.2~37.1%. FHTZi%E L7211 5.0%)
TH o720 B, ALFHREREO 2 VEF (1161) ORWFOHE
1. 182% (95%EHHIX R 1 23~51.8%) Th o720 T/ RAVERT
filik} 4 56 BH 35 B (625%) \ZEIWER (BRRMAMREE 2 &) »°
BNz EREIEAIZ. FARRBEGEK TREIR (161%). 5
9Bl (161%). THFEIE6H (107%) TH-7239, [523 %]

ACEERERIEA | ALk A
Bk (%) BIE (%)
52425 (CR) 2 (44) 1 (901)
%R (PR) 8 (17.8) 1 (91
% s (SD) 14 (31.1) 4 (364)
i# 17 (PD) 18 (40.0) 4 (364)
FHIASBE 3 (67) 1 (91

*33 1 LLFOWFNAITEENT 2 BEH IR L L e,
- W) SRR O A %A B Lo IEBRE
- JEBEIERE (EK) ©A e 5 LEoELE
< FEERY) SRR D A E AT B LR
B et DINPAY ] GNP T i Y SR a2
- WS R 355 S Ak PN - 05 D B8 & A 5 % S
B RO BB O AR A Ly i 3RS P oo 1 37 B Rt
JE (PSA) 2vEifitiz R BB E

(BRI EREIC BT BHTEREEIER)

17.1. 31 EEEFEE MHEHER (ONO-4538-33/CA209274 5488) (B
#5)
BRI R I E R oA B2 B 70961 (H AR NRFE 49 Bl % &
teo AHIEE3SIBI, 75 L RBE3S6H]) ZxtBIc, 75 KRE
& L CARA 240mg % 2 M R W& CREEE OkE12 2 ) L7z
& EOARMER R R G Lo TEFHMEEH Td 5 ks
IR (e [95% EHEIX 1) 1. AHIBE T 20.76 [16.49~27.63] #
H. 79 REET1084 [825~1386] » HTH V. AKX T T K
BRI LRI BARER 2R L7z (v — K070 [98.22%
15 T X [ 0 0.55~0.90]. p=0.0008 [J& Bl log-rank 521, 2020 4F 8 H
QIHF—%Hv F+7),

105
094 9§ —A— AHIE
. O TR

08
0.7
% 06

]
4 05
i3 0.4

0.3

0.2

""" - COERD @O @ GO0 W® -0

0.0
0 3 6 9 1215 18 21 24 27 30 33 36 39 42 45 48 51

at risk2% BRI (B)
AHIBE 353296 244 212 178 154 126 106 85 68 57 51 36 23 20 3 1 0
7T5tARE 356 248 198 157 134 121 105 94 80 65 54 50 37 22 19 10 2 0

#3410 VAT T F U w HUNTETBIFRL & 20 i o9 B A 10
Wi B A ypT2-ypTda LixypN+ D EH, LT AT I5F V&2 &
M AT L A 2 CTB 53 itk o5 FALRR S 1925 Wik ot
pT3-pT4a LIZpN+TH ). 2 Y AT 5 F ¥ % & Leili el By
(R SIS AT SR SO DAY &R U Rl YA

F 7o, MEHAELFIIINIC D W T ISR BN IR S IRAT 2 4T - 72
MERE LT IR,

o , ) i NF—FIL
VRSERRAL | BETHE ) BVRC) roce i ) (5 1) *5 | (959 fiI ]

AFEE | 279 | 21.88 [17.35~40.54]
I -~ 0.62 [049~0.78
" 77 ARRE | 281 841 [7.26~13.57] [ ]

AFK)HE 44 1945 [6.41~NE]
W 123 [067~223
H 7oK | 52 25.95 [8.25~NE] [ ]

KAIBE | 30 | 1110 [559~27.04]
R 156 [0.70~348
M TR 23 844 [542~NE] : !

%35 © NE 134 2 A i

LAVERTAI X5 351 B 272 61 (775%) (ZEIVEH (FRRMA AR
rEL) RO LNz EREE-IE. £ ) ERESLE (23.1%).
9 976161 (174 %) T 596 (168 %), J& 955361 (151%) T
BHo7-, [525. 526 ZH]

dok RIGVIBETRE L ETT - BROLERKEEBHES)
*%17. 1. 32 EASE TH#HHER (KCTR-DO14 &BR) (BMiR5)

MR VIBRAGE 70 4T - T 0 LBz S i 8 BRI 35 05 31 61 (il
JlasE 20 B, SRECHITLRE 2 60, FLBEA ST = v MR 4B, B E AR
W5 B (=2 ) AL 3B IR 1B R R R 1 60) %t
B2, A 480mg % 4 I [ R FE T R EHE Lo, FESHMEEA TH
B ZRH (RECIST %4 K I 4 ¥ L1 MU D < Mz i ek 52 12 &
% CRIEPR) 12194% (95% 15 #HIX 1 : 7.5~375%. FHHijlZi% e
L72Bfitiix 5.0%) TdHh -7z

B (%)
5542855 (CR) 0 (0.0)
%R (PR) 6 (194)
% € (SD) 11 (355)
#& 47 (PD) 9 (29.0)
SR AS B 5 (16.1)

F 7, RRBRICBEE SN2 316012 35 1T 2 0% BRI R o0 2R
(RECIST #' 4 F 54 ¥ L1MICHo Ol gl 5212 X 5 CR XU
PR) W TFEDEBY THot

% ZhE [95% EIEIXIH] (%)
A R 20 200 [5.7, 437]
FEICHIL e 2 50.0 [1.3,987]
b ST 2o M 4 250 [0.6, 80.6]
BEJH A g At 5 0

TAVERHLS 5 31 Bl 1861 (58.1%) \ZHEIMEH (ERRMAMRE %
FE) ARO SNz B ERIE, TR RE T RE 461 (129
%)~ ML RIS VT iR 461 (12.9%) . FAIRERBR AR T AE
3 (97%). FEE3B (97%) THo7=, [5295H]

TE1) AR OKE S N B S O L ORI [lE,. A IE=
FN~<7 (BRI Z) & LT 10 240mg 2 258 [ s 3L 1E 1
1] 480mg % 4 J [ [ b C riiliiE S 5. TH S,

H:2) ARFOKGE S NG WA 2 BERAE I LTI ) o<
7 (GEEFHIEZ) ST 2560 RO HE L EE, K
ANiZiE=KR V=7 GEfzFHHRZ) L LT 1180mg % 3 1 [H
fECAREHEET 5. TOH. =KV~ (HEiz Rz &
LT, 1101 240mg % 235 4] 4 & 313 1 101 480mg % 4 35 [ 1] Fed < A5k
HET 5.1 TH5S,

H:3) ARH DGR S NI BRAHE 2 AEAT - THFE O IR/ NI 1k L <
MO PUEERES A & b T 2 A O L O H L [EE. KA
ICIE=FRV~7 GifarHlIfz) &LL<, 11 240mg % 28 [ #FE
XA 1l 360mg % 3 8 i b C A EHE ST %] TH Do

H4) RHN O KGR S NIACF R LR GO BB RARE IR O’
HIREHE. 25 A AL IS L 22 W Y R AN BE 70 64T - 56D
WHE~Y A 7 a7 I 4 MARZEN (MSIHigh) %43 28 -
BB LTA Y Ax T GBEFHIRL) T8 60
JHEROHEE W, KA =RV~ 7 GaEIE IR &
L C. 1101240mg % 3 M B k& T4 0l MilEE T 5. Z20#H%. =K
V=7 GEfa#Z) & LT 11240mg % 2 3 [ 1 b S 1 I
480mg & 4 [ b CHTiEE T 5.1 TH D,

11:5) ARA OB S N QIBRATE AT - 30 VMR R LR L C
A AR T GEEEFHIEZ) PRS2 06 0 MR O EI1Z
M, BACIE=R VY7 GEfETHIRZ) L LT, 1240mg %
2 38 [ 1 B 3L 111 360mg % 3 3 ) B B C aiiiiiE 3~ %0 ] Tdh bo

H6) ARHFNORR S N2 OTHR ORI R D F ) Y EOH
HR ORI [, BARIZ=F V<7 EEFHR L) &L
Ty 1181240mg % 28 ] 5 B 31 1 01 480mg 7 4 30 [ 1] B ~C i e



Y %
L NIRRT GEfETHRZ) & LC 11 3mg/kg
(PhT) % 20 M R C RO RHES 20 2B, KT 40kg L E o/
Wik, =K< 7 GEEFHEEZ) & LT 11240mg % 24 [
1B 31 1101 480mg & 4 38 [ BT b C il 35 2 L 8 T&E %,
Thsbo

7)) AFN OGRS ARG VIBRANHE 2 AT - FIE O i H LTl
DOPUEMENES A & G 2 A oM RO @, A
=RV~ 7 GEfETHIEZ) & LT, 11 240mg % 2 38 [ [ Fa.
1111 360mg % 33 I 5 B S 13 1 91 480mg % 4 38 5 1) b ~C a3 i it 3
bo] THbHo

H8) AHI DMK S N2 FEH N BT B AT 46 By e s: o H B Je OV &1
[, BACIE=Rr~7 @#EFHRLZ) & LT 11240mg
% 2308 1] ) B 30 1 11 480m g % 4 3 [ ] b C sl i 9 %0 7272
L. FEilifc B 2oy ad. 5012 » A
FCTETH.] TH5bB,

18. ZEhZEE

18. 1 1EAH#RF
=ARNV<T7iE, e bPDLICHT APk TH Y. PD-1ELZD) 7
FTd % PD-L1 KUPD-L2 L O HHEL, SAPURFERNZ T
ML ORIFH, WP S OSHIRaAS EIGME OBTRSIC X 0 . IEE G &
s seEz N2,

19. BRI BT (L ZMER
— 5 =RV~ T GEIE TR Z)
Nivolumab (Genetical Recombination)

: %9 145,000

e MPD-LICH T AEME T e NgG4E ) 70 —F
PR THY, EH2R21FHOT7 I ) BRI Proll il
NTWB, Fy AL =—ZANARY —PIHMIIC LY S
NBHAM0ED T I 7 BBIRIED S 7 2 EH2A R O 214 O T
IBBEENS R L RB2ARTHR I NS Y8 T
H%bs

20. BURWV EDEE
S BRISER L TRFES 2 2 &

21, AEB& M

*r(EBMBEEE. BRUGEAMOEARNEK T F ) D NE. ABRTR
TEEBET - BROBE (PALEEAEICHEL HARBRTEL
EIT - BROBEEKRC) . CIRTEAMET - BROBMMIE g IE,
EMhEE (EMREREELRC) . REECS U 3 REE
. BRTHE. WAYRTELET  BROLEREEELES)

21,1 ) A 7 HHEE A HEO b, WY HEMT B 2 k.
(BRXSBAMOEHNA T XU NE (MNR)

21. 2 FNTORBIEGIAED THRORT VD T 25, BB
—EBOFEBNARD 7 — ¥ BEMIND ETOMIE. LR %K%
R REEAE R ET 2 2 LIk Y, AHEEE ORI E
HIRT 2 L & D12, AROREERCHMEICHT 27— 5 % 7
UL, AROBIEREICBER R LR LS 2 k.

22. 9%

(FTT — K Ei#EE 20mg)
2mL [1/84 7 V]

(FTT — K &Ei#RE 100mg)
10mL [1/54 7 V]

(F 7T — K RiEFE 120mg)
12mL [1/84 7 V]

(FTT — K &iFE 240mg)
24mL [1/84 7)v]

23. EEXW

1) &7 — R riEEE B A4 8 (BAIEERR - B )

2) /NEPEESL TS iEALAE TAH (CA209039) sEREGRT (FLNER

3) /NEPEESE T HEAMEE T (CA209205) sRBREGRE (REPVEHL)

4) Yamamoto N. et al. : Invest. New Drugs, 2017 ; 35 : 207-216
(ONO-4538-01 #k#)

5) /NEFSES T3 - ENEE T (ONO-4538-02) slEfmiE (RhPNERL S
20144E7 H4 HIKFR. CTD 2.7.64)

6) /NEFIES T - NG TH (ONO-4538-08) B (HLPv& R

7) Robert C. et al. : N. Engl. J. Med., 2015 ; 372 : 320-330 (CA209066
%)

=

N2

8) Weber J. S. et al. : Lancet Oncol,, 2015 ; 16 : 375-384 (CA209037
)
NI T3 WEAMETIAE (CA209037) FlBRMGHEE (FEPVERD
ANFPEEHT3E - ENESTTAE (ONO-4538-17) kBRRiT (RLpg k)
NI T3 WEAMETIAE (CA209067) FlBRMGHEE (FEPERD
Weber J. et al. : N. Engl. J. Med., 2017 ; 377 : 1824-1835
(ONO-4538-21/CA209238 ili%)
13) /NEFSESE T3 - EPE TH (ONO-4538-05) sAERMGHEE (RLPVEHRE S
20154E12 3 17 HK#E. CTD 2.76.7)
14) Brahmer J. et al. : N. Engl. J. Med., 2015 ; 373 : 123-135
(CA209017 #XB%)
15) /NEFSESE T3¢ EAE A (ONO-4538-06) slERMGHEE (REPVERE S
2015412 H 17 HA&F2. CTD 2.7.6.8)
Borghaei H. et al. : N. Engl. J. Med., 2015 ; 373 : 1627-1639
(CA209057 75#k)
17) /NEPSES T3 © ERRLFS A (ONO-4538-52) sRERIHRE (LN
L)
18) /NEFSES T3 ¢ EIBRIL M A (ONO-4538-27/CA209227) skl
AT (FEPE R
19) /NEPSES T3 EIRRSE M S A (ONO-4538-77/CA2099LA) bk
AT (FEPE R
20) /NEPEEGT3E ¢ EIREILF S5 AR (ONO-4538-55/CA209816) kiR
B (FLPE R
21) Motzer R. J. et al. : N. Engl. J. Med., 2015 ; 373 : 1803-1813
(ON0-4538-03/CA 209025 7Ex)
22) Motzer R. J. et al. : N. Engl. J. Med.,, 2018 ; 378 : 1277-1290
(ON0-4538-16/CA209214 7Ex)
23) /NEPEEGHTSE ¢ EIRSILF S5 MAH (ONO-4538-81/CA2099ER) ikl
B (FLEEL
24) /NEPEESE T3 EINEE T (ONO-4538-15) akBrdidt (fENEHL S
20164F12 H 2 HA&FE, CTD 2.7.64)
25) Younes A. et al. : Lancet Oncol, 2016 ; 17 : 1283-1294 (CA209205
%)
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