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IV T GEIGFHIRR) &E 120mg | 30200AMX00925000 | 2020 4% 11 H
H gy Hh S L S L S B 240mg | 23000AMX00812000 | 2018 4 11 H
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OPDIVO® I.V. Infusion BEFERAEES1 NS4 oW aE
E) FEE-ERFEORGEICI VT, L
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11 A, BRI PHETE 3 ERMRIC BT, HA B ATIRNATI—R N ATI—HR | ATI—K
EEFEEICT D EME - FRZFOERMDS & T, AFOfEE W e 4 ﬁzi(-)ﬁﬁ%‘{f ﬁgﬁgﬁﬁf llezng(i)%@& %jﬁ)ﬁ%ﬁ
BAE B S hBERICOVTOABETE &, & . e e | ome e
. ABBIAICET 5. BEREZORKCEDEEVER Al ® TR (37 0)
HE+IHBAL. AEEBHrOEERETEE, pH 5.5~6.5
1.2 HEMMEBRIPHEHh, RCICE>HEFIEHREIN T 2B #1.2 (EFAHROTIT)
WBNOT, PIHER (B8h, FPREEE,. ZK, E5E) O ‘ 46t~ P L D I ILE e R BT B e %
BRRUBES X SRENERE. BEL+HMTSICE. & O N T T
7-. EELPROOSNAGEICERFDESEHIEL. BIBR
HALELHDRSEOBYLREETS Z L. (82 912, 4 HEER L HHE
11.1.1 2] OEME&]E
OV RE & 1T - BROIE/NAfafHE=
ORBYIBRTRER (3 GO B HMaRE
2. B2 (ROBEICIHBSELENIE) OBHRXIFHARMOHHIEKS X1 > /NIE
AHN OB LB BUE OB O H 5 B OBRXISEREEZ2H ¢ 2EELNE
ONALZEEEZICEEL HABYIRTELEIT BROBE
3. 45 - MR OB BE & ETT - BROE MM R E
3' 1 P OPALEEEZICHEEL LABYBRTRELET BROSHEEY
i e ey B e B e B 17849774 MRREM (MSI-High) 2H 7 3#E5 - BEE
LR LR v v O ALFE LR ISHEEL BBV RE 2 EST - DEESE
W 7 VO | SUEHE | SOREHE | PO EHE fesmai AT SR - BROBER
20mg | 100mg | 120mg | 240mg 5. SIRER BRICEIET 551 E
AR =KN=7 Gl{AFHRz) T (BHEEE)
G/ R 20mg 100mg 120mg 240mg 5.1 [17. R EHE | OFHONEZ BRI L. RKHENOAH MR N4
134 7 Vi) /2mL /10mL /12mL /24mL oIl LA LT BEBEEORINREIT S 2 &
D-vr=h—) 60mg 300mg 360mg 720mg [17.1.1-17.1.7 1]
ST VEEF M) 1176mg| 588mg 706mg 141mg (UIBRABE & YETT - BROIE/ NG E)
VAN & L] ’ ’ ' 5.2 BEIRABRICH A AN B N2 B E DO EGFR #1512 £ X
% iﬁ:ft%b')@A 584mg| 292mg 35.0mg 70.1mg ALK ST oA EE 2o n T, [17. BIRKE ] 0mEOMN%E
m V‘l:% Loy 0.01576mg | 0.0788mg | 0.0946mg | 0.189mg ZHHL. KHOEHER O REEZ Ho B L 72 T #E
A ;’;}/ﬁﬁﬁ‘i SEEORINEFTD &y (171917111 B8]
é(\) ! 04mg 2mg 24mg 4.8mg 5. 3 KAl DM RIS BT A ARNE R Oty L Tw
. W,
Hﬁ" 1 =) =) N A=) o —_
pr Al W st it (RAIIRTEE R 14 8k ) BRI
- A - #5. 4 ALFHMBERBMEZ I LTA LY 237 GERIETFHIRZ)
H1D) AFNZEETFRHILZ MY, Fy A =—ZAN2H A7 —F) BT A A, IMDCH® 1) R & 434 A% intermediate X 1%
Wiz e CRIES NS, poor ) A7 DBBERG LTI L,

E2) AMEESRE OBk E ZE LT, #RABSATY e ; .
e AL 4% 22me 2oL, 105me 105mL. 126mer 5. i; ﬁﬁu D BAIIREZ BT B AR 0K VR L TV
126mL, 246mg/246mLCTdH %o 5.6 [17. BiER S OEOMNEZBA L, KA OH VR 0% S

PEZ 40 ICHM L 72 BT IS BE ORI 2 &,
[17.1.12-17.1.14 =]
(BRRIEAHOEHRIK S 52U 28

*%5.7 [17. RS0 OEONEZ B L, KA 0 AR %4
PVt EMBL LT ISR EOEIRETD L,
[17.1.15-17.1.17 /]



(BRI ZREBEF T 2BEEDE)

5.8 77 F K & & AL X 2 0HIEO 2 W EH TS
B ARKNDOF IR ZEEIHETL L TR,

5. 9 RAIOM AT BT 2 HRMER OLZ 2L L Tw
R\,

5.10 [17. BRI ] OHORNEZ B L. KA OF VR 4
W& TICER L2 BT dInBEOBEIREITH 2 &, [17.1.18
Z ]

(DPALEEER ICHEE L LARYIBRTRELETT - BROBR)
5. 11 KA O — UG # K O UEHI BT B BRI R 21

L TWR,

5. 12 KA DM IR BT 2 AR M O PR L Tw
R\,

(UIBRANBE A ETT - RO EM KIS T iE)

5. 13 AH| O TA OMBIF I BV B AR K OV 4T LT
W2\,

(DBPALZEERZCHEL ZABYRTRELOETT BROSHEEY

1704754 FAREM (MSI-High) 287 5# - EBE)

5.14 7 v{LE ) I TV RIUEMEER. 4 X5 T F L ROA
VT 0 Y BRI ORI X B O R W IT BT B AH]
DA O EVEIME LT,

5.15 T e R & A3 2 i PR IE I MAT G 3% 12 B 1 % M ic &
0. MSI-High 258 S Mz IG5 2 L. MEIZHZ-
T KRS NI B ERE G SUIERESRE WL 2 &,
B, KRS ARGV EE W IE 3 5 DU R AR 25 S B3 5 R
ZoWTiE, UFoY =734 b AFWHETH 5 ¢
https://www.pmda.go.jp/review-services/drug-reviews/revie
w-information/cd/0001.html

5.16 [17. BRI OHONEZ B L, KA O A R V%4
%2 T ICHE L 72 BT RAIDS OB O TR DO W T HHE
HIIHGE L, #BINEFORIRZITH 2 &, [17.122 28]

5.17 ARHIOW BB HEIC BT 24 ER ORI LT
Wy,

(DAL ICHE L LIRBVIBRTRE L ETT - BRORER)
5. 18 AHO—WIHFT BT 2 AR O VAT L T e,
5. 19 AKH O T OB HRPEN B B A5 L Ot i L <

Wy,

5. 20 N7 KRR OHEONEZHIM L. RAIOGER V%4
P& T BR L2 1T, s BEOEIRE AT 2 &, [17.1.23
Z ]

) International Metastatic RCC Database Consortium

6. AERUAE

(BHEalE

WE, MACE =R v~7 GEfEFMB ) & LT 1
240mg % 2 5 [H B RE 3013 1 11 480mg % 4 38 [ [ B C AU e S
Bo 72721, EHEREEICBT A MEMBFEEOLAIE. #Y
WIMZ12 » AMECTET %,

WBVRARE 2B RAJEICS L TA Y A< T GEiEHR
Z) LT AEA . HE. ARV T GEETH
#ez) LT, 11 80mg % 3 MM MME T4 m ST 5.
DO, =KV T (EfaFMIRZ) L LT 111 240mg % 238
RIS 313 1 [ 480mg % 4 F8 R FIRE C UM EHES %0
(IR BE & ¥ETT - BROIE/ i)

WE, BEAE= RV~ T EE L) L LT 11 240mg
% 2 PR S 1 M1 480mg % 4 8 [ I B C R 5 4o

MO FELEIEE A & BT 2061E, WE, RAIZIZ=Rr=
7 (GEfRTHZ) & LC. 1M1 240mg % 2 8 [ g 1% 1 W
360mg % 3 M [ [ b C AR EET Ao
GRABYIBRTEE X (LB O BHIaRE)

WE. AE=Rv~7 GEEFHIRZ) & LT 1 240mg
% 2 IR 30 1 101 480mg % 4 38 [ [ B C A i %o

¥ AR U F =TT ALAE. BE. BAICE =R V=T
(Efz T4 2) & LT, 11 240mg % 2 38 [ B @ X ix 1
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b2t R IR O BUE VI BRAS T S iR M 0 BRI HE 2k LT
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MR C 4 METEEHET 50 TOH%. =RV~ 7 Rz IR )
& LC. 10 240mg % 2 38 [ (A b 3013 1 81 480mg % 4 8 [ A Fi
THIEEET 50

ok (BRXTHAMOHHEKRD X2 U D N[E)
WHE. A=KV~ T Gz Z) & L<C 11 240mg
% 2 B S 1 101 480mg % 4 38 [ IR C R EHE T B,
ME. MBI =RV~ T #EETHE ) & LT 1A
3mg/kg (KE) % 2 B CRGHHET 50 2B, K 40kg
DEo/ARIci, =Rv~7 Gz M z) & LT 1
240mg % 2 55 [ [ B 3013 1 a1 480mg % 4 34 [H] ] B C st i i 5
HIELHTED,
(UIRRABE B ETT - BROEMME S R IE)
WHE. A=KV~ T GEEEFHIRZ) & LT 11 240mg
% 2 AR 3 1 18] 480mg % 4 38 [ R C A EHE T 5,
AEY) A< GEETHEEZ) ST 2541 @%. A
oA~ 7 GEIEHIRZ) & LT, 10 240mg % 2 38 [
N1 111 360mg % 3 3 [ R b C R EE T 5,
(DPAZEERICHEEL HABYIBRTEELETT BROSEEY
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HHET %o
(BEXIZREEEE I 2HEEDPE. PALEEEBICHEEL
AT RE L EIT - BROBE. PALEEERICHEELL
RAUVBTRELET - BRORER)
WHE. A= RV~ T GEEETFHIRZ) & LT 11 240mg
% 2 R 3 1 18] 480mg % 4 38 [ R C A EHE T 5o

7. BERUAEICEHEY 3R

(GhEEHE)
7.1 AHNEL 3043 L AT CRUEIHET 5 2 Lo
(BHREE)

7. 2 MBI R EEBAE IS LT, A €Y AT (GEIET
M z) EORHT AE8E0F BRRBRICHAAN SN EHO
HHBHREESEIC DWW, [17. BRG] OHOWNAEZ BRI L., KA
DENER et +5 I8 L7z T SR oLEEICD
WTHEEIZHIB T2 2L, /20 A ¥ A< T GEETHELZ)
ORI X BRI HE, PD-L1 2 388 L 22 M5 2% 5 o
L#E4E (PD-LIEBZE) 12X ) B 2MNARBENTWAS,
A¥Y AxT GEIETFHEIRZ) & oS CK L TPDLL %
BROMEREEIE S5 N, PD-LLEHERE NI EAHES R
TBHIIBV T, AR HMESOEEICOWTH e L
e ke, MEICHBT 22 &, [17.16 B3]

(UIBRANBE AR YETT - BR O IE/ I lRaRH )

7. 3L RIGER BE AT 2 AH B 5 0 A F OV 4
PR LT,

7. 4 Mo PUEMEERH) & DT 234, P 5 o BUiEv IE 5
Al [17. BRG] OTHOWNEZBIN L. BERRBICB W TR
HENABEEOPDLIEHFELEE L2 LTERNT L2 L,
[17.1.10 2]

GRAYVIBRTEER LGB0 BMEeE)

7. 5 AR ERIEEBE LY A b A A Y BHN OB DBRIEZ A
B BB T B ARK R G O BVE L AP LT
W\,

(BREIIEAMOEHAERD XU 2 /NE)

7. 6 MDOPEENEEEH) & OBEHICDWT, AN A3
VLTV,

(BRI =RE%EHF T 2 EEDBE

7. 7 M DPEMENE SR & OB O WT, AR O
LTV R,

(BPALREEZICHEEL HABYRTELET - BROBE)

7. 8 MO PLENEIEEE A & OPEIHIC DWW Ty AR f O 4k 13 T
VLTV,

(CIRABE L ETT - BROEMME S R IE)

7. 9 AL R G BB IR 2 AR A B 5 o A o L OV 4
PEEHE. L TR,

(DAL EERRICHEE L HRAVIRTEELET BROBER

7. 10 M oHUEEIE R A & OPEHIZOWT, A R0 K OV
VLTV,
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8. EELREKXKEE
(GhEEHE)

8.1 ARHI T MIBLIEMEALERIC X V. BEOGIERKISISRERET S
LEZONDLIA BIRBRIRENDODONLEZENDH DL, Bl
ATV BEDSED SNAEA IR, BIEO RIS
X 2EITEH OB ZZRB L., @Y RENZH 21T 2 & ME
DFRIEFIS & BRIEH b B HA121%, RIS ER LV E
CHRIORGEERER T LI L, o KRG KTRICEER
BWER DS 5D I ENHLDT, RHHFGRTHBEE
T34 2 L,

8. 2 MEMMEEDN D HDLNE I ENRHLDT, KADOESIZH
7oo Ty BERRER (PR B, B0k, %82 BT oReE (&
$235) 55) ORI OME X MmO FEMSE, Btz +514T
)T e Tl AEIDIS L THECT. MiE~— 7 —F okt
FETHE, [1.2, 912, 11.1.1 M

8. 3 HmIEMMIIE. L 9%, Wig%. BRI BURIEASH Hbh b
LB AHOT, BT, B F I, FPE EE, TR, CK
LA DEREE, M RYRBIF ey ERSEoBISE
TATH 2 &, [111.2 3]

8. 4 1 BIBEIRIGE DS H HbNDLZ ENHLHLDOT, i, .l MEH%
DFEROFEBI R MBEE O EF T EET L2 &, [11.14 58]

8.5 BUEM %5, A%, HFHERER T, M2, A LPEIRGE 26058 &
bbb eDHDDT, BMICHEEREZ T, BEOIR
BRI T 2L, [11.163H]

8. 6 HIRMAERERE 5, T HRAFERER E R CRITRES S 5D S
WD DHDT, KR OFG-BAMETT T O%-5- 11 A e W2
Mo isBEREMcAE (TSH. Bk T3, Wik T4, ACTH, iy
F=VEOPE) BEMT L L. Tz, LEIE U THG
MAESOFELEETLHZ &, [11.1.7. 1118, 11.1.11 K]

8.7 BEENDHLDLNDLI LD LHDT, EHMIERIERE %
T, BEOREZ Bl 5 2 L. [11L110B1]

8. 8 Infusion reaction 7% 5N 2% Z & HH 5 DT, KA DKL
13 3 ¥ @ Infusion reaction (24 2 TEARKIZ T4 %5 n D T&
LA R T o7 ECHIBT A &, $7-. 20 H KO AR
5.#512 Infusion reaction 25 bbb Z L b H B DT, KA
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B.IOKAEINKTTF v, N7 YVITFEVRIRNY AT
Glfz T z) # PRS- B2, BB hERIRAE A
HobNdILWH BT, LEIN U CTMERAEZ 1T %,
BEOREL THICBgs 52 8, [11.15 2]

Q. BENEZEET2REICHTIEE

1 BOHE - BIEEEOH 28E

9.1.1 BECRERBDAHXIIEBHNEL L IIHEEEODEEREZ
REDREEDH 2 8E
HOREREDSMEST2BE2NW0H %,

9.1. 2 HEMMARBDH 2BEXIZTOREEDH 2 8E
RN DS E S 2 BE N0 H 5, [1.2. 82, 1111 BHK]

9.1. 3 RIFBBHE (ENBRMRBEREZEL) OH2EE
AHNO¥Z 512 X Y BRI SR 263 2 HEA RO U R A i £
WAFRTL2BENDD 5.
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WEERETA2BENDEDH 5. [11.117 ]
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MEtE%E LR &SN HEICoAEST 5 Mk
PV H 72 AT R O AR O FSE T RSB W T,
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INBE AR & L7 BR B IZER L Ty,
(BEUIHEEOHHRA KT XU D /NE)
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BEOIREZ TR L AP SEEICRSG T L, —f&IC
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10. HHEEH
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). AST #n. ALT ¥hn. y-GTPH¥n. ALP ¥, €y ve
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LD L. [855M]

*11.1. 7 FIRIGHEEREE
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NoZehdbb, [86%M]
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*11. 1. 8 TEAKEEES 5% | 1~5% ; BHEE
TR (04%. 28%). FIEAKBEEE TR 02%. 09%). Pk | kil 1%RH R
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BEREED D HbID T b b, [86BIK] (910 |6 72 e, s |18 BUMEIE, TEATERALALG
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*11.(2..1 f’fﬁg éﬁf;ﬁ W) SOMREEND b bNEZ L hD S o e 8 T, TN rﬁ!;; 1%—
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1.1 12 B (0.1% A, 0.3%) A IREHES, i
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M TN Tr—7 5%Lh b | 1~5% i 1% i HHEEAN]
e . I, % B B P R V>N HSE, FIR
W, falERE ) kg T, ﬁ?ﬁ??ﬁi’i‘sbu.ﬁ\
fich ML K O g [vsoaRk ATy NRA, HLER
TALAS B A P, I YIRS T R O | R ER
e, iy |8 K OB W % s Hfmﬁzg‘ S F R BRI, A~
. [, vy Wi e, IO RKSESUR, 118 5. M—E( EZOE VR, Rl
s bz s | % W O S R ORIk - B
- ﬁ%ﬂ\ T RPN, TR, T R OB, 2
%, W RS, TIRERIEA 4, 1 B, AR, DA | Do
(L L LR LT R BHE. | o™
LEXQTER (i
HRO b E, HEE, ,
gl i HHA




59%LL L | 1~5%Kil 1%k HE AW 5%ULE | 1~5% Kl 1%kl A
o [ A [T EN"
ke P T I R e g ZOSEHE | AR s AL| 1B 1 R 95
- e B e Jr| LT (B S | s e S, 1
Bt SO B | || O BLS SIS S B K B T g
. L B <2 R T AR Bi %)\ IL5 | KR 95, = | . 5 B AR A LR, R
B A I I [ L e
[T BB Jlf_'é B2 e, T BT BT
L E I i T A B JEAERERE I
T (271 e e 1 b e (pgE | OO IR
%), ML LR s, |0 TIRRBEARS .
(090 | L1 i e | CVRERE . UK, W3 | V13005, e i HCK %A,
5[ = : N N = Y% i 55 | 4 )%
PR gk, g | g | TR I TR S HIOR mepeoms n, cresg| B E A
NERT RS S ESATAh L At i el . it CKEE I, |
- 350 0y 30 5 T AL *| Z Ol hE M R
% I ; B M~ — =gt
i B A L I P AL T 3 LR
S T PR ' HAE PR
Y] P fiige
597 (225 | Wi H6 I O Tjﬁggﬂ% ey
ALY REE %) FEEL. | S, THIE, Hﬁ%ﬁﬂ%@?\ é‘%f’éﬁi 14, BHAEOXE
e i 4:/‘7.)?/:“/ REERE T ks 14. 1 EZFFARBOEE
THAE 14,11 54 7 VRS T, BMLCBIEL AV 2 X,
VIS FIT | sk 14,1, 2 AANE H R A EHE U 5% 7 F 2 BERHHC AR
Bk, B %o 7%, 110240mg. 360mg 13 480mg #% 5B O 4R i 13 1k
PRSI, T 30kg DL R o) #1213 150mL BUF. AT 30kg i B E2 1
G VY F TR, V| BT, $ L00mL, BUF &5 5.
Bk e Lint [j/liﬂ Tj’fj’f Smg/kg 5 HF R IE A 035me/mL BhE & 72 5 X 5 2B
7l N _
- T 5,
S a3 e AT L A R B 2
T T TR 14.1. 4 BB OWEES PN T 5 2 &0 F720 MR DI
AT Hid, M HROBZ MDD HOTHI LB E L,
_— I M| 75 o e e e [ AR 14. 1. 5 AU O RAIRIE 0.35mg/mL Al Tk, AH O Ll
e 95 R B R e, I | T > D pet K
& s i e e |PHE T OLEYEDHER SN TV,
K 95§ 5 2% 86 . .
% TR 14. 1. 6 Al L DRFEIF L 2T &
TS 14, 2 FHBEHOEE
FI AL AH OB G2 HTzoTiE A T4 7405 — (0213022
5 Bk PERRIR. TV Al um) ZEHTAHI &,
AR 1R‘7J’)'7A‘[[]1 iy A VS AL,
(167%) | e oy | BTV AT TV, | #7437 15. Z DL DER
R o | Eyss—e |5 5 MY A, M) | LM, “x 5
L VS g, [T PY T AL, M) AU 15. 1 ERBRfEA IS < 54
e I S ﬁ?’nig{f;gﬁ‘% E‘Ff;b‘ M 15, 1.1 EPIIMC B TARAN S AP R A S TV B,
[P s, [ R 15. 1. 2 WEHMEBR BUBRIZ 5\ T AAIIS 2 W08 B 4 Il e o
SN VRS T8 e MBS AT 5 07 0T A 75 B P 6 16 0545 0
TS WA B4 DEE TR B 72 29,
AIfE 15. 2 FFERERERER (CH D < 1546
105 A o A R A PO AH 50me/kg % 11, 4 BB G L7 f R IRis
L PSR, S FADY VSRR O EANEI 220 bt & OWEDDH 5.
BRSPS S, 75 | TEHEDUSRE S, ML S 2L
BOREEr | o |F 0, U0 B |, WG, DOAAIE, | R 16. SEMEIAE
AL L R |0~ S R . | B 16. 1 Mg
W g, 5 IAE T 16. 1. 1 BERS
5t H AN AR 55 B 5 VS A 1~20mg/keg % 1 R [H DA b 7203 C HE [ i
e, ANGE I OT TR WRAFRGE 51 L7z & & oI i EEHERS L O B85 2 — %
TS - REIEDT |G k. B IR, W IR, 300 EUTICRY . @820 75 A (CL) E#%5-a i etk ko
i ook #ff S, SR | B N R e — EARLL AEH (Vss) @RS Y DYt (#50mL/keg) 12
(S e P P T SRR L7z,
T8, Wi AR R (F ¥ fi+42% ¥ {F 72, Img/kg:n=3. 3mg/kg: n=5. 10mg/kg:n=6.
20mg/kg : n=3
HRU e, U IR SR e )
. st — B AHN B Tl 4 S
DR % B EEUR Hahn, g 1000 ;EE;E: :
o R L S 0 S 10me/kg A
- il T T TR 20me ke 4
ERUEEN W, Lo F P B I
Wk 1 O N TN M L 100
b s gerie, |t O B
IS FRE =770 T

a4 BN

fi NRNRSE AR =)

1 T T
0 72

T T T T
216 288 360 432

¥ (hr)

T
144 504



oy 1mg/kg 3mg/kg 10mg/kg 20mg/kg
(n=3) (n=5) (n=6) (n=3)

Cmax(ug/mL)| 244=45 | 688=109 | 192=36 21468

Tmax(hr) | 30(1090) | 10(1030) | 30(1090) | 90(30-25)
( ZU}i‘;i’i) 4950580 | 123004500 | 43900 =7200 |67400 + 15500

Tuz(hr) 36010 | 320+170 | 520=270 | 410230
CL(mL/hr/kg) | 01270020 | 0210=0.152 | 0.126=0027 | 0206+0.143

Vss(mL/kg) | 646+67 | 697+102 | 836=274 | 968+121

I = BEHEAR E, Tmax el (FEPH)

16. 1. 2 RE#HRE
(BEMEalE
AN A B2 I 2\ AR 2mig/keg % 3 3 LS 1 I A R P 4
BePe 5 L7 b & QPG T RO MG I EE R O N T 7 I R
ZLUFIORT . PG TRED M PR R O b T 7 i B 1E P 5 18 3
DR — B ICHER L, #5518 M ICIZEWIREIE L7229,

(ug/mL) CPIg il + Rt )

804

~
o
L

(9]
o
L

RS ANE: = =
» (6]
o o
1 1

o BIRAFFFER SR T RO MEPIRE

o I UK

T T T T T T T T T T

T T T T T T T T
0 3 6 9121518212427 3033 36 39 42 4548 5
w5 (i)

(IR BE B ETT - BROBEM MRS K IE)
AR N S e i ro Rz I S AR F) 240mg & 2 A LS 1 [T SCAE R N
Rl G- L7z & &, #& 5% 20, 4R 18EoIEE T b T 7 5
D -3 fif £ B {35 1, © M2 M 205+602ug/mL. 384+1254
g/mL K 1¥609+272ug/mL Tdh -7z
16. 1. 3 BEMEYEEHER

[EI A o BRER 35 24 3BT BN 72 7 — & % v CREE PSR B 7 i
Ml L7z OIS E TN HARNEH 420 BI2O VT, KH|
240mg % 28 ks (Q2W) i3 480mg % 4 H MMk (Q4W) T 5
L7-BR O3 ENE (T A — % (HEEfl) (& ROLEBY TH-o7z,

— Cmax Cavg Cmin
MR omD) | (ug/ml) | (ug/ml)
. 240, 2W 726 (219) 437 (20.6) 378 (269)
W [ aomeQ
480mgQ4W 145 (21.9) 529 (21.7) 283 (31.7)
- 240mgQ2W 161 (27.5) 108 (34.7) 84.7 (40.9)
TEHIRRE
480mgQ4W 218 (24.3) 108 (34.7) 67.6 (46.7)

HATTIgME (LEHRE %) Cavg : TG Pk

*%16. 6 IENEHRZH I 2EBE

16. 6. 1 /22
HARAND 1l 24T OB R T F ) Y5 Eo/NE RS
Te OVHER PR 0 /) YR Tk R MR 957 763 LA 3mg/kg & 2 B LS 1 [l
FAEHERIRN R G- L7z & &, WA 5 O Cmax 13 464+ 87 ug
/mL. AUCo-3361% 7,224 £ 1,635ug-hr/mL &% O T1/21% 347 £ 108hr T
Hotz (n=26), F7z. 5% 2M, 458, 8, 12:HK18HD
MEHR b T 7RO £ FEFZE ZhEN156+34u
g/mL. 277+72ug/mL. 41.7+127ug/mL. 51.1+176 ug/mL Jz O%
574+247ug/mL CTHo72 (n=7~24),

16. 8 Z Dt
KFHN O A RVE T OV A VRIS R 3 2 WE 88 — BUSRAT O &5 R, KA
240mg % Q2W TH G- L 72 B & AHF) 480mg % QAW TH 5 L 72D
BRI R ORI =R v E TRl S iz,

1) AH QKR S N BRSO HE R OCHEE R, RAIZE=Fu
~ 7 (BAZFHIRZ) & LT 10 240mg % 238 [ 8 B 3011
480mg % 4 FM M TROHFHET 5.1 Th 2,

17. BRERRIE
17. 1 AR URESMICET 2558
(BMEalE)

17. 1.1 ENEE T 4Bk (ONO-4538-02 5i5%)

THNNT NS X BALEHREIE 2 A 2 B Y B iE 2 )/ IV
A FESE O BN BANE LS 35 B2 th RIS, AH) 2mg/kg & 3 B [ B
B C ARG RHETD L7z, ZERHMIEH T % 28%)% (RECIST 44
FI4 LIRS el €12 & 5 CRIXIZPR) 13229%
(90% 5 MHIX 1 1 134~362%*) THhoize B, HAIHE L
B 13125% T & o 720 F 720 %2 4z 1 5V Al 6k 5 3541 v 30 41
(85.7%) \ZEITER (BRRMAMRE 2 &) PRO b7z, E4E
PERE. 29 #ediE 11H) (314%). dEhE T34 84 (229%). liLH
TSHEM7H1 (20.0%) FMLEREGKA 661 (17.1%). 8 T4 984 6
B (171%). FIEE6 6] (171%) TH o7z, [51 28]

BB (%)
4443 (CR) 1 (29
k%% (PR) 7 (20.0)
% & (SD) 15 (42.9)
# 47 (PD) 11 (314)
AFili AN BE 1 (29

#*1: Wilson D 2 2 7 &2 WV 72EMEIC X ) R 2 EHKH. —7,
TIHSG AT OMERRFIEEIC D CIEMEBNC X D SR 7290 % 5 EHIX I 1X
11.9~375% Tdh o 72o

17.1. 2 ENE T 4Bk (ONO-4538-08 55&)

(bR R TR B O BRI A BE 722 TUY) / IV ) 30 158 o A Bt )i
B 2460 % 3 502, AH 3me/kg & 2 3 B B T AR EEED L
720 BEFHEEH TH L% (RECIST 74 FI 4 » L1 RIcH
O YU EIS X A CR XIEPR) 13292% (90% 15 #HIX 1] : 16.7~
459%) TH o720 BB, HEICHELBHEIZ60%TH- 70 F
7oy RAEVERENIN S 24 r 18 61 (75.0%) (CEIVEI (A AR A fit 22
FHERED) VRO LN, T . TR B T 6 61
(250%). FABESH (208%). & 9 HFEHES B (20.8%). 5 I 4 Bl
(16.7%) THh-729, [51ZH]

BIE (%)
se424%) (CR) 0 (0.0)
%% (PR) 7 (29.2)
% 5% (SD) 9 (375)
# 17 (PD) 7 (29.2)
GR N 1 (42)

17.1. 3 BHE M HHHER (CA209066 FER)

BRAF V600 250 7o W LA FRE ARG R O PG VIBRA R 2 T/ IV )
XALTRSE O TR AR B 418 B (RFITE 21081, & H VN LB
208 f51) XGRS, FHNNY Y RIHE L TAH 3mg/kg % 238
WIRIBE COlil i EED Lz oMM RO Rt 2 il Lz, &
M H T 5 2EA WM (el [95%F X M) o EEHT
FEdE, AHIBETNE*2[NE~NE]l» H. ¥ # L NY U #ET1084
[9.33~1209] # HTH 0. KHNIZ ANV NY 20k LREH I A
BEREREZR L7 O — FH 042 [99.79% 2 #HIX 1 : 0.25~0.73].
p<0.0001 [J& 5l log-rank #t 5&1. 201446 H24 H ¥ — % # v +
7)o F 7o RAVEREAMIAF S 206 B1H 153 61 (74.3%) WCEIFEM (H
RREMEF 2 &) 25380 5Nz, EREIVEMIE. 585741 61
(199%). % 9 HEAE3SBI (17.0%). 0346 (165%). T 3361
(16.0%). F&35 3161 (150%) TH-727, [51BH]

1.0 P
0.9+
0.8
0.74

0.6 .
;_:E %
F 0.5
‘_'Ei
0.4 %%wmo

—A— KEIB
@ RN

-
0.3 &,
0.2 bo
0.1
0.0 T T T T T T T
0 3 6 9 12 15 18
at risk# 4778 (R)
AEIRF 210 185 150 105 45 8 0
AHIVINTUFE 208 177 123 82 22 3 0

*2 1 NE 3 EATE



17.1. 4 BHLEMHEFER (CA209037 55%)

A ¥ a~7 (T Z) i BRAF EH 2 & T b uad R
%A B MR BRASGE 2 T/ IV I 003 1456 o0 281 B2 4 i FE o 405
Bl RHIBE 27280, ALFBE (FHANVNT Y XEHINKTFF &
N7 ) FEFEIVEDOIH) BE13361) xFRIS, bk E IR e
L CARF 3mg/kg % 2 38 [ BB CTHEMEHEED Lz 2oL
Ok E MG L, FEFIEE Th 52585 (RECIST ' 4 F
F 4 v LIRS ] 5E 12 & B CR LIZ PR) 12D W TAKID
G- S NIz W O 120 ) % fEAT I L A4ER & U RN %2 47 - 724
B RHBET317% (95% S HHIX [ : 235~408%. 201443 H 10 H
F=Fhy bt T) Tholze BB, FHANIRMFBOBHEIZHE L
TWhhoze b9 —D2OFEFMEH TH 2 LA (Fh e
[95%EHHX ) 122V TI82FID A N> b (BE) $Iz THIMH
M 24T 72 kE 0, ARHIBET 1547 [12.39~NE*3] » H., {b##ERE<T
1367 [1150~NE*3] » A TH 1), ARANIALFHHBE Litat i
HERILER RS hh ol OV — K093 [95% 15 HHIX [ : 0.68~
1.26]. p=0.6299 [J& %l log-rank #t%E]. 2014411 H12HF—% A v
b E 7)o o ARG S 268 Bk 199 B (74.3%) \ZHEIEH
(FREMEMERE 2 &0) PRO SN2, EREEHIE. 957 826l
(306%). & 9 IFAESLE (190%). THI42H1 (15.7%). F&95 34
(12.7%). L3361 (123%) TH 7289, [51S5H]

BIE (%)
5542285 (CR) 4 (33)
#WaZEE) (PR) 34 (28.3)
% 5 (SD) 28 (23.3)
# 47 (PD) 42 (350)
A A RE 12 (10.0)

%3 : NERHEEARRE

17. 1. 5 ENEE TR (ONO-4538-17 iE&)

(L2 AR TA R O MBI BRA G 2 Y /I I 3003 56 0 B4k R 4 i
BE0BZ MR, AHE A ) A< T GEEFHIRR) 20
LU 7z% FEFMEH TH5EMFE (RECIST #4 F5 4 V11
Jiiz 3o & e 5212 & B CR XU PR) 1333.3% (95% 12 HfIX 4] :
173~528%) Th o720 %B. FHIZHE L 72BIEIZ 238% TH >
7o F7o. RAVEFRAM S 30 B 30 61 (100%) (CEIVEM (BRAEH
THEREZEEL) RO N EREIEH X BE18H
(60.0%). TFHI 168 (533%). F& 1261 (40.0%). V) 75— EHn
126 (400%). ALT 31161 (36.7%). AST #1141 (36.7%)-.
Z I 1061 (33.3%). ARKIKE S B (26.7%). HEEIET7H (233%).
FIRBRAS AR T4 7 61 (23.3%) FTFHERESLE 76 (233%). Mt 6 5l
(200%) THo7210, [51ZH]

B (%)
5e424%) (CR) 1 (33)
%% (PR) 9 (30.0)
% & (SD) 12 (40.0)
# 17 (PD) 7 (233)
GRIINE 1 (33

17. 1. 6 B4 E M HEHER (CA209067 :45%)

AL2F R AR IR OMUB VI BRASBE 72 Y]/ IV 3] 0 Sk B 45 i 2 945 1)
M) a=7 GHEEETHIRZ) PR (N+LOEA) *4 B 314 Bl AH)
HMBE316 6, A ¥ A~ 7 GEfzTHIRZ) B AR # 315
B FxGIC, THARS S &5 R & LT N+LOF %5 & A H]
L. oA B O Ak % Wit L7z FEFHEEE Td 5 e e i
(b e i [95% 13 B IX 1) 1%, N+IPFHEECTNE*S [NE~NE] » H.
K # B gl BE T NE*5 [2908~NE] » H. T3 f# # <1998 [17.08~
24611 HTH Y. N+LHFHEELS T OAK AT 513 T A 5120
UHEIHAMICAH SR R 28 L7z (N+HLBE$S- - v — F 055
[98 % 15 #H X [ : 0.42~0.72]. p<0.0001 [J& 5 log-rank Mg ], AH H
FIPe G- 2 N — N1 0.63 [98% 13 FHIX [ - 0.48~0.811. p<0.0001 [J&
log-rank #2521, 2016 4E8 H 1 HF—% % v b4+ 7)o N+IPEHH& S
BECTII LRI R 313 %1 30041 (95.8%) R (B HAS
R %2 &) RO b, ERBEME. FH 14261 (454%).
W 57 11861 (37.7%). & 9 FEAE 11260 (358%). F& & 9161 (29.1
%), HL 8861 (281%) Tho721,

1.05
0.9+ —A— KEIERE
084 -3k AEULY TR
’ Q- AEY LT T BEIREY
0.74
0.6
T; 0.54
0.4
0.3
0.2
0.14
O'OAT"T"Y"Y"Y"Y"T"Y"Y"T"Y"Y"T"
0 3 6 9 12 15 18 21 24 27 30 33 36 39
at risk# 7R (B)
ANFIEIREE 316292265244 230213201 191 181175157 55 3 0
TEY LT TR 314 292265 247 226 221209200 198 192170 49 7 0
TEYLTTEIRE 315285254228 205182 164 149136129104 34 4 0O

F 72, S AHALIC B W TPD-L1 2 %3 L 72 B A 5 o 2 4
(LLFL TPD-L1 5] ST 2 Moz —HRoBZE 07—
ZIZHO &, PD-L1 FEBIERNIRB WM 217 5 720 PD-L1 FEBL
P (1% Kl e 1% L L) D& EE oM E%2 L TICRT,
(5.1, 7.2Z:H]

PD-L1 $H=E 1 %Ki

1.0
094 —A— AH BB
06 R OIS
’ =@ AE) LY T BEhEE
074 WIEo
0.6 '
17 0.5
0.4
0.3
0.2
0.1
OIOAT 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#x E7FHAR (R)

AFIB IR 117103 86 76 73 65 62 59 57 55 50 16 2 0
TEYL=THEE 123113102 91 82 82 79 74 74 72 66 18 4 0
TEYLT 8B 113 96 87 79 71 61 57 50 44 43 32 10 1 O

PD-L1 5= 1%L+
1.0
094 —A— AH B
06 -k AEULT TR
’ ~@- AE) LT BhREE
074 TR
0.6 *
77 054
: 0.4+ LQ)%%
0.3 boo
0.2
0.1
OIOAT 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# E7FHAR (B)

AF|HEIREF 171 165158148139 131122117 112109 98 36 1 0

TEULTT AR 155144132127 116 112105102101 99 85 27 3

o

TEVLYTEEE 164155138126 115102 89 83 77 74 64 21 2 O

PDLL | oy i NF—F I
S| R B %S | Com]
<1% N+IPRAIHE | 123 NE [2645~NE] 0.59
THULEE | 113 | 1856 [13.67~23.20] [0.42~0.83]
- N+ B | 155 NE [NE~NE] 054
= Ly | 164 | 2211 [17.08~2967] [0.39~0.74]
<1% N+IPRAIHE | 123 NE [2645~NE] 0.74
ARH HAREE | 117 2346 [13.01~NE] [0.52~1.06]
- N+ B | 155 NE [NE~NE] 1.03
B ARF WA | 171 NE [NE~NE] [0.72~1.48]

%4 AKHI 1 Img/kg (KHE) LA ¥V A< 7 (BIZTFHIEIRZ) 3mg/kg
(fk ) & [/ H 2338 [ R C4moniil ik L2z &, A#Lm



3mg/kg (PRIR) % 2B IRE C A IREED) L7z DEIAE SRS 3 1.0
Wl AAERICES L, A ¥) AT GRETREZ) @A 094 B AHE
OB 54T 45 3057 Bl L ORI & BT 5% Bilfa L 7. osd . O FesTRILE
%5 : NE 34 Aok o
17.1. 7 B RAE N4A5ER (ONO-4538-21/CA209238 5XER) e 067
e Y BE O Mb/c 11 /IV I o T8k 50 Jd /2% 906 491 (H A N B 77 0.5
2801 % Grire AFBEASIBL. A YY) A~ T GEEETHIEZ) B 453 ® a4l
Bl) AXGIC, A ) AT GBI FHIER ) *S 2 xR E UCAH 034
3mg/kg % 2 JEH FIRE T RGHEHEED Lz & S o R0 Ret ’
WAt U7zo BHAFANIEH C b 2 ME 5 A A MM (sh e fi (95 % 15 021
X)) oINS R, RFIBECNE*T [INE~NE] » . f €Y 0.1
LAY 7 (GEETHEZ) BETNE* [1656~NE] » HTH ). A#l 0
A ¥ A= T GHETHERZ) O LREFHFENICHE SR ER 2R 0 3 6 9 12 15 18 21 24
L7z (N — R 065 [97.56% 15 #IX 14 1 051~083]. p<0.0001 [ at risk 4 77HAR (A)
Bllogrank #E]. 20174E6 H12HF—% H v b4+ 7)e T2, % AHIE 135 113 8 69 52 31 15 7 0
AVEFHI 5 452 B 385 1 (85.2%) CHEIVEM (ERRMAAE S % Kua%w)LE 137 103 68 45 30 14 7 2 0

) PROLNI. ELRRMEMIE. 95156 B (345%). T
1100 (24.3%). < 9 ¥EHE 105 B (232%). 9% 90 B (199%). & 17.1. 9 ERF LEE

L6861 (150%) Th-7:12, [515MH] (1) ERE 14E:E (ONO-4538-06 HER)
1.0 755 F WA G b LS & 475 2 BB AE 2 ITB M /IV I X
094 ’ A AR e O IF kT LB SR/ i 7% (ECOG Performance Status
' O AEYLT TR 0T 1) 76 Bl % R 942, AH 3me/ke & 2 3801 R RS C 10 MHETED
0.8 L7ze FEFMED THHEME (RECIST #4 FF 4 > L1RHUC
& 071 o gk EIC X B CR XIEPR) 1219.7% (95% f2 #IX [ - 12.3
ﬁ 0.6+ ~300%) THo7zo B, HHHIHEELZBMHEIZ.0% TH > 720
% 05 F 72, VMRS 76 Bl 64 51 (84.2%) \ZRIVER (EiA M fiE
£ REEat) FROONT, FAAMERE. BEEIH (145%).
Z o4 FBALH (145%). AHKE1LH (145%). 595 1161 (145%).
0.3+ W96l (11.8%). HEL 841 (105%) TH o7z,
0z B (%)
g';A 524%%) (CR) 2 (26)
[ S S S L S L L B B ERAZER
0 3 6 9 12 15 18 21 =24 27 2'1’67 gijf (PR) 13 71
at risk# WS HAR (B) tr flj (SD) 21 (276)
AFIB 453 399 353 332 311 291 249 71 5 O £ 17 (PD) 38 (500)
SEULTTE 453 364 314 269 252 225 184 56 2 O AN fE 1 (13
., e W ATl 27 1 (13)
*¥6: A YY) AN T GEETHIRZ) . AIRICB W CEME R AE I
Téﬁ‘ff&ﬁﬂﬁﬁ%iﬁ@iﬁﬁﬁ IR TIIKRE I N TV RV, (2) BHEIERER (CA200057 SER)
%7 0 NE 3 EAmE 75 FF W % U AL R 2 AT S UIBRANRE 2 B W]/ IV I L
e ANBE 7 YEFT - VY 2 58 0 IE R Rz 6/ e i s % (ECOG Performance Status 0
(TR G BROI LRI JUT) 58200 CRARE 20201, F£5 %L L2000 ZXRic,
(1) ERE 14E8 (ONO-4538-05 StER) ¥y FN e E L TARA 3mg/keg % 2 H M FIFE T AmiaEED L
75 FF K % ot A A S 2 R AR RE 2 B 1 /I I ik 72l EOBFER R EET Lz, EEFIEE Th 5 245
T2 0 B _F g JE /NI B 8% (ECOG Performance Status 0 J% fil (R gLl (95 % 15 HEIX 1) @*ﬂﬂ%ﬁ%ﬁ%ﬂi\ AFHET 12.19 [9.66
1) 3501% W41, AA 3me/kg % 2 3 B B B S B D L7 ~1498]1 » H. Kt & FE L #HTI36[805~1068] » HTH ., AHl

W RE S F VIS UREIRICHERER 2R L7 V=Rt
0.73 [95.92% 13 #H IX [ : 0.59~0.89]. p=0.0015 [Ji% 5 log-rank #% 51,
201543 H18HT =4 Ay b4 7)o Fioy WaVERHMixt 5 287 flrh
19961 (69.3%) \CEIEM (FRRMAEMEEE % &) 20 bhiz,
FREIENE, 9857 46 B (16.0%). ML 3461 (11.8%). FRKGE 30
Bl (105%). MEHHE29 61 (10.1%) TdH-7210,

TBFMEHE Tdh 5 %% RECIST A4 FI4 ¥ L1
JLEEIZ X 5 CRUZPR) 13257% (95% 5 HEX ] :142~421%) T
BHolze B, FHATICHELZBMHIZ.0% TH o700 72, it
FEA ) 52 35 B b 24 61 (68.6%) WCEIVEM (R MR E %2 &)
WD SN Tze EREMEMIE. BEKS B (143%). JE#561 (143
%)\ FHIGE 5B (14.3%). F635 561 (14.3%) TH-729,

1.0+
BIR (%) 0ol S —A— AHIR
56475 (CR) 0 (0.0) 0'8 I O PR ILE
W% (PR) 9 (25.7) ’
% & (SD) 10 (286) .71
¥ 47 (PD) | 16 (457) 061
A AE 0 (00) £ 059
0.4
(2) #BHETMEFER (CA209017 :XB&) 0.34
75T F A % G TR A 2 UBARE R B M/ VIV 3L 0.2
38D - F Rz B /NI I 9% & (ECOG Performance Status 0 & 014
1) 27250 CRABEIS B, B s FLVBE1376) 2Hgic, Ft 004
7 & X )RR E L CARA 3mg/kg % 2 J R R8T AUEEHEED Lz ' 0 3 5 S 12 15 18 21 24 o7
& XA O a7z EEIHMEEE Th 5 A AE IR at risk 72 HA (B)

(P 92 fii (95 % 15 WX BI1) o> v B AT 65 R 13, AHI B T 9.23 [7.33~
132714 H. FE & F 2 VRET601[513~7331 7 HTH Y, AANLF
LY FLVIIH UG # IS B R IER &R L7z O — F1059
[9685 % 'fg *ﬁ IZ Fﬁﬂ : 043"’081] N p=00002 [E HU log-rank *ﬁ rITIL‘f.J . 2014 (3) E%#&E}% I *EEKE& (ONO-4538-52 Eﬂsﬁ)

AFIRE 292 232 194 169 146 123 62 32 9 0
Fe&%wL8¥ 290 244 194 150 111 88 34 10 5 0

FER2ABHT—=% 7y b+ 7)o T2 AR5 131 #1176 (U2 R R B D EGFR WAz T2 BaE. ALK Ba BrE Tl
Bl (580%) (ZHEITEM (BMiRMAMERE Z2ET) HRdsNz, 3k U“;OSJ @ gﬁ{ﬁ}@ﬂoﬁﬂz}@ﬁgggﬁ . ﬁ%‘ﬂig’;tﬁi#d\
BIPENIGE, 2552101 (160%), SEAKHE 4B (107%) Tho7:10, SN 550 B (FAR ASBH 37LIE &0 AL 75 55 WA

BORNY X7 (BIEFHIRR) 2E&E bfitd e ol (N+C
— 8 —



BER) *8BE2T5 6], 752 RE TS5 F FRHAA T ONNY <7 (GiEfz
TR Z) Bt bRk ot (P+CHHH) BE27561) %445
2y PHCBEM Z IR & LT, N+C BRI BE A M & OV 4k % Bead
L7z EEFHMEEH T 2 MWEAFLM (hJefl [95% B BHX H])
13, N+C 8T 1212 [9.76~14.00] » H. P+C ¥ J #: T 811 [6.97
~854] # ATH Y. N+C PR 513 P+C B G- 1% L ET=
WCHBERERZR L O — FIL056 [96.37% 12 B X 4 : 043~
0.711. p<0.0001 [J& 5 log-rank ¥7E]. 20204E2 H 10 HF—% %1 v b
T 7)o F 7o F2 AV AR 6 5 273 B v 269 B (985 %) 1 EIAE H
(BRI 2 &) A0 SNz EREWEMIZ. BB 143
Bl (524%), R = 2 — v 3F— 12060 (44.0%). GFHERE
WA 116 B (425%) FIIMERERA 93 61 (34.1%). FEFL85H1 (31.1
%) FEERIGE 8141 (29.7%). 3895 8141 (29.7%). B 78 %1 (286
%), MG 696 (253%) ThH-7217, [525MH]

1.0 Fay

—A— FEIRCIEFREG AR
O TTRRRUME R REN AR

0 4 é 1é 1Y6 2b é4 28 32
at riskEg ﬁiﬁgiﬁgﬁﬁaﬁ (H)
REIRV
R B 275 231 163 88 48 16 6 0 0
T5ERRS
(A B 275 225 127 53 27 5 2 0 0
%8 1 AH|1 [ 360mg. # VKT FF »1HAUC6 (mg/mL * min), /¥
20 % FE )11 200mg/m2, NNV AT GEETHEEZ) 10
15mg/kg % 3B & CRA 6 4 7 IV iiGiE: Lz, A#l1
360mg Je NN Y X< 7 (EAR TR Z) 118 15mg/kg % 33 [
1P C ORI ARE L 720
i Er A L INE S IR = I N 520 I R BN €= 2 SR E e N [5)
BT 25 305U EoREE BV TG &2 R L7z,

17.1.10 EFEERFE MHEZER (ONO-4538-27/CA209227 54ER)

(LR RGO EGFR #5122 BB O ALK @& # 5T B
DY BEARE 722 AEAT - FEFE O H/NHIIB I B 1,166 61 (H AR N BE
43flE &L, A ¥ A~ 7 GHEETHIRZ) R (N+THRH) *9 B
58381, 77 F FBA % & LALFHELERE S8 H) AR LRI, LN
FEEAIE LT, N+IPEHBEOAME R O %et 2k Lz, B8
SHMizE H Td % PD-L1 FBIHRA 1% LLE 0 B (N+ 4 HI#E 396 41,
AL ZEFERE 397 1) (2B B A (g [95 % 18 M X 1)
&, N+IfF ) #F ©17.08 [14.95~2007]1 » H. 1t 2= % i # T 14.88
[1271~16.72] » AT V. N+ G- 3LEHE I LRI
WCHEBRIEEZR L2 OV — FH079 [97.72% 15 BE X [ - 0.65~
0.96]. p=0.0066 [J& 5l log-rank #7E]. 20194E7H2H 7 — 4% 7 v
b 7)o F e ARG S 391 B 302 61 (77.2%) W EIEH
(FRBRAMET 2E50) AR bR, EAEWEMNIZ. 5895 73 6
(187%). FIHI70BI (179%). Z 9 FHHE 6241 (159%). 57 56 Bl
(14.3%). HARBRBEREAS T RES3 B (136%). A EKIHES3 6 (136
%) L4260 (107%) THho7z19,

10,
09 Alv
08-
0.7

4 067

17 05

* 041
0.3
0.2
0.1

0.0+
L S N S S B S LA B ELLEN BN B UL SR
0 3 6 9 12 15 18 21 24 27 30 33 36 39 42 45

—A— 1EULT TR
O (LR

at risk# 4178 (A)

N N
e :;ﬂ;; 396 341 295 264 244 212 190 165 153 145 129 91 41 9

1b2¢FERE 397 358 306 250 218 190 166 141 126 112 93 57 22 6

1

1

0

0

_9_

MOERR & SNHh - 72 PD-LIHED 1% K0 BEH (N+1HFH
TE187 1, AL HEEERE 186 B) 12 H81F B AR (Y fi [95%13
FHIX 1) (& N+LPEHIBE T 1715 [12.85~22.05] # . b7 B
T1219[917~14321 » ATH Y. N¥F— FH 062 [95% 1= X [ :
048~078] Th o7z (20194ETH2AF—%H v v+ 7). T2 %
SRR 5 185 b 140 61 (75.7%) \ZEIVEM (BRI 24 %
&) BROLNIz. BRI TR 2861 (15.1%). 955 27
Bl (14.6%). 5895 2561 (135%). FHIRE 23 61 (124%). HEIJIE
2160 (114%). ALT#m21 % (114%). YV s—XHihn21 61 (114
%) F 9 FESE20 B (108%). AST HEhm20 %1 (10.8%). HUAKNEAR
REA TOE 1961 (103%) TH o729,

*9 0 AH 1M 3mg/kg (KE) % 2BMMET < A €Y L<7 (i
BRI Z) 1 lme/kg (RTE) 2[R H 12 638 [ ] Ba C i i
L7z PEM$GRHCB W TIE, AR ZRMICEG L, A €Y A%
7 GEAFHIRR) @EAMORLGHTH» 5305 U Loz BV
TG 2B L 720

(b2 R iR © PD-L1 38 BI85 1% A0 © EGFR i T4 BB
Je U8 ALK @A 85T Btk O UIBRASHE 20 #E4T - FiF6 O JE N il 2
#3630 (HANBEMAGEEL, 75 F F WA % &L ba bt
A (N+C PR #0177 61, 7 5 F F WK % & &b 3 9% 5 186
Bl) 2RI, AL E R E LT N+C OB AR 2 072
GV E MG L 720 RRBROBIKEHEH O —2TH 0 BRI 2 e
DRZTH 2 WHTEAAFINE (P yefi [95% BHX 1) 1&. N+CPE
FI#ET 555 [4.63~6.90] » H. fbag#edifit < 4.70 [421~559] » A T
H Y. N+C I 5 3L 9 O LA B R EE 2R L
7o ONVH— F I 073 [97.72% 15 BEIX [ : 056~0.95]. p=0.0070 [J& 51
logrank Bi5E]. 20194E 7 H2HF—% A1 v b4 7). B, Rk
DFRIRFHEHE O—2TdH ) BRI R BE DR R TH % a1
(e [95% B IX 1) 13, N+C ff H BT 15.21 [12.29~19.78] #
H. Abop# ki © 1219 [917~14321 » A TH . N+C %512
LB LG A B R ER 2 RS o7 (M= Rt
0.78 [97.72% 13 #HIX 1] : 0.60~1.02]. p=0.0352 [J& Bll log-rank # &1+
20194E7H2HF—=%hy b+ 7)o Tz, LML 172 HIh
159 B (924%) (\CRIVEH (BRMAEMRE 2 &) SO 5z,
F 2 EIE . Biln70 60 (407%). ML 6761 (39.0%). I % 43
Bl (25.0%) &F o BRI A HE 41 B (23.8% ). £ Ak IR E 3961 (227
%) FERL38 B (221%). UF P ERBURA 27 B (15.7%). Wi 26 1
(151%). 58952661 (151%). M/MMREGRD 2161 (122%). )
it 1861 (105%) THo7218, [52, 74BMH]

10,
0old —A— (LERELRR
% O (LR

S L NS UL S S SUSE SRS BN HLNAS S SUR SR
0O 3 6 9 12 15 18 21 24 27 30 33 36 39

at risk%g ISR (B)

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

{bHk8f 186121 57 22 18 13 8 6 5 3 0 0O 0O O

#10 0 5P B IR L Cid, A# 110 360mg. 74 4 € > 1111000
# L < 131250mg/m2, ¥ A 75 F 1 75mg/m2 X ik AR # 1 [l
360mg. 7 A% €y 1H1000mg/m2. # VKT FF 1 AUCS
(mg/mL - min) % 338 [ M FE CTHRK4Y A 7V 5T e L7,
A 11 360mg % 3B M MK TRUEHHE L 720 7235 BV id&Y
A4 27 V1 HHKOH HIZmiiE L 7.

IER - BRI L Tid. AAI1 I 360mg, XA ML F & N1
500mg/m2, ¥ A7 F ¥ 1 75mg/m? ik H VKT T F >~ 1
AUCS# L <136 (mg/mL - min) % MM MM CTRAK49 1 27V
ML EE L 2 By AFIM360mg K VR A ML F ok Rl
500mg/m?2 & 3 1 ] [ e © R A L 72

PEF GRS BT, AH & R Ly AL R EIEAK o
WG T 25 305 L Lo E BTG 2 MG L7z



17.1.11 ERH£FRSE N#EEER (ONO-4538-77/CA2099LA 55%)
(LSRRG D EGFR #Efn T2 BB O ALK @& # =T B
DY BRATE 2 AT - FEFE O IE/ NN B 719 61 (H A& N B 50
Bl Gt A Y AYT GHIETHIEZ) ROT I FF8AY &
ALl (NHI+C BRI * 1L 8 361 ). 75 F F B % & &b
PEHE 358 ) A b g, AbEARE AR E LT, N+I+C i EE D
BRVE R Ok 2 M Uize BEFHIEHE T 5 &AM (h
J il [95% 18 WX B]) 13, N+I+C Of JH B T 14.13 [13.24~16.16] »
H. ALZEPRERET 1074 [946~1245] » HTH Y, N+I+C % 5-
WAL LIRETHIICE BAREREZ /R L7z (O — R 069
[96.71 % fZ IHIX [ : 0.55~0.87]. p=0.0006 [J& 5 log-rank #5&]. 2019
FEIOHSHT =% Hy bF 7)o T/ RaMEFEMx S 358 B 322
Bl (89.9%) \CRIVEH (MRMAMEE % &) o bhz, £
ZEIE R X, L4 (263%). B8O B (223%). 9 73
(204%). HEIIRETIH] (204%). & ) FEAE 66 B (184%). FE9%5 64
Bl (179%). 95759 Bl (165%) FHKIE 56 B (156%). IR
FEREAR FAES2 ) (145%). MEI:47 61 (131%) TdH - 7219, [52
ZR]

104
09-
08-
0.7
06-
05-
04-
03-
02
0.1
o4 .
0 3 6 9 12 15 18 21 24
77 (B)

361 325 292 230 129 46 16 1 0

—A— AEY LY TRUICERAORR
@ LSRR

BRHHE

at riskE
1EVLT TRV
LR REGH R
bR 3568 318 259 183 94 39 12 0 0

* 110 P LRI Uik, ARAI 1 360mg % 3EM MIE. f €V o~
7 GEfa MR Z) 1hllmg/kg (RE) % 6B HME. <270 %
* 4+ V11200 mg/m2, H VKT 5 F »1HAUC6 (mg/mL -
min) % 3B M@ T2Y A4 7 )V SEE L 22 %, AHI1 1 360mg
Z3WMERE A ) A~ T GRIZFHIRZ) 1 1mg/kg (K
W) % 6 [ R B T R AR L7z,

e BRI R L Cld, ARHI 1 360mg % 3 M MIE. £ €Y A
<7 (B Z) 1 Img/kg (RE) % 6B R, ~X b
L ¥+ F1M500mg/m2, ¥ A7 7 F »1H75mg/m2XiEHVAET
7 F 1 AUC5# L < 136 (mg/mL - min) % 338 [ [ k& <24
A 7V HIEEE L7, AH) 110 360mg % 38 [ MRE K O ) A
<7 (BIZFHIEZ) 10 Img/kg (RH) % 638 M [ FE C niuk i
L7

PERFGRFICB VTR, AR EZ RIS L, A ¥ A< T (#
B Z) (A E) A ToR52FEL TV EEE) EAFO
BT T 300U EOMEZBOTHRSZHG L. /2. 1L
FERRIAFKI A C) Ax T (@aTHIEL) (EYATO
Bh5E2FELTWDRHE) ORG#TH5 305U oL Bw»
THG-ERIR L7z,

RABYVBRTEE LSS O BMiamE)

17.1.12 ER#£FRSE M5B (ONO-4538-03/CA209025 545%)
MAFHAELEVE N 2 A3 2 PUEBEESH (7T F=7, A=F=
TN VT T 2T NYNRZTE) R ECCFRERE AT 51T
PE S SRRk 0 PR B 700 R B R 821 B (H AR A B3 63 Bl %
Etro AFEEA0H), N1 A ZEEAILB]) 24, =T
XA R E U CAH 3mg/kg % 2 34 R RS © AU EHETED Lok
EOHMER O E LMW Lz, FEMGEE Th 5 a4 M
(F it [95 % 15 HEIX [ 1) o> v B AR AT A% 2R 13, KA € 25.00 [21.75
~NE*12] » ., =N ) A ZA#ET1955[1764~2306] #» HTH V.
RANT AT ) A 20 UREHHIICH B AR EREZ R L2 (O —
I H 0.73 [98.52% 2 # X # : 057~093]. p=0.0018 [Ji# 51| log-rank #
El 201546 HI8HF—% v b+ 7)o F72. RV ix %
406 B 31960 (786%) \ZEIEM (BRRMAMEE % &) 5380
SNz EREWEIE. 957 13461 (330%). H.L57 61 (140%) .
Z I FEREST B (14.0%). TFHIS0 B (123%). ARKBE 481 (11.8
%)\ F&BA1LH (101%) TH-722, [56SH]

—A— FEIE
O INOULZEE

O' 'é' 'é' 'é' '15' '1Y5' '1Y8' '2Y1' '2Y4' '2Y7' '?;0' 23‘3

at riskF 7788 (R)
ZAHIEF 410 389 359 337 305 275 213 139 73 29 3 O
INAYLREE 411 366 324 287 265 241 187 115 61 20 2 0

T AARNERG R 6361 (AAIREST B, X1 ) A 2R 266]) ©
AWM (hYeE[95% 5B H]) o PR AT #8, ARRIBEC
2737[2362~NE*2] » , = X1 Y 5 AHTNE*2 [NE~NE] »
Tholz (OHF— FE150 [95% 15 HHIX R - 049~454], 20154F6
BAF—=%7v M+ 7),
1.0
0.94
0.84 AR+~ --om-0
0.7 4

0.6 —A— KB
Qe IANOYLREE

3
17 0.5

T 0.4+
0.3
0.2
0.1+

0.0+ T T T T T T
0 3 6 9 12 15 18 21

at risk#t 47788 (R)
KB 37 37 36 35 35 34 24 16 8 4 0
INOULXEE 26 26 24 24 24 24 20 15 9 3 0

%12 © NEI3EEARE

17.1.13 EFEERFE MFEE (ONO-4538-16/CA209214 5XER)

ALZEFR AR IAIR O AT M SRS 0 6 W A 80 T e i JE 1,096
Bl (AARNBERAZEG, A ) A~ 7 GEIETHIA) B8
(N+T ) *BEESS0 6, 2 =F = 7REB46 1) 2342, A=F =
TR E LT NHIFHABEOANE R O RGeS 2R Lz, £%5
FEAIE H Td % IMDC*4 ) 2 7 43-% intermediate & U poor ') A 7
B (N+HIDER#E425 B, A=F =7 #E 422 B1) oL (e
i [95% 15 $E X ]) (&, N+Iff I CNE*5 [2816~NE] » H. A
=F =7 HET2595[2208~NE*] » ATH Y. N+ G 1ZA =
F= 7 LA FNICABEREREZ R L O — FI063
[99.8% 15 HF IX 1] : 0.44~0.89]. p<0.0001 [J&& | log-rank #% &1, 2017
ESHTHTF—%Hh vy b* 7)o F 7z, 4R R) 5 547 1 v 509
B (931%) \CEIMEH (BREMAEMRE 2 &) PRobhiz, £k
EIVERIE. 9857 202 1 (36.9%). & 9 HEAE 154 61 (282%). T4 145
B (265%). 59511841 (216%). HE.L109 6] (199%). V) /8—¥
B0 H (165%). HARMEEFEAR T 4 85 B (155%) T - 722,
(56 Z:H]
1.0 &
0.9
0.8
0.7
4 067
77 0.5
=
0.4
0.3
0.2
0.1

—A— (VLTI AR

001,

0O 3 6

at risk#

—T—T

4778 (R)

TEULS TR 425 399 372 348 332 318 300 241 119 44 2
R=FZTJR 422 387 352 315 288 253 225 179 89 34 3

L L S I S BN BN S B |
9 12 15 18 21 24 27 30 33

0
0



*13: AF 1M 3mg/kg (hHE) &4 ¥V A< 7 GHARFHIEEZ) 10
Img/kg (RTE) 7 [ H\Z 30 B B R °C 4 0] m i s L 7= 14, AL
[M3mg/kg (RE) % 208 HIRIFE CRIFERHEEY Lz, PRG-I
BwTid, KAl G L. A €Y A7 GEZFHERZ) &
KA OB GHET 55 3050 UL Lo E B TS 2RI L7z,

*14 : International Metastatic RCC Database Consortium

%15 @ NEZEEARHE

*17.1. 14 EEEFRE M HKE (ONO-4538-81/CA2099ER iHER)

ALEERE AR T O HEAT P S s B 1 o 5 I W 780 o .3 651
Bl (HENBZ 6B % e, HARY F = THH (N+CHEHEE)
*IOPE323 P, A=F = THE328B]) BRI, A=F =Tk L
LC. N+C BRI R %4tk 2 et Uz, REEHMIEH ©
B B BEHEEAAF N (POl [95% BHEIXH]) o RI1E. N+C R
BET1659 [1245~2494] » . A =F = 7B T 831 [697~9.69] »
HTHY., N+CHHBIR A = F = 7HICH LREMEMICE SR TR
ZR L7z Ov¥— F I 051095% 15 ## X [ : 041~0.64]. p<0.0001
[J&@ 3 log-rank €], 20204E2 H12HF—% v b+ 7). 72,
A VEFEA G 5 320 B 309 B (96.6%) \CEIVEM (A A il B4
EHt) RO LN, EREMERIE T 1828 (569%). F
B JREFERAEASIEGERE 12260 (38.1%). HURBRBEFEAL T E 107
Bl (334%). w1+ 97 61 (30.3%). %% 5786 61 (269%). ALT 4
m80 Bl (250%). AST #7561 (234%). WRE AR 4696 (21.6
%) M. 68%1 (21.3%). BB 656 (203%) TH - 722,
(5.6 2]

1.0 Be

—A— HEYLFTHHER
Q- RZFZTR

| S U U U U L LU T
0 3 6 9 12 15 18 21 24 27
at risk# |IBBREFHE (R)

HARYLFTHAER 323 279 234 196 144 77 35 11 4 0

Z=FZTJE 328 228 159 122 79 31 10 4 1 0

%16 @ ARH) 1 240mg % 2B [ B TR EE L, 2 RY ¥ F=740mg
Z1H 1R O8RS Lz,

(BRI AMOTHIRD X2 D NE)

17.1. 15 ERFE I 188 (ONO-4538-15 :ER)

FIR S MR 7L Y F <7 XFF 2 GlfET-HIRZ)
WU SUIANTI A O FF 56 AL HEETE O M I R 2 3% ) Vol
(ECOG Performance Status 0} O°1) 1761 % xf %12, A#| 3mg/kg
% 2 E M RIS TR EETY L7z, ZEFHIEE Th 2 850% (KET
IWG criteria (2007) 1230 < Hyef5gi2 X 5 CR X1 PR) %750
% (95%ISHAEIX ] : 47.6~927%) TdH o720 B, FHIICHKTE L
BME1X200% CTdH o 720 F 720 aVEFFMAF S 17 1 17 61 (100
%) WCRIER (BRIRMAMERE 2 &) 2580 b7z F2EER
F JEBTH (412%). Z D FEIES B (294 %), FE B4 (235
%) HURIREEREAS FE 3B (17.6%). JEI7 201 (11.8%). HBERE2
B (118%). A 2H (118%) Th-o722, [57 %]

BIE (%)
sea2 95 (CR) 4 (25.0)
5 viff (PR) 8 (50.0)
% & (SD) 2 (125)
# 17 (PD) 1 (63)
FHIAE 1 (63)

F AN 5 16 6] 0 SRBRS A 2 7R L 720

17.1. 16 S5 T HHEER (CA209205 i{ER)

FR S MBI TRIC 7L Y Y F V7 RFF Y GEIETHL
) ICXBWHEZ T B UEHR RO IR R D F 2y 2%
i 8% (24 — b B. ECOG Performance Status 0 2 U81) 80 i %
T, A 3mg/kg & 2 38 [ I FE T AR TS L7z, R
JHHTHh 5255 (%ETIWG criteria (2007) (230 < A1z
£ 5 CRXIEPR) 1£663% (95% 18 #H X [ : 54.8~764%) TH -

Too By FHNHEE LBMIZ200% THh > 720 F72. ettt
filixk 52 80 B FE 72 61 (90.0%) (ZHEIEAH (BRRMAMIE 2 &) A
B LNz BRI, EI7 2060 (25.0%) FEAHED KIS
1661 (200%). 56951361 (163%). F& #1161 (13.8%). B4 i
1161 (138%). H.L 1061 (125%). & 9 SERES B (100%). T
841 (100%) THho72, [57ZM1K]

B (%)
e (CR) 7 (88)
g (PR) 46 (575)
% 5% (SD) 18 (225)
# 47 (PD) 6 (75)
FHAAS B 3 (38)

*%17.1. 17 EAEE I 1HK8 (NCCH1606 HER)

2LV AV EOGRFHRIEEA L, 20 RS SRS X 2158
JFED W 1L B 24T OB IED R T 3% ) 8 JE J OV sk
O/ VRV AR RS B+ 2 b R0, A 3mg/kg % 2 3 B RS T
FIEEHE L7z ABBRICEBHEINZ266109 b, ik Y F 1)
UONBEIZIBIAANS L, TORBEARE (LLETIWG criteria
(2007) 120 CHBRBELERMNE) 3552 (CR) Tho7zo T
7oy AR x5 26 B 23450 (885%) \CEIVEMT (iR A A i 2
FHrEt) PROONT. EREEE. U VBB 1461 (538
%)\ FIM12%0) (462%). FIMEREGEA 861 (30.8%) ML/
8% (308%). TANTGF YT I )+ v A7 2T —XHNN6H]
(231%). BFHEREGRA 6 61 (23.1%). BEIR B IREZE 6 61 (23.1%)
FEESH (192%) K7V T 3 VIMFES B (192%), 7TI5=>T 3/
b U AT 2T —ERIM3H (115%). %936 (115%). &H
JR3H (115%) Th-o72%, [57 5]

#17  AHNORB SRS TFHEUSHE RO iy 3 %

Y)Y TH B,

(BRI EREREH T 52EENE

17. 1. 18 EEHFFEMHZER (ONO-4538-11/CA209141 FKER)
7T FFHH % GRS THELP S 6 2 H LN ST
WFHRESED SN, WG HNORFHREO#EIE & 25w
/IV I o BESE IR P b Rz 19 (B3 361 ) (HARNBE 27 0% &
ARFNBE 240 B, SHIEHE 121 1)) % xb 5, BB Y E A5 L 72
B (AL FEF—P, FEFFEV LI LY F I T) 20
& LTARH 3 me/kg % 2 J8 R FIFE CAuliEED Lz & ofam
BOFEM 2 Uiz, EEFMIEE CTdh 5 &EA MM (hoefi
[95% fZMEIX 1) o v P FAATT A SR 0%, AR FI I € 7.49 [5.49~9.10] »
H. % EET5.06[4.04~6.05] % HTH 0. AHFNLE BRI Y ERiAS
B 223 LG #NICAE R ERZ R L V= Flk
0.70 [97.73% 12 ¥4 1X [ : 0.51~0.96]. p=0.0101 [J§& Bl log-rank ]+
2015412 HISHF—% A1y b4 7)o F72. e VEabiixt 4 236 41
13960 (589%) CEIEM (BERMAEMEE %2 &) MR oh
7oo ERBUWEANZ. E57 3361 (14.0%). B0 206 (85%). F695 18
Bl (7.6%). &9 FEHRE 17 B (7.2%). EHHGE 1761 (7.2%). TH#I16
Bl (68%). Al 1261 (51%) THh-o7220, [510ZMH]

1'0 -A..
OR —A— AEE
| O ER

0.8
0.7 1
0.6
77 0.5+
: 0.4
0.3
0.2 b
0.1 O-+-0-0
0.0,
0 3 6 9 12 15 18
at risk# 41788/ (B)
AEIFE 240 167 109 52 24 7 0
IHBEE 121 87 42 17 5 1 0
*18 © BH H 3L B O L BUR R % & o
*19 1 MR L SNAEFEMAE, DE, v - TFIHEEK OB,




(BPALREERICHEE L FABYRTEE L ET BREOSE

17. 1. 19 EEHEFEZFE T4#8:;45% (ONO-4538-12 5iE&)
2 DL EOALFHREIE & A A EEERIR A USRI O HH Y BRA
HE 70 AT - TS O B Tl B AT (R oh.OlEEE A
WED LF5 em DI E § 2 Btf) B3 49361 (H AR A B3 226
Bl % Erteo AHKIEESIH], 7T L REEL63IH) #MRIC, TILK%E
iR & U CARAI 3mg/kg % 2 3R & C MIEEHETED L2 ZE0F%)
PR a2 et L7ze EEFMEN TH 2 £ (b fl
[95% EHHIX F]) 13, AFHIHET526[460~63714 H. 75 RKBET
414[342~486] 7 HTH Y. AHNZ 7 5 LRI LEERHFAWICH
BHERE &R L 72 0N — FH063[95% 15 i X [ :051~0.78].
p<0.0001 [J& 5] log-rank ¥ E]. 2016 4E8 H13HF—% v b+ 7)s
F 72, AVERH R 52 330 B 141 61 (42.7%) (CEIVE (R H
i % & t) WROONTe ERBIEMIZ. Z ) HEE0F (9.1
%), #2360 (70%). F & 1961 (58%). ¥ 971861 (55%) T
o722,

1.0fa
0.94 \. A Sk
O AR

0.8
0.7
0.6
7£ 0.5
: 0.4
0.3
0.2
0.1
0.0+ _—
0 2 4 6 8
at risk# H£77HE (B)
AEIE 330 275 192 141 94 56 38 19 10 5 3 0
7o+wK# 163 121 82 53 32 16 10 4 3 3 1 0

T T T T T T
10 12 14 16 18 20 22

(PR EE A HETT - BROBMME S RIE)
17.1. 20 ENE T HHER (ONO-4538-41 &5R)

TIFF AL ARRX ML FE T MY LKA E OGS IR
6 XX AT O AT X% R P o TE P W b i B B % (ECOG
Performance Status 0 % O°1) 34 1 % 5512, ZR# 240mg % 2 H [
BIRE CHM I E L FEFMEE TH 5 EAFE (Modified
RECIST criteria (2004) 1232 < e i & % CR LI PR) 1
204% (95% EHX [ 1 168~462%) Td o720 B, FHHIIZKE
L7z Bfli1350% TdH o 720 F 720 94 Pk 5T A 0k 5 34 1 v 23 B
(676%) \CREITEH (MRMAEMERE 2 &) 2B oh, T2
e, TFoi4B] (11.8%). 835461 (11.8%). V) /x— 14 )
(118%) TH o722,

Bk (%)
554235 (CR) 0 (0.0)
7R (PR) 10 (29.4)
% s (SD) 13 (382)
# 47 (PD) 9 (265)
S AN B 2 (59)

17.1.21 ER#£FESE DF#EHEBR (ONO-4538-48/CA209743 HBR)

AL R AR IR DO Y BRAS B 72 FEE N I5E b Bz IR 605 681 (HI AR N B
60BI% e 4 ¥ AT GEE T Z) P (NHLHEH) *20 5
303 . AbZEREEEIE 30261) Xt BIc, XA ML XL FF MY T AK
MR T I FFRH (AT FF > REH VKT 55 >) PR
ZRHEE LTy N+TBEHIBED AR ) O a2 Wi L 7zo B
HHTdHh 2L (P fi [95% X 1) &, N+HIPEHBET
18.07 [16.82~21.45] » H. b 8 T 14.09 [1245~1623] » H TH
0\ N+ B 513 b A F o0 LR IC A B A R 2R L2
ONHF — F 1074966 % 15 ## 1X 141 0.60~091]. p=0.002 [J& 51l log-
rank ME]L 20204E3 25 HF =% Ay M4 7)o T 72, L4
Xt 4 300 B H 240 51 (80.0%) (CEIVER (FRIRMAEMERE % &) A%
Mo b, EREIMEM X TH62H (207%). & 9 FEE 49 B
(163%). 3695 4361 (14.3%). 574161 (137%). HARBREARAEAC T
E 3261 (10.7%). L3050 (100%) TH o722,

ool & —A— AEY LT THEE
@ ALEREAR

17 0.5

0.14

LA B S SN SN B B SN SN B B
9 12 15 18 21 24 27 30 33 36 39
at risk#j £7FHE (R)
‘fl:'%/;g% 303 273 251 226 200 173 143 124 101 65 30 11 2 0
b EAE 302 268 233 190 162 136 113 95 62 38 20 11 1 0

%20 @ A1 3mg/kg (RE) % 2-MME. 4 Y A~ 7 GEEFHLR
2) 1l1mg/kg (PKTE) % 6308 M M FE T LIHEHEEY Lo PRI YS
FRHIBWTIE, AAZ RIS L. 1 €Y A< 7 GEET-HIRZ)
IEARHN OB GHET 5 305 UL oM E B THRSZ G L 72

(BPALZEEEZICEEL LABYRTERLET BROSEEY (Y
OY 554 hAREM (MSI-High) 287 5#55 - EIBE)

17. 1. 22 /5B T #HBR (CA209142 FER)
O7 LY 3 Y UV RPEEES A L O@4 ) 75 F v i34
VT v SRR KRN & B DAL O B B IRV BRASHE 2 o
T-HROBEE~A 70357 54 A% EN (MSI-High) i 3
A=y FBERIE (AMMR) %63 %5 - B8 74 61% 4 4
12y KA 3mg/kg % 2 3 [ [ FE C AUMEHETED Uz, BEIFMEE
TH H5EMFE (RECIST 74 K54 ¥ LIS  {RERE AR EE il
HEIWZ & 5D CRXIZPR) OFERIZ. 31.1% (95% 18 #HIX [ - 20.8 ~
429%. 2016 4ESHI0HF—% A1 v b+ 7) Tholo T 44
PEEEAIT A 5 74 B0 5161 (689%) \CEIVEI (B R AS i % % &
) DD SNz ERBEIMEAIE. 985 1761 (23.0%). T3 16 41
(21.6%). I HEAE10H (135%), V 8s—EHIMIB (122%). %
86 (108%) TdH-7230,

Bk (%)
52w (CR) 0 (0.0)
5% (PR) 23 (31.1)
% E (SD) 29 (39.2)
# 17 (PD) 18 (24.3)
A A RE 4 (54)

O7 L) 3 Y UV RIUEMESEH L O@F F ) 75 F 0 x4
VT RN KR % G DAL A O B B B Y BRASHE 22 o
T -HREOEBIE~A 7 0% 7 54 PAR%EN (MSL-High) Xid 3
Ay FIBERE (AMMR) % H 3 2 858 - B0 E 119 61 % %)
12, KA A Y A~ T GlfETHIEL) 268G L2, &
PEMEIEH Td W (RECIST #4 FI4 ¥ LIRICHED
BRI MK 212 & 5 CR LIZPR) OFFFI3. 546% (95%EHHIX
M :452~638%. 20174E7H6HTF—% v b4+ 7) Th o7z
F 72, LV S 119 B0 87 81 (731%) WZREIVEN (B R A
R 2 &) WEO LN, ERBEIEMIZ. TH 2660 (21.8%).
W7 21 B0 (176%)+ Z ) FERE 2061 (168%). FEZ& 18 B (15.1%).
AST HM17 61 (14.3%). FAIRBRARREAC THE 16 61 (134%). E.l
1560 (126%). ALT 1460 (11.8%). H IR B Ak 7 8 5 13 61
(109%). 3551361 (109%) TH o723 . [516 BH]

BB (%)
4% (CR) 4 (34)
85285 (PR) 61 (51.3)
% JE (SD) 37 (3L1)
# 41 (PD) 14 (11.8)
AHIIANRE 3 (25)

*21 0 KA 1M 3mg/kg (KHE) LA ¥ Y A< 7 (EIzTMHHEZ) 10
Img/kg (PREE) % [W H 2 3B M FIFE C 410 5k L 7218 A1
I8l 3mg/kg (PKTE) 7 238 [H] [ B C 0 R TEY L zo DRI 50
KBWTiE, KHZRMIEG L. A E) A< 7 (BIETHER)
EAK OHEGHT H 5 3050 Lo % BTS2 BIA L 72,



(PACFRERICHEBL LREGYIRTEE L ET - BROBER)
17.1. 23 ERAFE MAAHER (ONO-4538-24/BMS CA209473 &i5%)

7 vALE ) 3 YV RPUEMIES A K OV T T T 5 B % e bk
WA ST AT o £ 38 98 B ¥ 22388 Bl (H AR N 274 B % & o
RANBE193 B, A HEEE1956)) 2 RIS, & F3 2 REH (Fk s
FENIIZ 87 ) & X)) wxtlE LCARA 240mg % 2 38R 1 b
TRHEHE L2 & 2 O L O a2 Mat Lz F 8 E H
ThHEEAHE (hIfE[95% B X B (& AHEETL1L17
[9.99~13.73] » H. W HEE:C854 [7.20~989] » HTH V., KHNI¥
T U REANCH LREHFHMICEE R ERER L OVF— i
0.79 [95 % 15 ## [X [ :0.63~0.99], p=0.0381 [J§ | log-rank ¥t 1.
20184E 1L H12HF =% H v b4 7)o Tz, RAMEFHIIN R 192 61
12960 (67.2%) (CEIMEAM (BRMAEMRE 2 &58) R0
720 LEIWEHIE, J835 2360 (120%). FHI20%1 (104%). HUK
WA REAC T AE 1760 (89%). Z 9 3EHE 17 B (89%). EAKIE 15
Bl (78%). 5 #1561 (78%). I %1481 (73%) TDH - 723,
[5.20 1]

1.0 g 3
094 k. GO —A— KRHE
' O KR

0.8
0.7
0.6

g 0.5

0.4
0.3
0.2
0.1

0.0
T T T T T T T T T T T T T T T T T
0 2 4 6 8 1012 14 16 18 20 22 24 26 28 30 32 34 36

at risk# 4778 (R)

KB 193170158139120105 89 77 65 55 38 20 13 10 6 4 3 0 0
*fRRR¥ 195182157 116100 79 66 55 48 39 26 16 11 6 2 1 1 1 0

*22 0 KEIR. AESE~NOW SRR HE RO T, 2ol A
ATV MABERZERL TO R WEZEINSR E S,

W) AR OKES Nz B G5 o JE RO =1 [HEE, A=
RANV~7 GEETHEZ) & LT, 110 240mg % 2 8RB 31
1 480mg % 4 34 [ 1 g C A EHET 5. TH B,

H2) AFOKBRENTABEYBARELEERAHICH LTI YY) A
7 GEETHIRZ) LHRET 2560 BRI [EE, K
ANiZid=FR =7 (EETHz) & LT 11880mg % 38 [
@ CAM I EET 5o 2%, =KV~ 7 GEIETHIRL) &
L C. 1181240mg % 2 38 [ i b 501 1 101 480mg % 4 34 [ i b C 3
HET 5.] TH Do

1:3) ARH OKGE S NG RAEE 2 AT - FEIE 0 I/ NIINRE <%k LT
fl o FUEVEIE R & PR3 2 6 o Mk L O R [, sA
ISRV~ 7 GEfET-HEZ) & LT, 11240mg % 238 [ Bk
XAZ 1 360mg % 3 I FE CliEiET 2. TH Do

H4) AHOIKZEE NIALF L AG R OBIEYIBRA G UL im0 F
MUTRE, 25 AR (SR U 7 iR W BR AN BE 722 4T - FEFE O
EHE~S A 7 0% 7 74 PA%%EN (MSHHigh) %43 245 -
EEEICH L TA EY A~ T (BETHIRR) LHEET2HE60
FEER O T, A=KV~ 7 GEEFHRL) &
LC. 1[240mg % 338 M b T4 T #ET 5, TOH. =K
V=7 GEfs M z) & LT, 118240mg % 238 8 BB 3 1 [l
480mg % 4 JE [H [ I T il EHE T 5. TH Do

H:5) AR OGRS NI YIBRARE 72 AT - T3 O BRI b B i 12 LT
A A~7 (BIaTHIRZ) LT 2560 HE RO
EF. BACE=RVv~7 (B THfEz) &LL< 1H240mg %
2 JE IR PR S 1 9l 360mg % 338 ) R B CaidiiiiE S %0 TdH b,

Fk16) AAIOKE S N7 FFEUIHATEOW M & 2 F ) 28l Ik

ROHEE [EF, RAE=R V<7 GEEFHEIRZ) L LT
1181 240mg % 2 38 [ 1 B 5131 161 480mg 7 4 3 i ] B ~C 433 i 0 97
%o

MW ARICE =R v~7 @EFHRL) & LT 1M3mge/ke
(PRE) % 28 RIMRSCRUEHHET 50 2B, KE40kg Ll E /R
ik, =RV = 7 GEEFHIRR) & LT 1m1240mg % 238 [
PRSI 1 11 480mg % 458 M MM CRUHIHET 5 2L b T& 5] TH
%o

18. EnhEIE

18. 1 fEF#R
ZARVT T, e FPDLICH T APKTH D, PD1EZD)
FT& % PD-L1 X UPD-L2 &L & ZMHEL, ATUIERNZ T
MIRBORGGE, TEHEAL B OHIRLAG EE P O BIR &2 X b . SR M %
HHlT s EEZEND P,

19. BRI S EEZHFEA

—fk s =RV R T G Z)
Nivolumab (Genetical Recombination)

STt #9145,000

A OB e FPDLICHT 2B AR FgGAE ) s B —F
PitkTdh ., BRI FHOT I BIRIED Proll it
NTWb, FX A =—ZANAAF—PEMIIC & 0 pEd X
NAH4UEOT I ) BIRIEN S 7 A HEFH2AR KO 2140 7
I BRI D R D BRP2ARTHE SN AN S X2 H T
H5

20. RV EDEE
AR L TIREET 5 2 &

21, EBEH
21,1 EFEGY A7 EFHE W2 KED b, #UICERT LI L,
GRABYVIBRTEECEMNEGE. BRUIHEAMOHAN KIS X U

INEE)

21. 2 FIN COBRBIEADZ D TRONTWDE 2 L6, BEREE.
—BRDORENARD T — 7 BHEHEIN D T TOMIE. SER % X5
ARG A 2 T 5 2 22X Y AHEHBE O S E
RS AL L L1, AHOREW R OAEMEICET 57— % 2 5
WCIE L, AR O IER IR E s EZH L2 L,

22.a%
(F 7T — K &iEdeE 20mg)
2mL [1/3%4 7]
(7T — KR EiEEE 100mg)
10mL [1/54 7]
(F 7T — KR Ei#E 120mg)
12mL [1 /54 7]
(F 7Y — K ERi#EHE 240mg)
24mL [1/34 7)V]

23. FEH
1) 7Y — R AGHEE SRR A A N (EEEREN - B FREM)
2) /NEPSESLTZE AL TAH (CA209039) tBRAGHET (RLERD
3) /NEPEESL T AL AE TAH (CA209205) BRMGHRE (FLPERL
4) Yamamoto N. et al. : Invest. New Drugs, 2017 : 35 : 207-216
(ONO-4538-01 #fi%)
ANTPIEL T3E - ENES TAR (ONO-4538-02) kBRpcfE (RhNE R
20144E7 JJ4 H7RGE, CTD 2.7.64)
6) /NEFSENE T3 - ENAE A (ONO-4538-08) slERMGHEE (RLPIE R
7) Robert C. et al. : N. Engl. J. Med.,, 2015 ; 372 : 320-330 (CA209066
BR)
8) Weber J. S. et al. : Lancet Oncol., 2015 : 16 : 375-384 (CA209037
BR)
9) /NEPSEAL T WM IAH (CA209037) FBRSGHT (LR
10) /NEPSESL T3 @ EINEE TAH (ONO-4538-17) akBfeniiik (FhINERH
11) /NP3 T3 - A AH (CA209067) FERSGET (LR
12) Weber J. et al. : N. Engl. J. Med,, 2017 ; 377 : 1824-1835
(ON0-4538-21/CA 209238 7k B#k)
NP T EINES TAH (ONO-453805) skl (fLINEHE ©
2015412 H 17 HA&F2, CTD 2.7.6.7)
Brahmer ]J. et al. : N. Engl. J. Med.,, 2015 ; 373 : 123-135
(CA209017 X B%)
NP T EINES TAH (ONO-453806) skl (FhINERE ©
2015412 H 17 HZ&K#2. CTD 2.76.8)
16) Borghaei H. et al. : N. Engl. J. Med., 2015 ; 373 : 1627-1639
(CA209057 7#5%)
17) /NEPSESE T3 EIRR LM A (ONO-4538-52) ahERIHRE (LN
R
18) /NEPSE L3 « FEIRSILRZE MAH (ONO-4538-27/CA209227) Rk
s (LR
19) /NP3, T3 - ERSSLF A5 A (ONO-4538-77/CA2099LA) 7Bk
s (FLERL
20) Motzer R. J. et al. : N. Engl. J. Med., 2015 ; 373 : 1803-1813
(ONO-4538-03/CA209025 55%)
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21)
*22)

23

=

24)
%% 25)

26

g

27)

28

z

29)

30
31)

=

32)

33)

Motzer R. J. et al. : N. Engl. J. Med., 2018 ; 378 : 1277-1290
(ONO-4538-16/CA209214 7k%)

ANTPHEGH T3 - EIRBSIE S AR (ONO-4538-81/CA2099ER) 7k
Hedt CREERE

ANTPHEGH T3 EINES TTAH (ONO-4538-15) akBidift (fhNE#L
2016412 H 2 HKG2. CTD 2.7.64)

Younes A. et al. : Lancet Oncol,, 2016 ; 17 : 1283-1294 (CA209205
KB

/NI T3 - EINES TAH (NCCHI1606) Bipifs (FhINERL
20214E9 H G2, CTD 276.1)

Ferris R. L. et al. : N. Engl. J. Med.,, 2016 ; 375 : 1856-1867
(ON0-4538-11/CA209141 7k B#)

Kang Y-K. et al. : Lancet, 2017 ; 390 : 2461-2471 (ONO-4538-12 &
15

/NEPEEE T EINES TAH (ONO-4538-41) kBt (FbINEF:
201848 H 21 HA&FE, CTD 2.7.6.1)

NP3 - EIBSIL WSS IIAH (ONO-4538-48/CA209743) #kl
Bk (FEERD

ANEPER LT3 AV A (CA209142) SRERMGHT (RLPIERL
Overman M. J. et al. : J. Clin. Oncol., 2018 ; 36 : 773-779
(CA209142 5X5%)

/NTPHEG T3 - FEIRR IS AR (ONO-4538-24/BMS CA209473)
BB (REEORL)

Wang C. et al. : Cancer Immunol. Res.,, 2014 ; 2 : 846-856

24, XEKRERUBEUVEHEE
INEPSE S TR AL < 9 D MRS
T541-8564 KRBl X AKERNT 1T H 8% 2 %
il 0120-626-190

TYAMV - RAX =X A7 A THRAEH A7 1 VRNV =T

() FCHB A X PE i1 6—-5—1
(TEL) 0120-093-507

26. BOERFEEES
26. 1 BUEARSE

onORAE ST E S SRS

KIRTIFRREAKERET 1 THB&E25

26.2 70F—Y a3 R#E

M Fy2 L7192 2017 e

RREBFHEXFEHTEG6-5-1

OPD-HL



