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REALT 7 F 2 | BEICIEEY B EZITIZE, | ARIDZBZNN DS,

1. BlI{EA

KOFIWERHODNDZ LD HLHOT, BIEL T5IATV, BHE
ARDONTYEIIdI G A PIE T 228, B RLEETIZLY,

1.1 EXBEIER




1. 1. 1 HEHMRER
PN e, B i o 54 o0 P RTPE A 2 2B (3.3%. 5.4%) 23 S
NBZEDHEDT, B HHDOOLNI R AL, HRDNE X H
JER CT, M~ —h—SoMmErEitids2E, [1.2, 82, 9125
jilcy

11. 1. 2 EESHENE (0.1%Ki. 01%). OBHR (02%. 03%). &
% (02%. 04%) . HERUHBARE (0.1%Ai05. 0.1%Hi00)
INOLEEHLIZEEZONDIEBDIRE SN T VD, T2, TIER;
MNFENZ LB 7)) —E D720 2RI IR AR AETTHIEN BB
DT, RO AL ERET52 8, [8.35H]

11. 1. 3 KEGH (1.2%. 3.0%). ‘MBEE (0.1%AKii 02%). EEDT
#i (0.8%. 3.1%)
W 5 2L A LI AR DB DG SN T Wb, Fife 35 T
e, MAESEDRERD S S bz E1id, #5-2HIkd 5%k,
WY R E T Lo

11. 1. 4 1EYBE RIS
TEURE R (BE BB R % &) (02%. 04%) 75 Hb i, HiR
WU T I R—=Y AR EN D S 1BRIERIF S b6
WG EHIEL, 42 YA OB 5 SO BT L.
[84& ]

*11. 1. 5 EELIMKEE

S PRI/ NG A E CBUEAET, 0.1%A00) « IS £ CREAR
W1, 0.1%A0) « BRI ERAE GRS, BEA) | FEEMEATFrhEk
WAE (0.1%Ab, 1.7%) PLMLERIAGE CEEEARB], SEEEAH)
HEORERMBBEERDHSDLNLIED B L, T2 RHNEHVERT
FF NI FFRIV RN AT Gl TR z) Eof 8
IZBWT, FEBEITF P ERIRAE (158%1) 238 HhbN BTN B b
[8.11%/]
TEL) SEBUEEEIE ONO-4538-523k Bk 0 BT L 720

11. 1. 6 BIERT 2. FFAR£. FFHEEREE. TR, BEMEER
BIERT 28 GRS, BEEAH]) . IS4 (0.1%A, 0.1%) . AST
B, ALT 300, p-GTP R, ALP BN, EVUVE » R %4k
IR ERE E (0.9%. 4.2%). 4% (04%. 1.7%) . WAL % (i
JEARW, BUEAN) Db obNbsIeddhb, [855MH]

11. 1. 7 FUIRIREREREE
FHRBRBE RE K T (8.0%. 12.6%) HURBRBERETTAHESE (4.2%. 6.6%)+
HURBR 2% (0.9%. 1.6%) S OHIRIBERERE E 0 HHbND LD H 5,
[8.62MH]

11. 1. 8 TEMAEERE
TS (04%. 2.0%). TIEAFEFEKTE (02%. 0.9%). B R
BRIV E & RAE (0.1% A, 0.1%) 55 0 T T f i hE kg 5 0%
HobNLEIEN DS, [865H]

11.1. 9 #HiEEE
TR = 22— 8F — (1.2%. 165%) . ZFe=2—m/%F— (0.1%K
ity 0.3%) . HOSEE = 2 — 185 — (0.1%A00. BUEAH), ¥5
v NL—EBERE (0.19%A05, 0.1%A00) TR (0.1%A0, HEAR
) SFOMBEREESHOLDLNLILEDN D S,

11.1.10 BEE
B4 (05%. 2.2%) FRANE VPR 28 (0.1%. 0.1%) . SRERIRE
P& BRI, 0.1%A:i) FEOBBEENRDHLDONLIENH L, [87
]

1. 1. 11 EIBES
HIEHEREA 4 (0.8%. 32%) SFORIEREENHHLNLEI LN DH 5D,
[8.62MH]

11,112 B 5¢ ., BRRE 2%, BEEX
& (0.1%Ai 0.2%) RS (0.1%A0. 0.1%). Friid (HE
R, 01% K BHOLNLZENH S, Tz, HMREERHEA
N7 AEE AT, HEA]) bt shTnb,

M1 I3 EEDOHEES
i 3 R HE R R 5E (Toxic Epidermal Necrolysis: TEN) (3
JEARB, 0.1%A1) « K28 R ARAE T (Stevens-Johnson SEMTF)
(0.1%A 0.1%Adm) « FURIHEHE (0.1% A 0.1%A) . £ AL
BE (0.1%. 04%) FOEEDREEREENHODONLIEDNH 5,

11. 1. 14 iR ERAE
RIS ERIR AR (0.1% A0, 0.3%) . Bl ZEAEAE (0.1% A 0.4%)
SEOFIRIMASTERAED B HDNDLILED B D,

11. 1. 15 Infusion reaction
TFTI4TF T —, FE I, EHFERE, 5, MILE., AL, I
% PRI, E 0RE 55 % & € Infusion reaction (3.5%. 6.5%) 23 5
NBZENDH B, FEED Infusion reaction A3 HH N7z HAIZIXE
HITH G2 IE L CEYIZRMLE LT L L BIT, & TOMME L OE
RAERICNETL2FTHAOREL 5B T 528, [885
]

11. 1. 16 MEERAEMRE HEAP, HEAH)

111,17 #&8% CHEAY], BRI [9142 1)

11. 1. 18 BE% (04%. 0.8%)

11.1. 19 EEDER
FIESIBICENTHEEZLNLEEDE % (01%AK. 01%) A%
HobNLIEN DD, FENFRDLNIL AT, BT E ARV
EVHIOPGEOBY BB LTI,

11. 1. 20 SXESELX (0.3%. 0.3%) [8.9Z:H]

11. 1. 21 FEBHIEAEMREE (R, HEAH)
HEPRDONT A3 G2k L, S 2uLE (A B A,
T R R ML ) 35 D P - 3BHTAR) &4T9 L &b 1T, FERATEIE
THETHRHEDRELZ T ICBgT 528, [8105HH]

% 11,1, 22 MER FEEARB HEAH])

KR4S e, i B4R g6, N TR AE 98 THUAF b BRI B i1k
(ANCA) B4 45, IgA M 4%, RHIMEREZEE] BdHSb
NBIEN DB,

w11, 1. 23 MASMRUNMERE GHEARY] SR

AR /NI A P S8 B3 45 o0 IS P NI FE 25 S b b 2

LB Do BEMRIMLERZ AL B L, /MR, B RE R 45 338
DOLNEIE, WY RLERITHITE,

) TE AR | o S BURE L, WO -0, ORI 5 0 IS R IR L

720

11. 2 ZODOEHER

11. 2.1 Bijhig 512

SULE | 1~5%Ki 1%k W]
- iﬁ}g ’[‘9 VS AR IR B
i O [N R S R, sk | WskEk
VoS Mo | s BFsRsREL O | D, R
B e | B, AR, | 2
i, sk, |t R
NEZTVY VR
e
IR BT, LEE | A
L VIR BNk, BB, (5 | AL
5 Wik, MR, LERIQT | 4. Dl
R, DA %
HRO D H AP
B s
P R o R, AR
Bk WB A
IRt AT, e | 77— b -
Lk SEREI, BBl BB, | AHN -
BB, faE B
WL . A&, 11
W, UK. Ei
% o, Do
o e | LR e g, A
e I F NS T N Al o
G W R M, e, ek
s BPAIL, W TR,
FeHEH S IR, [
A4, WL L
a1
B | e AR B | 1. BN, B
s | (196 | BRI, | R Wl bR,
EE o) e | s 427 | S HEELET 2R
JIE VI UHRE | N




&k

5%BLE | 1~5%i 196K BIEAD] 5%BLE | 1~5%Kih 19K BUEAD]
Do FIETHIL SR | ‘ A, AEIR LA O
R . AT, b | B LR AN, IR, By,
Bk IR T, g |17 RIQTHER
F—32 1 HROE BEPROE, B, 5
s Bbg W, AL
W, SRR, AU, =
M o PERRBEAEIE T . IR
I W g, 2. B % & PEREAR T HE, SR Rl
SN KA, il
s TR M b, BB, @705
e B T - g | P L SR,
e W R LR A, 7
BN T TN A
RALA, U5 |fi BBAL S0 M, 5 | WLERI A, T U
Ao | foag | DTS | BUY AU, 7 @fj_m:? i 9%, B, B 1
g |8 BT 37— | AU, B8) M, 87 | 2 {mé Bl (266 TR RIBEAR 4, TR
A bl EN %), FH Wk, BAFREAL, U 4,
s e vy |F18% o | 2169, | WEREL 1] 8 PR
I Hﬁ’ﬁ%'%-ﬁ::\ YN o DIE‘:LU_\ 'fi w%ﬁ li?‘é"%(ﬁ%\ ﬁﬁ{t:‘ér&
B B LI i, AL, RSP
g %, A T b P
DU 5 BB 5 ek, WAL, L0
- G WL, 554 LA, H
ﬁ‘ = . . *g@m—‘ U'?V‘f"ﬁ%%%ﬁ?] WA ?ﬁﬁ??}]ﬁ\ D?El\ ')gﬁﬁ\ FF
woswits | s | DO b, Db, vl P N
R BB, W9, Sz — BEE | et | g, o | VOB A REHEREAL
DL IR . S O ) T MR A 7V
%, DR H
] . IR M. SO 2&%5& U F WF-H, v a
i - oty | ISR T A = AR= S A WK
R . 5l &, VEF—IER, 5o, SIS, SR, U
iy N e, A% HEHRASS,
I RSN [T T T i MR RESAR, RGP,
jonn | R, R b PRI, % T
. oo e, $EBUE, R %
UM, B, 7K. R, 57 | e s
Leodd, M%Egﬁﬁ‘ %ESL b s, | A T
" | 7R S, R | Bk, Y ;’i}’jj m‘;’;’”jﬂff‘f’
Ko O° e W | i s, v, e ) (195%), | DAULE G | - ﬁ’”\”
b e * 2y NFOTAHI, 1 ke (55— | rvsom [l BERIE
e SR | s, 57 | f, ek | RO 7
ot A N AT S =2 R,
< o P 06 2l FAY) Y AIE, #EE R
BRIV, | 5. hitbR, I s, | 2 BV, F 7%
| [P SER| SO SR, BT s ¥ AlLE
RMROT | S0R M |, OB, s
BT | o R, | AR RN F AT B
B |0 s R SRR e R Mg, 75| PR, S A
P e weE | o L . Wt |y | | W o |
R il s s, | PR, Do | T
— e i gi;@ﬁmﬁ B,
g e R, BT
L LN, ST, ST Bt | i L5 7o MR,
i, SLEE, M~ —% A g | HERSE ;HE,‘ PIRREE IR
2ol R 1 |~ 1k CK A, i b | O g gy | VI R,
T, M|, R Pl SEELIRIE. BEEHIREIRE S,
TR, ALRERYESESEE , e
i | _ QLT RO SR I s, ., e
VE2) [17. B MR ] OBU R L7 BRSO S b YA 512 513 2 R BB B RN
DRFHIIESHRIRLL, A
WL, 4000 Jo5i, 9
11.2.2 HRARET) P, O AU
: ‘ _ foiaN fe Lovo | 5% WS, SR, SO,
%ML | 1~5%Kih 106k WA gﬁfﬁéz <Y, B, | WL BEREREE, H—7 7
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3k

SBE | 1~5%ki 19k BUET]
ses 77 |10 L e, g, v,
pem s | 250 e, o | LM AR, TR
gy FEAE (175 W% 2 mﬁ%ﬁ@tﬁ 02l ==N
R o) e | TS g, seow, s, B
B T R i sies, arteeos,
i - B SR
et
PR - HIRL, 12T, AR, X
AR T
i LD #0. CRPH
. NS N
A,
ot PRIRS o s —n—in,
L. AL

11:3) [17. R B OB RLR L 72 AR R 0 ) HOF I 512 BV 2 R T
DEFHIIEDEER L7,

14. A LOEE

14. 1 ERFRRBFOEE

14. 1.1 A 7IRIRER 3, SLIBEEEL WS E,

14. 1. 2 RFANS AR A AR UZ5% 7 RSN A RS 5. %
B, 1H240mg. 360mg X 1Z480mg $% G-Ik O #8713 AR H 30kg LA
Lo BFEIIF150mL L, AR 30kg A il 0 #1213 100mL BLF
L3%,
3mg/kg P& 5- 5 13 I # 1 £30.35mg/mL Bl E & 72 5 X5 1A §
%o

14. 1. 3 IRIMBIEE2ITRML ., B aREILETL2E,

14. 1. 4 HREOTILER LI THZ L, T/, BRI,
BB RO BENEHLOTHA LRV,

14. 1. 5 Z5H% ORI E0.35me/mL Adii Tld, AHI o ikt
DOREEDFERAE SN TR,

14. 1. 6 Al L ORFX LRV L,

14. 2 FEIRERFOEE
AR OGN B Tzo T A T4 7405 — (02130.22um) %
fEHTAZL,

15. ZDMDEE

15. 1 BERAREAICE SFH

15. 1. 1 ENIHZB W TRANH §2PE O EESHE SN TS,

15. 1. 2 MEAHBIR BRI B\ T AN LB T8 1 U TRl i sl e
RSN S N7 T, I R 17 T 5F O A&
PEREDTRRD B2

15. 2 FERRAREBRICE D154
PWATARHANS0mg/ kg 2 1], 438 [ BAZH G- L 72l 0 IR~
DY) SER BTG RMNBEE D3RO 5N 72 L DG D %o

16. EMENE

16. 1 IMHRE

16. 1. 1 AR S
AR N FEPENE 55 o WA KT ~20mg/ kg 2 1HRE [ L _E 7> U C A e
WRPIRRE 5518 L7 & X o i i BE A8 S OV SR T RE /S5 A — %
2L TR, &8 27U 77 A (CL) 3355 M CHERFR MO fE
R, A AR (Vss) I3MAED 720 oMt (%50mL/kg) 12
iz R L72Y,
CEH M+ R, 1mg/kg : n=3. 3mg/kg :n=5. 10mg/kg: n=6, 20mg/
kg:n=3)

(ug/mL)

1img/kg o©
1000 3mg/kg ®
10mg/kg A
20mg/kg A
n
B 100
G
£
v
4
7
b 10
=
1+ T T T T T T 1
0 72 144 216 288 360 432 504
B5RS (hr)
P Img/kg 3mg/kg 10mg/kg 20mg/kg
e (n=3) (n=5) (n=6) (n=3)
Cmax (ug/mL) | 24445 | 688109 | 192+36 214468
Tmax (hr) | 30 (109.0) | 10 (10-30) | 30 (10-90) | 9.0 (30-25)
AUCos01 4950580 | 123004500 | 43900+7200 | 6740015500
(ug-hr/mL)
Tiz (hr) 36010 320£170 | 5202270 410+230
CL (mL/hr/kg) | 01270020 | 0210+0.152 | 0126+0.027 | 0.206+0.143
Vss (mL/kg) | 64667 | 697x102 | 836+274 | 96.8+121

TR, Tmax  Hholefi (HEPH)
16. 1. 2 RKE#RE
EMEERE)
FIAS Nk 40 I B 3 L KA 2mig kg % 358 1BV L 5 A5 0 R P 5
B 5 L7z & E 04 54T 1 O ML Tk S OS R 7 i ok
BEUTITRS 58T R M & O b5 73 3% 518
LU R —EICHER L, 51T EFIREICEL Y,
(ug/mL) CEI AR )
80 +

70 A

60 -

50 A

40+

b ANRARST AN =

o BIRMFFFHR SR T IR0 MEFIRE

o STUEE

0 3 6 O 12151821 24 27 30 33 36 39 42 45 48 51
B (GA)

(YIRS RERHETT - BROB MK R IE)
AR N ZE A g 5 P iz e S L AR A1 240m g 2 2208 B9 1 Inl SRR I
Rt 5-L7- & &, #8520, 48K C18HE D MR o 7O
P AR R 22 1 F I EN205+6.020g/mL. 384%125ug/mL
Fe1¥60.9%+27 2ug/mL Tdh -7z,

16. 1. 3 BEMEYEIERHIT
ENAL O R R4 TR o N2 7 — 7 &2 H VTR SR B
BN 2 EREL 720 SOMNTIZE ENHARNEZ4208112OWC,
AFKI240mg % 258 B I BE (Q2W) X1x480mg & 44 [ I Fs (Q4W)
THG- LB OEWBIRE T A—5 (EE ) 12, KOLEBYTH-72,

I Cmax Cavg Cmin
ik (ug/mL) (ug/mL) (ug/mL)
240mgQ2W 726 (21.9) 43.7 (20.6) 378 (26.9)
wIlml G-

480mgQ4W 145 (21.9) 529 (21.7) 283 (31.7)
i N 240mgQ2W 161 (275) 108 (34.7) 84.7 (40.9)
RN

480mgQ4W 218 (24.3) 108 (34.7) 67.6 (46.7)

AT (BRI %)\ Cavg  SFIJIMLTE PRIE



16. 6 HENEEEHIHERE

16.6. 1 /MR
HARANDE L F245 D0 F OWRE DR T F ) ‘//\"Hiﬁ)/l\')ﬁ%%‘
T OFBfETaE o0 /N SR TR DRI 45 3 AR A 3mg kg % 20 [T 1
SR R G- L 72 £ &, Hilnl P 5-1F @ Cmax &i46.4i8.7ug/
mL. AUCo336137,224%1,635ug-hr/mL }. O T1/213347+108hr TH
o7z (n=26), F7o. HH5-%28, 48, &M, 1238 K 18 o I i v
b 7 O AR RS L, 22 N156%34ug/mL. 27.7+
7.2ug/mL. 41.7£12.7ug/mL. 51.1%17.6ug/mL K& US574+24.7ug/
mLTHo7z (n=7~24),

16. 8 TDfth
ARHNDHNVE R O AV § B Mg 5 — UG EAT O & . AH
240mg % Q2W TH G- L7z B & AHF1480mg % QAW TH G- L7zBE D
AR R OV IR AR T e Pl s 7z,

E) AF QKRS B G- o E RO R [EE, RAE=Rv~
7 (B TH#ER) L LT 1M1240mg % 258 [ [H F& 3013 11M480mg % 438
i il B C i i %0 | Tddo

17. BRPRECIE

17. 1 B3R OR2MICET 3558

(BHMEaR)

17. 1. 1 ARSI (ONO-4538-02:E88) (Hihi%5)
FANINY AN X BRI A T ARGV BRAGE 2 I / VI
AT O T A0 i o 358 &2 0 502, ARF2mg/ kg & 358 [H] [
W C ST ED UZz, FRFFMIEA CTH 5288 % (RECIST 44
R4 VLIS 3D g #1255 CR XIE PR) 1322.9% (90%1E
HAX T :134~362%%) ThHorze B, FenilcikE LB
125%CThH o720 Froy AR 3561530841 (85.7%) \ZRIfE
H (BRREEREZEE) 2o bNn e, ERalfEHI. 29
FELLBI (31.4%) . Wk T3 A861 (22.9%) . 1L TSHESIM7H1 (20.0
%)\ FIMEREIRA651 (17.1%) .\ ###E T49A651 (17.1%) . FIBE6H]
(171%) TH =729, [515H]

%L (%)
58425%) (CR) 1 (29)
525 (PR) 7 (200)
% & (SD) 15 (429)
# 47 (PD) 11 (314)
FHiANRE 1 (29

*1: Wilson D237 2 7B BRI KD RO 7EIX . —J7, 255
A OREAEHAIC A QERMEEIC X0 KD 7290% 13 FHIX [H1311.9~37.5% T
b7z

17. 1. 2 EAEIHE5E (ONO-4538-085KE88) (B ik 5)

AL R AR OB R BE R T / VI 3 5 o B Rt
i K5 2451 % 1 502, AR 3mg/ kg % 2308 [ B B C G D L

720 FEFMIEATH 22%h% (RECIST #4 K54 VLIS
L) £ 12 & A CR LU PR) 1329.2% (90%15 $HIX [ : 16.7~45.9%)
Thotzo BB FRNCHE LBEIZ6.0% TH o7z Tz, Lh
PEFFAl X 52 2451 1851 (75.0%) \CEIVER (B R 2 &)
BROHNTzo EREIWEM L, HIRBARRRIR T E6H] (25.0%) . I
PESBI (20.8%) . ZHHEHESH] (20.8%) #2461 (16.7%) THo
=6, [51ZH]

BIEL (%)
54:%%) (CR) 0 (0.0)
#5283 (PR) 7 (29.2)
% € (SD) 9 (375)
# 47 (PD) 7 (29.2)
A AR 1 (42)

17. 1. 3 5 B MAAER (CA20906655%) (HIHi%5)

BRAF V6004 5 0 % \ W L& R G O MR IG VI BRAS R 22 Y] /
IV I S0P S o0 S B AR 41850 (ASHIBE210%0, & ANy
SHE20861) FXTRIT, FHNNY VI IE L CAHI3mg/ kg %258
[ B C B Y L2z e 2o R R O e ek e s L7 &
TR T 2 A A AF I (R gefiti [95% 15 BEIX [H1]) o> v i
Wik i, ARBETNE*2 [INE~NE] # . ¥ AW T U #ET10.84
[9.33~12.09] n HCTH D AKANI T AN INY A3 LTI H
BREEZRLE OV —RH042 [99.79%E##X [ : 0.25~0.73].
p<0.0001 [JE 5 log-rank ¥isE ], 20144E6 H2AH 7 — %A1 b4 7)o
7oy AR 520661915361 (74.3%) \RIVEM (AR B it
Bwreat) PROLNI. BRI, 9574160 (19.9%). Z
AFERESSHY (17.0%) . T034%1 (165%) . THI33HI (16.0%). 335
3161 (150%) TH-72"o [515M]

1.0 Fa,
0.9
0.8
0.7

061
?i‘osa T
%

—A— KR
D BHIVINT B

-
@y
0.3 &
0.2 o0
0.1+
0.01 R D U U
0 3 6 9 12 15 18
at risk % 4£77HR (B)
AFIEE 210 185 150 105 45 8 0
SHIVNTUB 208 177 123 82 22 3 0

*2: NE I3HEE A e

17. 1. 4 iB5 B MAEER (CA209037:8%) (B E)

A 2~ 7 GEETHEER) X3 BRAF BEH 2 & S LA i
23 HREVIBRASRE 2 Y / VI 30375 56 o0 A JE A ) 35405
B (RKNBE27200, ALF L (FANNY Y UIHINKR T TF o8y
V& ¥ EOPEH) BE13360) 2R SIS, bR e LOR
#13mg/kg % 2304 [ [ Fa © B EHETED Lz e oA MM R OR4e
MEBREL7ze EEFMEETH 528%0% (RECIST 74 K54 >~
LIBUC 3o b £ 12 X 5 CR JIUE PR) 12D W TAKI A% 5%
NIz D 12060 % SRAT 0 G AR & LTI 24T o 7285 . A
HIBET31.7% (95%A5HHIX [ : 235~40.8%. 20144E3H10HF —% 7
v NET) THolze BB, FANCERNFOMMIIREL TV i
720 BI— OO EFFHMIEHETH A AWM (FPyLfl [95%15 15
X 1) 122 WTI82BI DA X b GEL) B THBENT 247572
FE o, ARHIBET1547 [12.39~ NE*3] 7 1, AL BET13.67 [11.50
~NE*3] » HTdH 1. RANIALSEITH UG ICH BRI R
IR E G H otz K — 093 [95% 15 HHIX [ : 0.68~1.26].
p=0.6299 [J& 7l log-rank #£], 20144E11H12H7 =% v b4 7).,
F7o, RaVEFHM 0 5 26361H 19961 (74.3%) (ZRITEM (iR
R Gt PRO LNz, ERRERIE. 5578261 (30.6%) .
ZHFEAESLBI (19.0%) FI4260 (15.7%) . 56953460 (12.7%) ,
3361 (12.3%) Th-7289, [51%MH]

BI% (%)
5645245 (CR) 4 (33)
#W5rZe%) (PR) 34 (28.3)
% E (SD) 28 (233)
# 47 (PD) 42 (35.0)
FHIGARE 12 (10.0)

%3 NE 32 AN hE



17. 1. 5 ERNEIEHER (ONO-4538-1755%) (BRI E)

AL ARG ORIG Y BRASBE 2 Y] / VI S35 o B
JE BB 3061 % 1 B, AR EA Y AT GRIZT-HEZ) 20k
HU7*, FEFEATHHEME (RECIST 74 FI4 V11
123 g 12 55 CR I PR) 1333.3% (95% 12 HHIX 4] : 17.3
~528%) Tholzo P, HHIHE L BIHIZ238%TH 70
F7o, A VEFEMm A 53061 F 3041 (100%) (CRIER (B HRAR A fit
B at) PROONT, EREITERIL. 5851861 (60.0%). T
11681 (53.3%) . FEE1261 (40.0%). V)78 —ERIIN1261 (40.0%) .
ALT #1161 (36.7%) . AST #1141 (36.7%) . ZH#ERE1061 (33.3
%) FARIR8H (26.7%) M2 ETH (23.3%) . HUARBRBEHEAC T
FETHI (23.3%) . IFHERESH 7RI (23.3%) . MEIH-6651 (20.0%) TH-
7210, [512:H84]

%L (%)
5242385 (CR) 1 (33)
k53325 (PR) 9 (30.0)
% 5 (SD) 12 (400)
i 47 (PD) 7 (233)
AN HE 1 (33)

17. 1. 6 S ENMEHER (CA209067:5%) (BEHIRS)

AL E ARG OBGE U A GEZR U / VI o0 S S A i A 1945
Bl (A A= 7 GEETHIEZ) 00 (N+LHEH) *BE314460, A&
HBARE3166], A ) A~ 7 GEIRF-HIRZ) Bl (THAl) #315
Bl) 25t G, TH R 5% o e LT N+TPE I # 5- & AR Hiplide
L-oF RO EERG Lz REFFIIEN TH 5 A7
(e fiti [95%EHEX ) (. N+IHEH#ECTNE* [NE~NE] »H.
A H| BB T NE *° [20.08~ NE] » H, T Bl C¢19.98 [17.08~
24611 7 HTH Y. N+LHEH G- Jo OAFH) BliPe 513 TRl 512
o LR 2 M A R AR Lz (NHTBE 5 =R 11055
[98% 12 HH X [ : 042~0.72]. p<0.0001 [J& 5l log-rank ¥t E]. A
FHAN P G- 0 =R 10.63 [98%15 X [ : 0.48~0.81]. p<0.0001
[J& 3 log-rank %€ ], 20164E8H1IHT =% 1 b+ 7)o N+LPFH
GEE T AR 531350300851 (95.8%) (ZHEIVER (Hf AR
TR EET) 2SRo b, EREITEMIE. TH14260 (454%) .
5711861 (37.7%)+ ZHFESEL12H1 (35.8%) . 5959161 (29.1%) .
T088H1 (281%) THhH-7-10,

1.0
094 —A— AEIBRE
084 ke B LT TR
’ Qe A Y LY T EIREE
0.74
0.67 s TN
1 0.5
* 04 - S
0.3 e
0.2
0.1+
0.0 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# 1780 (B)

AFIEMREE 316 292 265 244 230 213 201 191 181 175157 55 3
TEV LY THAR 314 292 265 247 226 221 209 200 198 192 170 49 7
1EV LY THIREE 315 285 254 228 205 182 164 149 136 129 104 34 4

o O o

7o AR B VT PD-L12 5 BLL 7S5 A5 0 2 4 (B
T [PD-LIZEBE ) (2B o —H o BH D7 —5
22D X, PD-LIFEHERBINZIRFE MMM 21T 5720 PD-L1ZEBIER
A (1%AM K O 1% L 1) o444 I ofl R LUTIOR 36 [6.1.
72Z ]

PD-L1 RIRZE 1 %Ki

1.0
094 —A— AFIRRE
08 sk AU LT TR AR
' @ A B YT BB
0.7
0.6 .
3 otk
7 0.5 "
®oad T
0.3
0.2
0.1
O'OAY"Y"Y"Y"T"T"T"T"Y"Y"Y"Y"Y"
0 3 6 9 12 15 18 21 24 27 30 33 36 39
at risk 417HE (B)

AKIBIREE 117103 86 76 73 65 62 59 57 55 50 16 2 0
1YL THAEE 123113102 91 82 82 79 74 74 72 66 18 4 0
1EYLTTERE 113 96 87 79 71 61 57 50 44 43 32 10 1 O

PD-L1EERR1%L E
1.0
094 —A— AEIRRE
08 sk (EY LT RE
’ O A LT BB
0.7 —
0.6 *
£ 0
L-:g 0.5
- 0.4+ Q)%m%
0.3 bo
0.2
0.1
O'OAY"Y"Y"Y"T"T"T"T"Y"Y"Y"Y"Y"
0 3 6 9 12 15 18 21 24 27 30 33 36 39
at risk¥ £FER(R)

AFIEMREE 171 165 158 148 139 131 122 117 112109 98 36 1 O
1YL THERE 155 144 132 127 116 112 105102 101 99 85 27 3 0
TEVLYT BB 164 155 138 126 115102 89 83 77 74 64 21 2 0O
PD-L1 " gLl PAS A N

- - Ik _ .

st | PR RO rono i) (o) 5 | Com% MR 1]
<1 N+IPEHEE | 123 NE [26.45~ NE] 059

C [ rmamm | 13 | 1856 [1367~23200 | [042~0.83]
~ 100 N+IfEH#E | 155 NE [NE~NE] 054
= T HUA 164 22.11 [17.08~29.67] [0.39~0.74]

N+IPEHIHE | 123 NE [26.45~NE] 0.74
<1% :

AHHMEE | 117 2346 [13.01~NE] [0.52~1.06]
1o N+IfEHHE | 155 NE [NE~NE] 1.03
=7 [ | 171 NE [NE~ NE] [0.72~148]

#4: AH M 1mg/kg (KE) &4V AS T GRIZT-HIRZ) 3mg/kg (ThTE)
% [ HUZ 358 1] [ B Al n i i L 72 % AH 11 3mg/kg (TR ) %2
] TS C R HERY Lz SRR GIIC B Wi, A & I B
HL. A€ A~ T GRIEFHUERZ) AR O5 58 T 55305 P Lo
@z B w2 RInL.

*5: NE I3HEE ARk

17. 1. 7 EE#FEFEMEHE (ONO-4538-21/CA2092385K5%) (B

Hi%5)

eIk OMB/CH] / IVE*6 o M B0 il B 90651 (HAS AR
Ho8M % A, ARFKITEASIB), A Y AT GEAET-HLH %) TBEA53%1)
RIS ALY AT GEIETHIRZ) ¥ W I8 E LCAHI3mg/
kg % 2308 [ [ B C AL BT L72 & S0 AR M O A & )
L7zo FEERHiE H T A M 158 A A7 1 ) (h g il [95% 15 BHIX [H1])
DOWERNTARE 1L, AFBEETNES [NE~NE] 7 H, A€ 2<7 (it
LR z) BECTNE* [1656~NEI#HTH Y, KANIA Y 2~ T
GEfm T Z) IS0 LIS BREEZR L OV —=F
H0.65 [97.56%12 #HIX 14 : 0.51~0.83], p<0.0001 [J& 5l log-rank #
£l 20176 H12HT =5 Iy b4 7)o Fiz, waVERElik; 545241



13851 (85.2%) ZHITEH (BRRMAM R 2 &) 25O 5N,
FAREIVERIE, HEI715661 (345%). FHILION (24.3%). 2SIk
10551 (23.2%) . F&3590%1 (19.9%) . L6861 (15.0%) TH o712,
[5.1%:/]

—A— AEIE
Q- AEY LY T

0 3 6 9 12 15 18

at risk# EEEEFHEA)
AHEIB 453 399 353 332 311 291 249
ITEVLYTE 453 364 314 269 252 225 184

— T

21 24 27

7 5 0
56 2 0

*6 AR American Joint Committee on Cancer (AJCC) i 54 (45
THR) 12360¢,

*¥7:AEY AV T GRETHIRZ) 13 AR O CEMERAIE I 321
W EORRE - R TIIAEEN TV,

*8: NE I3l 2 A ik

17. 1. 8 iBHEMEHER (CA20976K FER) (BIHi%S)

SEATYI B B DI B/C %90 Ak B i S5 7909 (A RES2611,
77 REE26451) 2R R, T TR R HE L TARAI480mg 4
JEL T P B C AU D L7z L X DA R R OV A R M L7z,
F BRI H C o 2 MEFFFEAEAF I (el [95% 15 BIX 1) o
HH R AT 5 R, ARKIBECNE*I0 [2852~NE] » A, 77 R
TNE*0 [21.62~NE] #HTH 1), KHANLT T LRI URRT1Y
CHBRIERZ/RLI: ONH —FH042 [96.7%15 BIX [ : 029~
0611, p<0.0001 [ log-rank ¥z ], 202246 H28HT— 5 71 b+
7)o FTz, AR 552451143361 (82.6%) (ZEIVEM (iR
MAMRE 2 &) PROLNIz, EARIEIL, 571066 (20.2
%) THFHEITHI (185%) FHIB0HY (15.3%). FEE57H1 (10.9%) .
BE5AB (10.3%) FARBBERERL T AESAH (10.3%) TH-7219,
[5.1Z: ]

1.0

0o, —A— KRB

0.84

O TR

0 3 6 9 12 15 18 21 24

at risk £ E|EREEFIE (A)
AEIBE 526 492 444 364 261 185 116 54
TItREE 264 243 205 161 119 77 40 20

e
27 30 33

19 6 2 0
11 83 2 0

%9 : R 13 American Joint Committee on Cancer (AJCC) ¥ 1 7338 (45
8hi) 12304,
#10: NE I3EEATE

(VIBRABELMETT - BROIE/NERafHE)

17.1. 9 RFELRERE

(1) ERSEIHERER (ONO-4538-05545%) (B E)
77 FF B G AL IREE A A T AWBRA R LTI B ]/ VI L
LSO T LB IR liE % (ECOG Performance Status

_10_

0% %) 3561% 412, AHI3meg/ kg %258 [ [ b © sk L
720 FEFFEMIENTHHEME (RECIST #4 FFA V1L
rhyed] 51285 CR JUZ PR) 1325.7% (95% 1S HHX [ 1 14.2~42.1%)
Thotzo B, FICEEELLBMEIZ.0%TH 72, T, B4
PEFEAM R 52 3581 2445 (68.6%) \ZEIVET (FiRMAME R %2 &T)
DR BNz FERIVERIL. BEEKSH (14.3%) . 52456] (14.3
%) FLRRIRESHI (14.3%) . 5835561 (14.3%) TH-719,

%L (%)
5E4:%8%) (CR) 0 (0.0)
#5328 (PR) 9 (257)
% € (SD) 10 (286)
# 17 (PD) 16 (45.7)
AN HE 0 (0.0)

(2) BHEMEER (CA209017:8%) (BIH%S)

775+ A2 GOALFIREREEL A T AU ARRLRIBE / VY]
AZ 38 @ s LBz Ik /Nl B Bl B8 (ECOG Performance
Status 0} U°1) 27261 (RFIFE1356, Nt 3LV EE137H]) Zxt5
2y Feg ek Bl UCARHI3mg/ kg % 2308 M 1 B C s i i
ED |72 2O G R RN R WG L7z FEFEEATH S
A (R YAl [95%15 FEHIX 1) o v AT 48 A &, AHI e
T9.23 [7.33~13271 # H. FE&F LI #T6.01 [513~733] »HT
HY FHNI R F LT UREH IS BRERE R L7 (0
H— 1059 [96.85%15 #H X [ : 0.43~0.81]. p=0.0002 [J& 51 log-
rank BE]L 20144E12H15HF =% hy b4 7)o T2, APl
L 1315147661 (58.0%) \ZHITERH (FRRMAMILE L&) 25380
bN7ze EREIERIZ. 9572140 (16.0%) . FRKIKIE 1461 (10.7%)
Th-7219,

106
09 "
0.8
071
0.6

7 0.5-

* 0.4-
0.3
021
011

0'01 T T T T
0 3 6 9 12 15

—A— FEIF

ResxtIVEE

at risk £
AEIBE 135
Rte&2%tILEE 137

113
103

86
68

778 (R)

69
45

52
30

31
14 7

17.1. 10 FERF LR =
(1) EREIEER (ONO-4538-0655%) (R 5 )

7T FF WA A GRS A WA R R TIB ]/ V)
XA T O I - Bz I/l il 3% (ECOG Performance
Status 052 U°1) 7660% % 512, ARH#I3mg/ kg % 2308 [H] [ C Rk &
D Lrzo REFEMEATH 2850% (RECIST #4 K94 L1
23D gL 12X 5 CR XIZ PR) 1319.7% (95%13 HHX 4] : 12.3
~300%) THolzo BB, FHNIRELBMHEIZ.0%TH 720
7oy RAERHIxT 4 76 B 6415 (84.2%) \ZEIVER (BRRBA 5
WaEt) PROLNIz, EREIERIZ. BEEILE (145%). 5
BB (14.5%) « EABGE11B (14.5%) . 3821161 (14.5%) \ %57
9% (11.8%). L8 (105%) Th-7219,



B (%)
54255 (CR) 2 (26)
#5258 (PR) 13 (17.1)
% E (SD) 21 (27.6)
# 47 (PD) 38 (50.0)
AHIGASRE 1 (13)
WE T RER A 22 L 1 (13)

(2) B EMAERER (CA209057:18R) (BRI 5 )

T FF A G OLEREE Y A T AU LTI BE / VI
SO IR LR /N R i 5% (ECOG  Performance
Status 0% O°1) 58251 (AHIEE29251, Kt & F LIV HE29061) % xF
BT, By 3V aat e L TARFISmg/ kg % 258 [H] B 5 C 35 5
FED L2 O G 3MEN ORENERE L. EEFEMEATH
BA A (P fiE [95% 15 FAIX []]) o> v ] FR AT % R 1, ARHI)
FET12.19 [9.66~14.98] »H, K& F LIV #TI.36 [8.05~10.68] »
HTHY, AFNI R F 3 LIREHA IS B e R /R L7z
(N —F100.73 [95.92%15 11X [ : 0.59~0.89]. p=0.0015 [J& 51
log-rank #5€ ], 20154E3B18HT =% H v b+ 7) o F7z. 24t AR
Xt 4 2871119961 (69.3%) \ZHITEH (RRRMAMER L&) A

BOONT, LRI, 5857466 (16.0%) . H.034%1 (11.8%) .
FRIRIE3061 (105%) . MEIIHE296] (10.1%) TH-7217,

1.0
0.9
0.8
0.7
0.6
;;05«
0.4+
0.3
0.2
0.14
oo
0 3 6 9

at risk ¥
AEIFE 292
Re&%tJLE 290 244 194 150 111

—A— FEIF
O FEaXxeL B

2 15
E77HE (R)
232 194 169 146 123 62
88 34

(3) EFFHFISFMEER (ONO-4538-5255%) (HAE)

(L2E B R MG O EGFR {7128 Bt ALK B Az Ttk
KO ROSTRS A AL TR O VIBRARE 2 4617 - B O IR T i
FE/NH B 55050 (HAR N BH3TIBI% & ARHIL T T T
FRF JONNY X7 BETHIR) 2Et bk o
(N+CHEH) *UBE27561, 751 KETFFF A RNV X<
7 (BRI Z) 2t bk otH (P+CBEH) BE27561)
XA, PHCHER AR IR E LT N+C OB O A R 0% 4
MEWE L7ze BB CTd 5 M T ALY (Pl [95%
X ) 1, N+C #1212 [9.76~14.00] » H. P+C i H
811 [697~854] n HTH Y. N+C P % 512 P+C PR 5
R LIRS R IE R 2R L7z (O =R 140.56 [96.37% 15
X :043~0.71]. p<0.0001 [} %l log-rank #3521 20204E2H10
HF =871y b 7)o F72. AR 527361426951 (985%)

WCEIE (BRI 2 &) A0 5Nz, EREEMIZ.
BEEAE14361] (52.4%) R HIRE = 2 — 1/ $F—12061 (44.0%)

TP ER B A 11661 (42.5%) . FIMEREGK A 9361 (34.1%) . FEHES5
Bl (31.1%) . EARIRIEBLHI (29.7%) . F8958141 (29.7%) . £ 117851

(28.6%) . BILIH69H] (25.3%) Tah 718, [522/]

_11_

(bR At AR

—A— REIRO(LEREN A
O TR ARRUER R AN AR

12 16 20
AT (F)
88

at risk ¥

FARY 575 oa;

163 48 16 6 0 0

L REH AR

TIERRV

275 225 127 53 27 5 2 0 0

%11 : A#I1181360mg. #IVARZFF 1 AUC6 (mg/mL « min). 7$21) % ¥
IV 1200mg/m?, NNY AT GRIRFHLIRZ) 1M15mg/kg % 334 [
IR CReR6HA 20V JIEFHE L7212, AAI1EIZ360mg RN Y X7 (i
faHii z) 1I0115mg/ kg % 33 R i B -C mid i L 72
PRG-I WV Tld, ARANZ RONCHe G- Uy ALEERR AR A O P 54
TH5305 U EOMEE BTS2 L7,

17. 1. 11 ERH£RFEMAERER (ONO-4538-27/CA2092275:18%) (ff

A%s)

(L2 R R IB D EGFR MG T RN R O ALK Bl &85 T
D YIBEATE 2R AEAT - T3 O IR 5 1,16661 (HA AR
BB E G, ALY AT GEETHIRZ) 60 (N+IHEH) *12
TE58301. 75 F F WA % & L L P E58361) #3512, b
PR IE LT NSO ARV R O R E ARG L7z, 2%
FHITEH T 5 PD-LIZEHER A 1%L, L % (N+1 6k EE39641.
ACZEREEREIOTHI) 12 BT B4 A A7 B (it [95% 15 MHIX 1) 1%,
N+L G #ET17.08 [14.95~20.07] » B, {58 T14.88 [12.71
~16.72] » A TH Y. N+ P G- 13 b g Liat 2 mic s
EREEZRRLE ONF—REH0.79 [97.72%E##X [ : 0.65~0.96].
p=0.0066 [J& 5l log-rank #5g]. 20194E7H2HF—% v bt 7)o %
7z B AR R 3916130261 (77.2%) \CEIFEN (BB
Barat) PROONT, EREIERIL. 3857360 (187%). F
7061 (17.9%) . % HFERE62HI (15.9%) . FE 575661 (14.3%) . IR
PRBEREAL T RES3H (13.6%) . £EAkIKIEE3%) (13.6%) . H.n4261 (10.7
%) TH-7219,

1.0,

094 Al

0.8+ \
0.7
0.6

4

77 05+
0.4
0.3+
02+
0.1

004
0 3

@ ALETER

T T T T T T T T T T T T T
6 9 12 15 18 21 24 27 30 33 36 39 42 45
&7 (R)

396 341 295 264 244 212 190 165 163 145129 91 41 9 1 0

at risk #

1EVLYT

B
1b2efARE 397 358 306 250 218 190 166 141 126 112 93 57 22 6 1 0

Mg R & SN o 72 PD-LISEBLIA D 1% K0 0 BH (N+LHEH
HEL87H, AL BAEL86%1) (2381 oA A7 IR (e [95%(15
FAIX D) 3 N+IOFH#ET17.15 [12.85~22.05] # A, AL/ HR ki
T1219 [917~14.32] » HTH Y NF— 1062 [95% 15 FX A :
048~0.78] TH o7z (20194ETH2HT =5 1w b E7) o E72, Z4atk
APl 5 18561 H1140%1 (75.7%) \ZRIVEN (RURMAMS %2 &)



AR SNz FEREIMEM . FH28Bl (15.1%). 572761 (14.6
%). F&352561 (135%) . EEIBE2361 (124%) . 12160 (114
%)+ ALT B4I2161 (11.4%) . 1) 8—EHIm2161 (11.4%) . ZSEEd%E
201 (10.8%) . AST B4/m20%1 (10.8%) . FHRIEEEAEAL T #1961 (10.3
%) TH-7219,

*12: AL 3mg/kg () 228 BIFEES T, A ¥) 477 GHIE TR
#) 1Mllmg/kg (fKH) % FHIZ6:8 R FE Rl ik Lz IS
FHZB VTR AR E RIS L AE) a7 7 (BIZTHERR) 3R
Hl DI 5487 053075 P Lo ez BV TR G2 G L 72,

AL ZEE R TG C PD-LISS A1 % K O EGFR #{n1 2 &
PR O ALK Bl 8% T BV O W BRASRE 22 AT - FEFE O I/ MR
i BB 36361 (HAR N BESAG % &, 75 F F WAl % Gt
LB (N+C R *BEEL776I, 75 F F $H % & L b
HE186%1) 2 Gz, [bafedia st e LT, N+C B H#E o A &1k
T O E B Lo RRBORIKHEEADO—2>THh ) FEE
) 2o A58 DRI C dp B ERG AW (P i [95%15 SEIX [H]])
1&. N+C B HI# T5.55 [4.63~6.90] » H, b5 i:#F T4.70 [4.21
~559] 7 HCTdH 1 N+C B G- 13 AL S FR AT LIREH 2 19ICH
BRERERLE OV —RE0.73 [97.72%E#EX 1 : 056~0.95].
p=0.0070 [J&Y% log-rank M €], 20194E7H2HF =% Hv "+ T7) o 72
B, RRBOBIKFTFMIEHDO —>ThH ) BIERH R E DN R T
oA WIH (hyLfE [95% X ) &, N+C i #EC15.21
[12.29~19.78] » A, {b5F #1219 [9.17~14.32] » HTH Y.
N+C B2 G- 3L T3 LIRS BRI R A R S
57z (V= F10.78 [97.72%EHHIX 11 : 0.60~1.02]. p=0.0352 [
B log-rank M€ ]\ 20194E7TH2HT =4 A1y b4 7)o F72, BEVERT
it S 172515961 (92.4%) RV (B R AR5 2 &)
BROLNTz EREIWERIE, 706 (40.7%) . L6761 (39.0
%) 9574300 (25.0%) + UFHERIRAEALF (23.8%) FARIRE 391
(22.7%) « fEFL38B (22.1%)  UFhERELIRA2761 (15.7%)  Mii:26
B (15.1%) . 38952660 (15.1%) . H/IMERA 2160 (122%) . #
HE18H (105%) THh-7219, [52. 7451]

1.0,
3 —A— {epmEpAR
O (LR

—TT

12 '15' '1‘8' 21 24 27 '35' '3:3' '36' ':59
at risk 2 EISEAFERE (B)

bSFAG AR 17713573 48 37 29 19 15 10 10 7 4 1 O

b5A8f 186121 57 22 18 13 8 6 5 3 0 0O 0 O

*13 1 LR LClE, ARAILI360mg, 74 > 7 ¥ 11100045 L < i
1250mg/m?, ¥ A 77 F Y 1M75mg/m? X ITAHK] 1 M360mg. 7¥AY7E
~111000mg/m?, VAR 7ZF 110 AUC5 (mg/mL - min) % 334 [H]
[ B T I KA A 7V R i L 72 1%, ARH 1151 360mg % 338 [ i B C 2
WEHEL 720 AT FE KA 2V IHE K OSHB MiiE L 72,
IR - BT LTiE, AFI11I360mg. <A hLF+ F1[7500mg/
m2, Y A7 IF 10M75mg/m2 L iEANVKRT T F 10 AUCSH LL1E6
(mg/mL « min) 7% 33 [ [ b3 C e K49 A 200 Bilig i L7z . AR#I1
[11360mg f UM X R34 R1H500mg/m2% 338 [ 8] B C ri i sk L7z
BEHPG-RFIC BT, AR Z s 5 L, AL 3R #l o 5
T 6305 L Eo i E BTS2 RE L7z,

17. 1. 12 ERR £ R FMEER (ONO-4538-77/CA2099LA ER) (3
Aks)
(LSRG O EGFR IR T2 R R ALK @A # =11

_12_

PO YIBEAE 2 AEAT - FE5E O I/ R B H 7196 (HARNEH
5061% &t ALY GRIZT-HIRZ) RUTSFF A% &
ALz (N+I+C PR 1) *MBES61H, 75 K% & tefbas
HEEIE358MH) x4, fba ke e LT N+I+C P BED
AR R O BE Lo FEAHMIEE CH 240 (h
Jefiti [95% 15 X M ]) 12, N+I+C PF i C14.13[13.24~16.16] 7 H.
(L2936 ET10.74 [946~1245] » ATH Y N+I+C P 5131t
RPN U0 B R 7R LT (O —F10.69 [96.71
%[ HHIX 8 : 0.55~0.871, p=0.0006 [J& ) log-rank #5€]. 20194F
L0H3HF =42y M A7)0 F72, L4 VhaHMin 4358611132241 (89.9
%) \ZEIVEI (R 2 &) SR B T2e TARIVENIL,
L0441 (26.3%) . £ UL80H (22.3%) . FHIT3HI (204%) . MEJIHiE
7361 (204%) . Z9FEAE66H] (184%) . FE956451 (17.9%) . HE 575911
(16.5%) « FHKIFES65 (15.6%) . TARPEHEFEAR T HES2H (14.5%)
4761 (131%) THh o722, [52%MH]

1.0
0.9+
0.8+
0.7
0.6

17 05
: 0.4
0.3
0.2
0.1

0.0+
0

—A— 1B LTTROILEFAO R
O ALERAR

9 12 15
H77Hm ()

230

at risk #

1Y LY TR
1EF AR
b5 AR 358 318

361 325 292 129 46

259 183 94 39

*14: @ LR LTk, A#II360mg % 33 ME. A ¥) A~ 7 (i
LR 2) 1 1mg/kg (RTE) %638 HFE. 2$21) % % 2L 1111200
mg/m?, AVKTFF 1 AUC6 (mg/mL * min) % 338 i I HEC24 4
20V BUGTEE L 72 #8. ASHILIR 360mg 7% 33 [ [ b & O ¥V A~ 7 (i
ETHRR) 1 Img/ kg (FREE) %638 [ 1K W& C S #HE L 72,
FE bR R LT, AR EI360me & 3B I M S, A €Y A~ T
GEAZ TR 2) 1 1mg/kg (FRE) 268 K&, XA ¥+ R1H
500mg/m?, ¥ A7 55 ¥ 1H75mg/m2 X idHNVE7FF 1 AUCSH L
<126 (mg/mL * min) % 38 [ FIFE CT249-A4 2V i iE L2 #. ARHI
[11360mg % 33 F R a J2 U84 B) A~ 7 GEAZT-R1RR) 1llmg/kg (fk
) %630 [ B C s I L 72
PERBE S RICB W T, RAIZ iS5 L. A ¥ A~ 7 (EE T
Wz) AL T OG5 %FRELTOWAYE) AR OEGHT 15
305U Lo BibEE BT G2 BIG L7z, F7o. AL HRHI AR U3 A
Y AYT (B THZ) () AT OG5 %2FELTWAEA) O
BERT 5305 U EoHEE B W TS ZRIBL 2.

(RN RaE (- 5 BRI FBY A %)
17. 1. 13 ERH#FFNIEZER (ONO-4538-55/CA209816558R) (1

A%E)

BRI B (M5 2EAMem P 1)« DO A oI/ o 1
HBRHE*3586) (HAR N BHFH68HI% &t 7T FF WA Z b
LR (N+CHEH) *BEL7961, 775 T F- B % & Lo b e i
179%1) %%t 52, AL xF e LT N+C B o Ak R o
REMERF Lo EEFFMIEHO—2 Th B MA N> AL
(hyefili [95% 121X [#]) 13, N+C B T31.57 [30.16~3:EA
fig] # F. AL ©20.80 [14.03~2671] » ATH Y. N+CHEH
PG AL FIRE T LA AN B A EEE R L (N —FE
0.63 [97.38% 15 #IX [ : 0.43~0.91]. p=0.0052 [J& ] log-rank #E]
20214E9ASHT — 7 /1y b4 7)o $72, 24 VEEHliR 52 1766114741
(835%) WZRITEH (BRMAMBE 2 &) oo, ¥4
BRI, 205861 (33.0%) #4151 (23.3%). 3761 (21.0%)-
FRRIBAR30B (17.0%) « 3F BRI AES0B] (17.0%) + B ERES
2661 (14.8%) . HRE K256 (14.2%) . J&352361 (13.1%) . 95722



b2 BUEEE 179 144 126 109 94 83 75 61

B (125%) T o722V (20224906 HF—F Av M47) o [5.3. 755 ]

1.0
0.9
0.8

& 0.7

'f

~ 0.6

> 0.,
r 057 .,

% 044 ST
% 0.3
0.2
0.1

0.01 T T T
0O 3 6 9

—A— {LmAORR
O AL RERE

T T T T T T T T T T
12 15 18 21 24 27 30 33 36 39 42
| NETFHR (B)

179 151 136 124 118 107 102 87 74 41

at risk#
=9
R 3 183 6 3 0

52 26 24 13 11 4 O

%15 ¢ I B 9% 97 13 American Joint Committee on Cancer (AJCC) /Union
for International Cancer Control (UICC) #i§il448 (457h0) 1235¢,
EGFR #{ZF R UL ALK BEBUR T TH LI EMHERS T
QAYS ST SR V) el (A

i R R LCUd, ARALM360mg. 7 AT & ¥ 11,00045 L1
1,250mg/m?, ¥ A7 F »1u75mg/m?% 33 [ [ & T K394 2 v
BT ERE, JUEARA1M360mg, 28271 7 11117575 L <12200mg/
m2, #IVAKRT5F 10 AUCHE L <126 (mg/mL « min) % 338 [ i k<
R3HA 2V EIEHHE L 720 KAV IE Z& YA ZVIHE R OSHEIC
RUOEEHEL 72,

IR F R R LTt ARAI1I360mg, <A MLF+ F1H500mg/
m? Y A7 TF Y1 75mg/m?% 338 [ [ b TR K3 A 7V mi i,
AEAFKI1E360me, 7$271) 7 F V11754 L <13200mg/m?, ALK
75 F 10 AUCS#; L<136 (mg/mL « min) % 358 [ [ F T R34
7V EIEEHEL 72,

BB, VAT IF AT RREEN R LB S YA, YRS
FF v EIVARTTF 1 AUCSH L6 (mg/mL - min) (228 50 fig
Lahiz,

PR GRS B VTl ARHNZ NP5 Ly AL AR # o 1% 5-
T BR300 D IFEE BTS2 L 7.

*16:

GRABYIBRTEE 5B EOB MaE)

17. 1. 14 EREHEFEEDIHEFRER (ONO-4538-03/CA209025515%) (&
Hi%5)

M A BB A A 3 A PUE RS A (73> F =7 A=F=
TN VTGTLET NI RS T ) G TALRIR R A AT AT
AL HE RS 1 0 5 WA A 700 Bl o R 3 821 1) (KA N 33 63451 %
Etro AFIBEAL106], T TY AABEALLH]) 2B, T RTY LR
Fat I U CAHISme/ kg % 208 [ K FA T AU EHETD Lz X0
VR OB E MG Lz FEFMEETH 224 WH (h
Jeili [95%MF HAX (1) o P BT 5 SR, ASHI#F ©25.00 [21.75~
NE*IT] 5 H, =T LA ABET1955 [1764~23.06] n HTH Y. A
FNF TR A LR MICE B EREZR L (=T
1£0.73 [98.52% 15 #H X 1] : 057~0.93], p=0.0018 [Ji& 5l log-rank 4%
] 20154E6 H18H T — 4 hy M4 7)o F72. A PERHI & 4240651
H31961 (78.6%) \ZRIVEH (BB E L ED) ARDLNIZ,
T RIVENZ, 989713451 (33.0%) . HELS57H (14.0%) 2 ) HEAE
5761 (14.0%) . FIHI5060 (12.3%) . FHKBIE48E (11.8%). F541
B (10.1%) Th-72, [575H]

_13_

—A— A
Qe INOYLREE

| L U UL AL L RS UL B EEMA SR |
0 3 6 9 12 15 18 21 24 27 30 33
at riskE £77HE (R)

AFIB 410 389 359 337 305 275 213 139 73 29 3 0

INAYLZE 411 366 324 287 265 241 187 115 61 20 2 O

F72 HARNE S EF636 CRANBETH, T xoY) 2 2H2661) O
SAAE IR (Rl [95% B WX [H]) o> v [ FRATT Al SR 1, AR
T27.37 [2362~NE*7] » A, =1 AZAHETNE*” [NE~NE]
A HTH o7z ONF—FH150 [95%1E HX [ : 049~4.54], 20154F
6H18HF =% A M 7).

e —
091 | i
0.84 T RED -~ O OB O
0.7 4
0.6 —A— KHIB
7% 0.5 Qe INOYLREE
= 0.4+
0.34
0.24
0.14
o4 ]
0 3 6 9 12 15 18 21 24 27 30
at risk 417 HAE (B)
AEIB 37 37 36 35 35 34 24 16 8 4 0
INOULXE 26 26 24 24 24 24 20 15 9 3 0

17 : NE 33 e A hE

17. 1. 15 EEERFFEMEAER (ONO-4538-16/CA209214545%) (3

Aks)

(b AR a0 D HEAT Pk SIS R A Mk 0 s W e 20 i e o s 5
1,096%1 (HARNBE20 2 &t A AT GBRIZT-HIERZ) BFH
(N+IPEH) *I8BES5001, 2 =F = 7 HE546H1) Z i Ri2, A=F =
TERMBELT, NHIEHBE O A R R ML e et Lz, F5
FHIIEE T & % IMDC *19) 2 7 43 ¥ intermediate & OF poor ') A2
B (N+IBFHITE42560, A=F =7 T42261) oA R (b
fiti [95%EWX 1) 13, N+IPEH#ECTNE*® [2816~NE] »H, A
= F = THT2595 [2208~NE*X] » ATH Y. N+IEHFE G132
=F TR UREH I B IE R AR L7 (O —F10.63 [99.8
%I WX [ : 044~0.89], p<0.0001 [J# 3 log-rank ¥iE ], 201748
RATHF =571 b 7)o Fio, aPEaFmiR 55476150961 (93.1%)
WCEIWEH (BRI 25 T) RO LNz, EaalfEH i,
57202051 (36.9%) ZHFESELSAB] (28.2%) TH#i14561 (26.5%)
FEIB 11851 (21.6%) . B 10961 (19.9%) . U7 $—EBEH0%51 (16.5%)
HURIR B R IE TAESSH (155%) Th 722, [57%M]



HRYFLFTHAR 323 279

—A— 4[:')A771#ﬁﬁ§¥

T T T T
0 3 6 9
at risk #

T T T T T T T
12 15 18 21 24 27 30 33

4778 (R)

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

ZZFZTJE 422 387 352 315 288 253 225 179 89 34 3 O

18 : AH1H3mg/kg (KE) LAY 2~ 7 GlET-HRA) 1 lmg/kg (fk
) &[] HUZ 358 [ ] B Al i L 72 2. A1 MI3mg/ kg (TR TH)
%2 B BT C ST RHETY L7z, BEITE SRS B W Td, AR 2 IR
G- L A AR 7 GEIRT-HERZ) (EARF 05587 225305 LA
LoMEEBVTESZHB L.

*19 : International Metastatic RCC Database Consortium

#20 : NE i3l E ATk

17. 1. 16 EEHFEEDIHERER (ONO-4538-81/CA2099ER it5%) (ff
A%E)

(L2986 R 95 D HEAT P S HE Rk 0D % WIS 20 s e o s
65161 (HARNBEA6HZ Eire RV F =T (N+C1J?H4#)
RARE323H, A=F =T HEI28HI) RIS, A=F =T EABELT,
N+CHEHBE O AR e et Lz, EEFFEATH S
MESETE A AR (bl [95% EHEX M]) o RIE. N+C R
T1659 [1245~24.94] 5, A=F =71 T831 [697~9.69] » AT
HY. N+CHEHBHIA=F = 7B UREHEICH AR E R 2R
L7z O —=F1051 [95% fZ X 1 : 0.41~0.64]. p<0.0001 [J& 51
log-rank M52 1. 20204E2H12HF =% Hy b4 7)o F7z. At
x4 32064130961 (96.6%) \ZRIMER (RMAE R F 2 &) 28
B LN7z, EREIEHIZ. THI18261 (569%). T4 - IR
HEANEEERE12261 (38.1%) « HURBRARBEAC T HEL076) (33.4%) .
EILEI7HI (30.3%) . 9578651 (26.9%) . ALT #/m80%I (25.0%) .
AST HEM7561 (23.4%) . WREA L6961 (21.6%), L6861 (21.3%)
FLRBER65H] (203%) THhH-7:2Y, [5.75H]

1.0 P

—A— HEYLFZTHRR
Q- RZFZTE

T T T T T T T T T

0o 3 6 9 12 15 18 21
ERBLEFPR (A

234 196 144 77 35 11 4 0

A=F=JF 328 228 159 122 79 31 10 4 1 0

at risk ¥

%21 2 AHI 1101 240mg 2 236 [ [ 8 C Rl Ly AR F = 740mg #1H1
I G- L 720

PR) 1375.0% (95% 2 HEIX [H] : 47.6~92.7%) T o720 %, Jiii
VR E L7 Bt 13200% T dh o720 Tz, eV S 1761917
B (100%) (CEIVER (FRRMAMEF 2 a) RO, Tk
RIVERIE, FE2ATH (41.2%) ., ZHHERESH] (20.4%) . 38954451 (235%).
RIS R T35 (17.6%) . 957260 (11.8%) . HERI&261 (11.8
%) HirRE2B1 (11.8%) Th o722, [58%M]

1% (%)
se4%ifE (CR) 4 (250)
5 vifE (PR) 8 (50.0)
% 5E(SD) 2 (125)
i# 47 (PD) 1 (63)
FHIASHE 1 (63)

AR PERTATS G166 O SRER AR 2 7R L 720

17. 1. 18 BHHBTEER (CA2092055458) (BiIhi% 5 )

RS MM T RICTL YRy~ T RNF U GlfE T
e 2) XD EHE TR TR ORI AT F ) o8
B ¥ (24—FB. ECOG Performance Status 0% 1) 80%1% &f
ST, AHI3me/ kg %2308 [H] 14 B C M EHE TS L7z, TR EN
THLENHE (LFETIWG criteria (2007) 122D HILHIEICE S
CR JIZPR) 1266.3% (95%A5 X [ : 54.8~76.4%) TH o720 HB.

HETIC R E L 72BE1220.0% Th 572, it AV R R 5 80151
HH7260 (90.0%) \CEITER (BRRMAMERE L&) 2o b,
FREITEANZ. 5572060 (25.0%) . 1 ALZHES RO 1661 (20.0%) .
8951361 (16.3%) FEE11H1 (13.8%) . BIFIH1161 (13.8%) . Hls
1061 (12.5%) . ZHHEAESHI (10.0%) . FH#i8H (10.0%) ThH-7-2,
[5.8%:MH]

BEL (%)
se42¥Ef# (CR) 7 (83)
5 FEiR (PR) 46 (57.5)
% € (SD) 18 (225)
# 47 (PD) 6 (75)
FHIASRE 3 (38)

17.1. 19 ERFEIEEER (NCCH160655%) (BIHi%5)

2L VAL EOEBE AT Ly A0 [R5 M A X 5 3G
PR D\ 1R DL 245 DL OHREMED KR T % 1) L8 E K OV G
PE /N VR NS 4225 0 502, ARF3mg/ kg % 238 ] [ Fr
THIEEHEL7zo RRBRICEFINZ2660109 5, gk F >
Y SEIEIBIFAA NS, ZOR BEA AR (LFETIWG criteria
(2007) V22D IHBRIEAT B MK 5E) 132 mE (CR) Tho7z
F7o, A VERRm0 526512361 (88.5%) WCEIVEM (Fi B fi
BERET) RobNIz, FREIEHI. ) EREGEA 1461 (53.8
%) EIM1200 (46.2%)+ FIMEREKA 851 (30.8%) . ML/ MEE A
811 (30.8%) . TANGEVEET I/ b5 AT —ERIM6H] (23.1%)
IFHRERERA 661 (23.1%) \ BEIR 3B IR 5661 (23.1%) .\ FEEGH
<192%> K7V 7IVIESH (192%), T9=Y T3/ NGy A 7=

— BN (115%). ZHEERESF (11.5%) . E&ER3B (11.5%)
fa*aofﬁ o [5.8%M]

*22  ARF| DOFRESNIZRYRE TR ARG [FF3E U ER RO Iy R P F >~
VISIE] TH b,

(BEXIEREEEH T 2REEE)

17. 1. 20 EEHFEFEMHEFER (ONO-4538-11/CA209141515%) (B
hig5)
775 F PR G A ERRE B T #7560 H LN ISR 4T 3L
TR Bz, BRI HW ORI RE O BIE & 73 575 I /
VY] o> B SR I T L B o 24 B 3610 (HA N B 2700 % & oo
AFHRE24000, 0k FREE12160) 2% R, WBHH L R 23RN 72
HHE (AMMLEY—b FEFEV L3y F o ~7) xRl

(BRI EMOHER RIS X U NE)

17. 1. 17 EASEIHRER (ONO-4538-155888) (B MRS )
A& MBI LTy Y3y 2T XEF Y GEE TR
) YU I 78 O P38 O3B O d iy R V% o) %
g # (ECOG Performance Status 0 O°1) 1761% %512, AH
3mg/kg % 238 [ B WS C A EHETES L, FEFMIEETH AR
®hE (YETIWG criteria (2007) 123D {hgefEIc k% CR ik

_14_



TAHI3mg/ kg % 238 [ [H] i C R Y Lz 2 2o A2k K OY
RN Lze REFHMEEDCTH 24 (hJefE [95%
EWIX D) ORISR, RFNBETT749 [549~9.10] » H. xF
HET5.06 [4.04~6.05] » HTH D ARANL A B SR i A3 3R L
7o H S LI BT B IE R 2 /R L7z (O —R100.70 [97.73
%fZHHIX 5 1 051~0.96], p=0.0101 [J& 3 log-rank #5€]. 20154F
12HI8HF =71y M 7)o F72. A EFAMixF 423661113951 (58.9
96) \ZRIVEH (BRI R 2 &) 2580 bz, EARRITERIE.
P 573361 (14.0%) « TEL2081 (85%) . 58951861 (7.6%) & HHEAE
1761 (7.2%) . ERIE17H1 (7.2%) . FRI1661 (6.8%) . E 11261 (5.1
%) Th-o722%, [5115H]

1.0 B
0.94
0.84
0.7+
0.6

77 0.5
: 0.4+
0.34
0.2 &,
0.1 &----0--0

0.0+
0 3 6 9

—A— AEIB
O AEREE

at risk #
AEIB 240
IHBEE 121

167
87

109
42

H77HAmE (R)
52
17 5 1

*23 AR HI UM B O E A R E &t
24 R ESNIFEFETRAAZ, TIRE, v - TR K% OB

(BRI R RETT - BROBRE)

17.1. 21 EEHREIEHER (ONO-4538-1255%) (B 5)

22 PL EOALA R 2 A A ARG LA SLE AT O (R Y]
AN RE 2 HEAT - TS8O B T B B AN (Eoh.or i
EHEBEAH LY EFoem DIPNICALE 32 898) BE49360 (HA A
2260 % & e AFIRESI0F, 7T REEL63H]) 22X HRIZ, 7
T RZ M & UCTAH 3mg/ kg % 258 [ B8 C B e L-k
EOFNER ARG Lz, ZEFMIERCTH 5241471
W (hgefii [95% 5 FAIX M) 1. AFHIBET5.26 [4.60~6.37] 2 H. 7
5 RBETA14 [342~486] »ATH Y, AHNE 7T £RIH UERT
WA BREEZR R LT (O —FH063 [95%EHEX # 0 051~
0.787. p<0.0001 [J& 5 log-rank Hi5E ], 20164E8H13H7—% % b4
7)o Floy BAEVEFHMA 233061114161 (42.7%) \ZEIFER (BRR
A 2 &) RO LNz, EARRIERIE. ZHEEAE30H) (9.1
%)\ THI2361 (7.0%). FZ1961 (5.8%) . 571861 (5.5%) TH -
7‘:29>o

—A— A
@ T KB

T T T T T

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

0 2 4 6 8 22

at risk EE#,HHFEE (H)
AKIB¥ 330 275 192 141 94 56 38 19 10 0
77tKRE 163 121 82 53 32 16 10 4 3 0

_15_

17. 1. 22 ERHFRIFEMAERER (ONO-4538-44/CA2096495:18%) (ff

A%E)

(LI IE O 70\ HER2[EME* 2 0 I Y A B 20 AT - S0
i EEEREAENE (EEoP O EEEHEAELY £ F5em B
PV 8 2 ) B 254261 58141 (AA N BEF10961% &, 1L
SRR (N + CHE) *2THE789MI, (LAt 79261) %4 51,
b2 ot IR e LCN + C B o %M R OV & et L7z
FEFTEE T % CPS =54 B2 3517 % My M A 7701 4 J2 O CPS
S5EMICBIT AN IO WT, N+ C AR bR
WX LRI AR REZ R Lz, 512, HHicHEsh
WUE TE B O Bk EED BN T ht - THRED AT b 7255 8. Bl
WREMIEE & S 72 CPSZ1EM KL O TT T SN B 1 % A A7
1ZDWTh, N+C ORI bR B 0 LR 191 R I
FeaR L7z (20204E5H27THF =% v b 7).

o gt
o PG B8 | [95% 15 HIX [ ] N =R
iS5
(»H)
N+C 769
g | | 7.08~0.7) 068
PFS | CPS=5 o [989% AR I -
B g o - 0.56~0.81]
e | a2 |50
N+C 1439
et | 17| nsai~1623 071
CPS=5 o [98.4% fEHEX I :
U ‘ 059~0.86]
TEFHERE | 4821 110 0p1200]
N+C 1396
e | O | ni2ss~1498) 0.77
0s | cps=1 o [99.39% {2 HEX I :
U : 064~092]
TEPERE | 655 | 11064 1295]
N+C 1383
prrmme | 7 | (12s5~1455] 080
ITT o [99.3% {2 X I :
e : 068~0.94]
TEFHERE | 792 1 11087 1248)
CPS=55MHICH T2 EEELIFHIRE
1.0+
094 A (CEREGRE
D AL
0.8
0.7
3% 06
%0.5*
77 0.4
R
0.3
02+ o
0.1+ 70"7%0*—0— o
O.OA 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 2 EIEEAIFHIR (B)
(bAAGREE 473384258 181132 89 60 39 23 10 8 1 0 O
b5 ER AR 482325200109 72 41 25 18 12 7 4 0 0 O



ITTERICH B LEFHIE

—A— AN R
Qe CERAEE

0.6+
17 0.5
=

0.4+

0.34

0.2+

0.1

0.0+
0

T

T T T T T T T T T T

3 6 9 12 15 18 21 24 27 30 33
at risk 3 £77HR (A)

{bREEOtEEE 789 731 621 506 420 308 226 147 100 49 34 14

1L EERE 792697 586 469359239160 94 59 35 15 7

2 0
2 0

Tz, MR A LI KON AT IS O W T, PD-LISH %
(CPS) BRI IR 2 AT > 7245 % LT IR

PD-L1 | | EOEEABEOR | -
FEHLH . [95% fEHEIX ] (» ) | [95% 1511 1]
N+C 140 8.67
Cps<1 BEHI#E [6.93~9.69] 093
I 811 [0.69~1.26]
T [6.87~9.82]
N*C o 168 716
BEHI#E [6.83~8.38] 0.93
1=CPS<5
e | 173 815 [0.73~120]
i [7.03~9.07]
N+C 769
Cps=5 ks 473 [7.03~9.17] 0.69
B o 6.05 [0.59~0.80]
TR [5.55~6.90]
PD-L1 . A AR I o gl IR
- » P =K
FEHLE RS AR [95% 12 HEIX ] (2 H) | [95% 15 HEIX ]
NeC | 1308
PrHTE [9.82~16.66] 0.92
CPS<1
e | 12 1248 [0.70~123]
TIREEE | 125 [10.12~13.83]
NeC | 12.29
B [9.63~14.26] 097
1=CPS<5
een | 173 11.99 [0.76~1.24]
Riciat o [1087~13.90]
NeCo [ 1439
R [1311~16.23] 070
CPS=5
feen | 45 11.10 [0.60~081]
AR [10.02~1209]

#25 1 HER2H AN HE I AR E D BF AN gL Sz,

%26 FENEE O L D3 D HE O BE DA AN FEE S 7z,

%27 ARHI1101360mg K O F 1Y) 75 F >~ 11130mg/m? (R HiRE) %34
TE1 18] B C R I Ly # X 2# € 2 1,000mg/m? (R TR % 1H200,
23 RIRRIH 5B S L BIARSE . SUEAHKI M1240mg. A FH)75F 1
[H85mg/m? (RFEMAE) . &Y F— LT A1H400mg/m? (R ifE)
B 7nAuays 2 )v1a400me/m? (RFETRT) % 2308 1 1 b - osd ik e
WL, 7V Auy T2 02400meg/m? (RERiIR) %2H M2 THIIRNEE
BEde GBI 12HRSE L7z BRITEE G- IR IS B VTl RA & i
G-Us AL B AR O3 54 725305 L Loz 8w ik 5%
BHIAL 720

Gk BT A o e 7825 73851 (94.4%) ZREIAE R (I AR e A fi 5%
WrREHt) VROSNT2. TR, B03236] (41.3%). F
HI25301 (32.4%) . FREPE = 2 — 1178 —221 1 (28.3%) . & 112034
(26.0%) , 572025 (25.8%) . Wi 11958 (24.9%) . U HPERIK D e
19140 (24.4%) .\ I PERECRA 1588 (20.2%) \ ML/IMILIK A9 157)
(20.1%) . ERIBEI57H] (201%) TH-7230, [7.11, 7125 1H]

_16_

17. 1. 23 ERFHFESEI/ MHHER (ONO-4538-37:5%) (HFA%S)

(L2E R PR O 70 HER2BE M O SR VI BRAS e 22 HEAT - FE3E 0 B
IR FE AR (B oo fE B ALY £ F5em
PICALIE 2 98) 72400 (HARNB#H 3950 % &, ARAF LA
SFHEEE O (N+CPEH) *2136261, 7F bR HeEE D
e (P+CHER) BE36261) X4, P+CHEHZ ML L TN+
CBEM DA WY B O V2 Wit Urze R SEERMIE R < & 2
AL (R [95% B FAIX M) (2. N+C BT T1045 [8.44
~14751 # B, P+C B8 T834 [697~940] » HTH Y, N+Cfif
BRI P+ C ORI LRI AR IR 2R L7 OV —
FH.0.68 [9851%1Z # X 1 : 051~0.90]. p=0.0007 [J& 5 log-rank
MosEls 20184E10H3IHF =4 H v bE7) o 72, ) —D D LS
MiEH TdH 2L E (b gl [95%EFX ) 13, N+C A
#ECT1745 [1567~2083] » . P+ C it I #E<T17.15 [15.18~19.65]
HHATHY. N+CHABE P+ C PRI U RTHA 1A BRIt
RARSLhoie ONF—=FE0.90 [95%fEHHX I : 0.75~1.08]. p=
0.257 [J& B log-rank #2521 20204E1H31IHT =% Ao "4+ 7) o &4
PEFEAN 53595135161 (97.8%) \ZRIVEM (B R % &
t) BRDONIz, EREIERIZ, KRR = 2 — 1,85 —20141
(56.0%) + FEAKIEE187H1 (52.1%) . L8161 (50.4%) .\ I P EkEL
W56 (43.7%) « M/ MR EGIR A 14441 (40.1%) . FHI12561 (34.8
%) FIMLEREIRA 770 (21.4%) \ TRIE7260 (20.1%) . 95 577241 (20.1
%) Tdh o723, [7125H8]

1.0
094 —A— A
1LREEE DGR
0.8+ O ThKE
0.7 bLEBAE DGR
1
1 0.6
& 051 Wy
7 041 =
0.3 .y
0.2 [
014 e 9
0'01 T — T T T T T T —
0 3 6 9 12 15 18
at risk # B FHIRE (A)
ff)“{;%;ﬁi 362 274 168 94 46 13 0
%;f&;gg 362 259 160 80 30 5 0
1.0 Bges
094 —A— AHlE
bR OB RE
0.81 @ TTHEE
074 e N
4 067
17 0.5
‘_'K;
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
at risk 17838 (A)
fﬁl{;g;ﬁiﬁ 362 346 318 269 232 193 169 150 102 58 23 2 0
%5;{3%";% 362 342 301 259 219 192 167 141 97 48 16 5 O

%28 1 AHI11360mg Jz A F 4 75 F »111130mg/m? (EFifE) %38
IR CHEEEL, TA 7=« FATV - FFFYNH) I LRSS
#40mg/m? (PREMR) LidAHXT ¥ »1,000mg/m? (KFEHE) 21
H2lml, 28R4 5Ly BEBARSE L 720 RS RICB Tt &
FZRFEG L, AT 5F VR F OF G T H 53055 D ko
Mz BTS2 HG L7z,



(VIBRTBELAETT - BROE MR T & E)

17. 1. 24 EINSEIHEZER (ONO-4538-4155%) (B 5)
TTFFEFERAMF L N )T LKA E O BTG IAIE
XA o 3k 47 XA 0% A2 P oo 28 1 g S rp jz i A % (ECOG
Performance Status 0% O°1) 3461 % xf 212, A#I240mg % 238 [H]
8] B C T B L 7o B EERIEHE T d 5 B3 (Modified
RECIST criteria (2004) (2320 gl 12X % CR XX PR) X
29.4% (95WIEHAIX [ : 16.8~46.2%) ThH -7z B, FANIRREL
72BMEIE5.0%TH o720 Tz, kR 53461 H12361 (67.6%)
WCEITER (BRRMRAEMEEZED) PROONTz. EREWERIL,
THI4B) (11.8%). 3895451 (11.8%). U 8\—L 46l (11.8%) T
Ho1230,

B (%)
58425%) (CR) 0 (0.0)
53255y (PR) 10 (29.4)
% & (SD) 13 (382)
# 47 (PD) 9 (265)
Al A hE 2 (59)

17. 1. 25 EHFEFEMHEER (ONO-4538-48/CA2097435E88) (5
A%s)

A2 3 AR TR 9 O Y1) B AN B 70 T i s rp jg i R 38605851 (HAR A
BE6OBIZE G, A2~ T GRET-HEEZ) §RH (N+IBEH) *2
HE303M1, AL2E I E30200) 2 5T, XA FEFF MY AK
MR T 5FF A (S ATS5F 2 AIANVEKETSF )
ZREE LC N+ PR ORI R O R &2 RET Lz, 325
iEHHTH A (Pt [95%SBIX 1) (& N+IHFH#E
T1807 [16.82~21.45] » H. {b.&#¢:H C14.09 [12.45~16.23] » H
THY. NHBEHT G LR URR I R I R 2R
L7z O —F10.74 [96.6% 15 BEX [ : 0.60~0.911, p=0.002 [J& 5
log-rank #5€ 1. 20204E3H25HF =% H v b4 7)o F7z. L4t FEM
Xt 5230044124041 (80.0%) \CRIVEM (BRARMAM R E 2 &) 28
AHOENTo FREIWETIZ. TH#i6261 (20.7%) . 7944961 (163
%) FE54361 (14.3%) . 574151 (13.7%) « TIRBARFEAL T 5E3241
(10.7%) + 030610 (10.0%) TH 723,

1.0
0.91
0.8
0.71
0.6
7F 054
<04A
0.3
0.21
0.1+

00 T T T T
0O 3 6 9

—A— 1EULT TR
Qe (LEITER

T T T T T T T T T T

12 15 18 21 24 27 30 33 36 39
H77HE (R)

empe 303 273 251 226 200 173 143 124 101 65 30

fbmiARE 302 268 233 190 162 136 113 95 62 38 20

at risk #

1EYLYT

1M 2 0

1M1 0

*29: AH113mg/kg (FRTE) 22 M MK, f €Y A~ 7 GRETFHIBZ) 1
[l 1mg/kg (FRHE) 4 638 [ 14 8 C Rl " L7zo BFA BB
W, AFE RIS L AEY AT GRIRFHIRR) 3AH 0
G#T 05300 Bl EDRFEE B\ TR G- 2 IR L 720

(B EIE (BB EIEERC))

17. 1. 26 EANFEIHEFER (HCM-002:1588) (BIdi%5)

M IS B e % B T T B2 I R 206 2ok BT, AR 240mg
7 2 [H] [ A C R T L 7o EREHIiEE & Sz ye g ik
BRETT R AL A § 5 BH (1461) 1238152835 (RECIST #
AFFA VLIS CR LIEPR) 14£35.7% (95%15 X 1 : 12.8
~64.9%) Tdh o7z
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% (%)
5242385 (CR) 1 (71)
#k53%%% (PR) 4 (286)
% 3 (SD) 8 (57.1)
# 47 (PD) 1 (71)
AHili A HE 0 (00

F720 MBS B W T L SNBSS N RN - 6%)
YT — 5 Z R D S BRI L7236 O SRERNI BT 2 g 12 &
BZFIL, 200% (95%E WX [H] 1 5.7~43.7%) Th o720 a4tk
FEAM 2080 H 1661 (80.0%) (CEIMEH (FRRAMRAAE B F % &)
DERD BNz FERBIERIE. 589556 (25.0%) . HUARBRBEHEAL T
JEAB (20.0%) . FEEL3HY (15.0%) FHI2H0 (10.0%) . &) FERE2H]
(10.0%) TH o723,

(AR RLET BROSREY(/7O0V TSI RREM

(MSI-High) =& $ 3#5 - Ei5RE)

17. 1. 27 BHAETHERER (CA209142518%) (BRI S HrAKS)

O7ALEY) IV RPUEMEEH L @A F491) 75 F » idAY
T h R KA & SRR O B A6 V) B A e 7 e T -
FIE O~ A a5 54 MEEYE (MSI-High) Xid3IA~y
FBERI (AMMR) 243 2805 - BB TR 502, A
#3me/kg % 2304 [H] 14 b C RLTE BHEED L7z, BREFEMEATH S
Z3hE (RECIST %4 54 Y LI D BB E AR EE I 212 &
% CR XIEPR) O #5513, 31.1% (95%15 HH X 14 : 20.8~42.9%.
20164E8H10HF— 4719 A7) Thotzo T2, MM %74
BIF515 (68.9%) \CRIVEM (BRARMA MR T % &) AT RO SN,
FREIERIE. 98571760 (23.0%) . THI1661 (21.6%) . 9 FEREL0
B (135%) . )7 8—EHmos (12.2%). 5695861 (108%) TH -7z
35)

o

BI% (%)
56475 (CR) 0 (00
#5325%) (PR) 23 (3L1)
% € (SD) 29 (39.2)
i# 47 (PD) 18 (24.3)
FEAAS BE 4 (54)

D7 ALEY) IV RPUEMEEH L @A F41) 75 F kA Y
T h R & S UL R O B LG V) B A e 7 e T -
FIE O~ A 7554 MEEYE (MSI-High) Xid3IA~<y
FEHE AR (AMMR) %43 540 - 18055 B 119612 6 512,
RHNEAC) L~ T GEIZT-HIIRZ) 2 BEHT% 5 L7290, B3¢l
HHTHHER) (RECIST 4 FF4 Y LI HE D GRERE L
Rl 5212 &% CR IZPR) OF5HIZ, 54.6% (95%15 X [ : 45.2~
638%. 20174E7H6HT =271y "4 T7) Thotze F72 AV
SFG119BIH87H1 (73.1%) \EITEN (BB R T 2 &) A%k
OBHNTz. ERFEIERIE. FHI2660 (21.8%). 572161 (17.6%) .
ZHFERE20M0 (16.8%) .\ FE2418%1 (15.1%) AST ¥EIm1751 (14.3%)
HRIR B AR IES T AE16/1 (134%) . HEU1561 (12.6%). ALT 411441
(11.8%) « FUIRPRBERETCAERE 1361 (10.9%) . Z951361 (10.9%) Td
57239, [5.155 ]

BI% (%)
56425 (CR) 4 (34)
%%y (PR) 61 (51.3)
% S5E (SD) 37 (31.1)
# 47 (PD) 14 (11.8)
AP A B 3 (25)

%30 : AFN1I3mg/ kg (KE) LAY 4~ 7 Gtz - 2) 1allmg/kg (fk
i) & [FH 358 [ [ B A RO R L 72 8 AR 1 3mg/kg (R )
2 [ R B C I R Lzo BEMITE SRSV Tld ARAIE IR
185U A AR T GEIETHIRZ) (EARF OHG-8T 225305 L



FLoREz BTG ZMAL72.

17. 1. 28 E RS FEEMAEER (ONO-4538-87/CA2098HW KER) (£
A%’s)

AL FEER GO BB BRA T 2 1T - TR O BHIE <A 7 a4
T4 M EME (MSI-High) XUZIA~y FBEKIE (AMMR) %
BB - 30361 (HARNEZ206% &, AFIEAY
VA~ 7 GEEFHILR) O (N+IPRH) *SUE20260, xBEEE101
B ZRFGAZ, EERTH S R R 2SR L 72 L28 ik (ICC) *32% 5 i
ELC N+ BRI BE D A 3P L OV V2 it L7z *33, R ZERRAl
THH T 5 et % 3 © MSI-High XX dMMR 24§ 5 L H) 58 &
N7 (NHUBEHEEL7160, ICCHESABI) 12331 ) % e HE A A7 T R
(i gefiti [95% S HEAX ET]) v RIAMTRS HIL, N+ITHF I CNE*
[38.44~NE] » H, ICCH#T5.85 [4.37~779] s HTH o7z (N HF—
F10.21 [97.91% 18 #HIX [ : 0.13~0.35]. p<0.0001 [J& 4 log-rank
Mgl A ke (mH) 0.0209. 20234E1012HF —4 A1 b47) .
F7o, LaVEFFIR 5200617160651 (80.0%) (ZEIVEM (R
fEREAEE) ARROONT. EREIWERIL. Z9EERE4SH] (22.5%)

JR15B1 (7.8%) FE1561(7.8%). 957 1481 (7.3%) TH-72%, [5.17
2]

1.0
0.9 % —A— KHIBE
ORI C:ich:
0.8
0.7
0.6
£
1 0.5
* 0.4
0.3
0.2
0.1
O'OAT T T T T T T T T T T T T T T T T T
0 2 4 6 8 10 12 14 16 18 20 22 24 26 28 30 32 34 36
at risk 2 EEHE (B)
AF|B 193170158 139120105 89 77 65 55 38 20 13 10 6 4 3 0 O
3HEBEY 195182157 116100 79 66 55 48 39 26 16 11 6 2 1 1 1 0
*35 1 KBIR, SRESE~OWSDRREERD T, h o BHE I E AT

THI426 (21.0%) . HERBRER AR A T AE 3240 (16.0%) . 17 95E 2851
(14.0%) \ 98572661 (13.0%) . F&B21H (105%) TH 7237,

MEFEZ ERL TRV BFE IR ESN 7,

17. 1. 30 EEHFEFEMEHER (ONO-4538-50/CA20964855%) (ff

.0fg
;Z 1 A AU LTI R#E5)
0s O ICCH LR PR B O BUA G R AS R 2 AT - 56 ) S EHE*SO % 970
07 B (A NBE 3041 % & tse AREAEY 227 GRIZT-HEZ)
g 054 PR (NHIHE ) *STRE32560, AH LALFH: (T tar T vk
E 5. b AT SIF D) P (N+CPEF) *BEE32161, Lo kit
sl % 324f51) %X G, ALFHEE R I E LT, N+1HEIBE B O N+C B
% B DARIVE R O R R MRS L7zo ERFIHETH 2 TPS 21
024 % %4 FINC 331 2 MR A AR IR IS D W T N+ C BRI AL e
014 e @0 B LR 20 A BRI AR L2, $72, ) —D O R EHF
0.0 B T& 5 TPS 2 1%L I3 1T 2 LA WIRTISO VT, N+IHE
0 3 6 9 12 15 18 21 24 27 30 33 36 39 42 45 48 FITE I OSN + C IR W 3 LB AL BB LS L it 221
{;}Tff BTN () BAIERAR L, S5I2, SICHE SRR R 04 &
fmfe 171144132122 108 95 92 77 64 53 42 37 22 10 O 1 0 KHEDHI YTl > THIEAAT DR, BIKEFIIEE & Sh 7z

ICCE 84 53 29 20 10 6 5
31 AF1EI240mg A Y A7 7 (BRI Z) 1 1mg/kg (FRE) %[H
IS 330 1] ] B "G4 m] it i A L 72 15 ARA 1101480mig % 4308 ] 1] B C it
TEEED L7ze PRI G B W TIE, ARIZ RS- L, 1YL

$32 0000000 ITT$FIC BT 24 LMoV, N+ BB KON +C B

IR Z W FNBILARERION L AT BRI R Z R L7
(20214F1H18HT =4 H1y M+ 7)o

7 GEAE TR RAH O 54T 5 5305 B Lo k% BT - Tl i
B a BIEL 720 o BeOBE | B | [95% IR | AR
%321 INATYTF YR F— ML I At FH) T FF V5 (mFOLFOX6). (»H)
mFOLFOX6: RN X= 79 LGy ¥ ¥~ 7L OPFEE, 7Vt 1.02
095U - R F— ML YA - 41) ) 754 (FOLFIRD). X% N+1 404 o6 FEHAIK [ :
o | 158 [98.5% 1 #IX IH]
FOLFIRIE /8 S A 7H L IdE Y % 3~ 7L O ik BfiEE (240~4.93] 0.73~143]
#33 LA FRE R BT D BELEMNCB W TICCEIZN2 N+ 1B 4 065
BAEERGET 5 2 &1 ARRBRO BRI TR ER T L REE PFS | TPS21% | N+C 158 693 [08.5% (S I
HCERIHO DL LCEIIS AT, BB [5.68~8.34] 0460971
%34 : NE 133t 2 AR - -
. o flepn 157 |, —
RBIRAEERET - BROBEE) 289~582
17. 1. 29 ERR RIS M4AHER (ONO-4538-24/BMS CA209473558) N+1 1370 064
N N 158 : [98.6% 15 HF X 1]
(B¥Rs5) B BE [11.24~17.02] 0.46~090]
T oAb IT RYUBEMEIES A L YT 7 T B & e R : 054'
WANIE ST OB IE GIBRAS e 20 AT « P58 O & E R B +55388 TPS=1% N+C 1544 o) o .
- 158 [99.5% 15 X ] -
B (HA NBH 27451 % Ertro AHIBELO36], S FRBE19501) %34T % P (1193~19521 | ™ 080]
120 ZFRFVRIEH] (FEyebV L3z sEbl) e LT
! o - : feasisne | 157 907 —
AFH1240mg % 2308 [ 7 B C I HHE L 72 L SO RIVE R OV ek % T [7.69~9.95]
Wat L7, IR C a5 4 A A (P i [95% 15 X 111) 05 o - 078
&, ARAIBECILIT [9.99~1373] # H. kHIBETS.54 [7.20~9.89] # NeL ) a5 7 [98.2% fE I I
el . Bt H [11.27~1547]
HTH 0., AFNLY 3 2 REHN UK EHEMICE BREE4 5 0.62~098]
L7z (= FH0.79 [95%E M1 ] : 0.63~0.99], p=0.0381 [J& 5l - N+C 1321 0.74
s _ \ e Ao \ i 1% (1K 1 ©
log-rank #i5€]. 2018411 B12HF =% H v bt 7)o F7o, LA MEE Bl FH B 321 [11.14~15.70] [9931—;81 ZP9]6]
il 521926171 12961 (67.2%) \CEIVET (FRRBAfE B %2 &) . .
BRD SNz, ERFNEIZ. 5552360 (120%). FHI2081 (104 fepnet | a0 | 0T —

%) TR BEREMR T HELTH (8.9%) . 2 FESELTHI (8.9%) . FLHKINR

_18_



ITTERICH T2 24ETFHIRE
(B LY T AR LFEER O LEE)

B A (U LTI
@ BB

17 0.5
E

0.14

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

£77HRE (R)
325 274 232 191 166 129 97 77 55 33 22

at risk 3
1LY T
i B

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

ITTERICH T2 2EFHR
(e BuEH AR S LA RAR O LER)

—A— LFREGAR
O L RAEE

7F 0.5

T T T

T T+ _T°r 1 1T 1T 1T 1T 71
0O 3 6 9 12 15 18 21 24 27 30 33 36 39 42

&778R (R)

321 293 253 203 163 1383 92 60 40 26 12 4 1 1 0

at risk 3
s
Ridackd

1L BERF 324 281 229 171 131 93 56 41 23 9 5 2 1 0 O

7z, MG AA I B OV AR RS D W T TPS <1%4EFIIC
X L CTERSRIISINT 2 AT o 72 R 2 BUF IR 3%

PRI SNl
5T wE | CoseREEm | S
(v H)
N+I 164 283 145
BRI [1.68~4.17] [1.13~1.88]
N+C 555 0.95
PES 1 e 163 [444~693] [073~124]
I 575 B
[=2 3E5 3 166 [5.39~6,97]
N+I 164 11.96 0.96
B B [10.09~16.03] [0.74~1.25]
N+C 11.96 0.98
OS | g 163 [0.86~1554] [076~1.28]
s 1216 B
LSRR | 1661 g1 <1400)

%36 ° 95 PLAL AR E MM A 12 B TR B2 SO S L (ECRE
FREAAL) LTSI, KEIR. SAEFENOWL 2 REHE RO
VHEDS LSz,

A 1E3mg/ kg (ki) Z2HBRIFEED . 1€)A< 7 GEfEF#ER)

1limg/kg (REE) %630 [ [ & CAiigE L7z. B GRECB W T

13, KA Z G- L, AEY) LAY T GEIEFRIER) ZAK oS

T D530 ML EOBIFEE B TR G E IR L7,

%38 42104 2 E LT, AAILN240mg 22 HFE, 7Vv4ay 531
800mg/m?/ H%& %94 2V O1HAA,H5HHF T GHM) ., Y AT FF ¥
80mg/m?%& 5 %A 2V O1THHEICE IR NP G- L7z ARHF L bz
HIZH G- 325 63 AR G- L, 7vAas 7oV RSV AT T
F AIARFN OB GHT 253050 DL LR BTG EBIR L7,

*37:
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N+1BEFBE o 22 4V FHAl 0 52 32260925645 (79.5%) (ZRIVER (i
R B 2 Ete) 25RO BNz ERRITEANL. J8925561 (17.1
%) FUIRIRBEREAK T hE43BI (134%) . £ ) FE5E43H] (134%) TH
5720 N+C Bt FHE O 22 4P 3 6 4 31050 H 29761 (95.8%) (&
e (BRRMAEMEFELEL) P ROONTz, EarllERI. Bl
18261 (58.7%) . FAkiIKIB13261 (42.6%) . TN 49851 (31.6%). &
193651 (30.0%) . WFHEREIRA 6551 (21.0%) . FE 576161 (19.7%) .
THI60%1 (19.4%) . FERLS9BI (19.0%) . MEH-56%1 (18.1%) . & & I&
5061 (16.1%) TH-7239, [517, 717, 7.18%H]

(RERICH T TR MBI L)
17. 1. 31 ERH#FFEIEZER (ONO-4538-43/CA20957758k) (B

HiRE)

MBI LS O R RIS KD IR B 22 52 2 28%) (pCR) 25380 S
P 7 LN L A B A T (S o Ul s £ B A
XU 1 F5em PUNIIALE 32 B 3T B2 si8) otz 85794
Bl (HARN B H630 % G ARFIWESI2H]. 77 L REE26261) % Xf
R, 7T RE R E UTAHKI240mg % 2,08 [ [ Fa T8I\l r i i
L72#%. 480mg % 4308 [ [ b C A S (R 127 HH) L7z& &
DOFINER OGRS Uize 3B EHE T 5 895 A 47101 1
(hrgefifi [95% 15 BAIX 1) (&, ARH)#EC2241 [16.62~34.00] » H.
75 REET11.04 [834~14.32] #HTH Y, AHNZ T T LRITHL
EFEMICA BARIEREZR L7z OV —R1H0.69 [96.4%15 M [H :
0.56~0.861. p=0.0003 [J& 3 logrank #sE], 20204E5 1207 —%4
Ky NET) o F7z. AR 5532450 1 3764 (70.7%) \ZHEIME
H (BRMAEMREEL D) 230Nz, FaaITERIZ. 95790
B (169%). THI88HI (165%) . ZHFEAES3H (10.0%) TH-7210,
[5.20%0]

1.0 g
094
0.8
074

£ 064

]

4 05

g 0.4+

0.31
0.2+
0.1+

0.01,,_,_
0O 3 6

—A— A
O TIeRH

LA L L L L B L S S EA B B B
9 12 15 18 21 24 27 30 33 36 39 42 45
at risk 3 EREFHRE (R)

RHEIB¥ 532 430 364 306 249 212 181 147 92 68 41 22 8 4 3 0

TotKREE 262 214163 126 96 80 65 53 38 28 17 12 5 2 1 O

%39 : 4 1% o 9 BILHLAR 2% A9 A C American Joint Committee on Cancer
(AJCC) e o4 (BE7h0 123D ypT1L E X3 ypN1LL ETH S
ZEEEHRINT,

(EHTHRE)

17. 1. 32 EIRNSEIMHEZER (NM-K2002545%) (Bii%5)

JEBS AR He T B T E DR E R MA THERES L, 2D W6
G #CT. FDG-PET. LT bE NS o Wi {§ iR
OB U2 H M55 (LR AR WIREGER R O H
BED XY, TOhegmEeER L LTOEIEESREE SR
Tedrods bR VEENE RS CEVE R GIE, B ool K ORI
Br<) BB *05661% h Gic, AHI240mg % 238 [ W B Criig EHE L
7oo FEFHIEE CTH LB EL A T2 85 (50)) OFER)
# (RECIST #4 N4 Y110 bk €12 X% CR XIZ PR)
DFERIZ, 222% (95%EHHIX [ : 11.2~37.1%. FHHTIZFEE L7z
fitil35.0%) TH o720 BB, ALEBEEO 2 EH (11B) OZER)
KO FAZ, 182% (95% 15 HX ] : 2.3~51.8%) Tho7z0 F72.
LA VERTAM A R 566013561 (62.5%) ZRIVEH (BRI E R %%
i) ROOLNTz. EREIVERIE. HIRBRARGEAS THEIR (16.1%) .
FBIBI (16.1%) . ZHIEIE6HI (10.7%) TH o724, [5225 ]



AL AR A AL TR A
% (%) B (%)
5242%5%) (CR) 2 (44) 1 (91
#525%) (PR) 8 (17.8) 1 (91
% & (SD) 14 (31.1) 4 (364)
# 47 (PD) 18 (40.0) 4 (364)
AHAS g 3 (67) 1 (9D

*40: LT OWT N IZE Y T2 B IR E L7,

- W) SR O A& A T DL O B

- JEHERRE (K) OAREA T 5L OREEH

< FHERY) SR O AAA T B R

- BURTRY 2 SHiE K O %A 5 1 bR R

« WS S5 S et P 2R 5 DS B R A 3 o -

BRALEE OB OAREA Ly LG5 ALNES N Owi IR EBUR (PSA)
e R BIEEE

(R L RIEICH AR EBIEE)

17. 1. 33 EHEFEFE MR (ONO-4538-33/CA20927455%) (8
Hi%5)
1577 R P DR B b B D A B R 70061 (HA AR 4951 % &7
oo AHKIME3S3MB. 7T ARRE3566]) 23R, 7T REx L
TARHI240mg % 238 K] I b C i GeRE122HE) L7zL&0f
WE R OV M A M Uiz R EREMIEH T 2 95 A I (o
Jufl [95% fEHAX E]) 13, AHIET20.76 [1649~27.63] . 75
L AREET10.84 [825~1386] »HTH N, AHKIBIE 7T LRBETHTL
FRRT I AR 2R LIz (O —FH0.70 [98.22% 3 HIX R :
0.55~0.90]. p=0.0008 [J& 3l log-rank ¥t ], 202048 H27THF—%
A NET) o

—A— KEIE
Q- TTEREE

260
D - O

- R e ——g—.

0.11

0 3 6 9 12 15 18 21 24 27 30 33 36 39 42 45 48 51

at risk 3 EREFHRE (B)
AHIBE 353 296 244 212 178 154 126 106 85 68 57 51 36 23 20 3 1 0
TS5wAKEE 356 248 198 157 134 121 105 94 80 65 54 50 37 22 19 10 2 0

*41: AT T F VR E LM% 20 1% O R AR - 10 B T G
B ypT2-ypTda LidypN+DHEH . LT AT F w2 &L MiniHhbh
RERZITTBOF it O BALER 2 1075 Wi 25 pT3-pT4a X i
PN+TH Y, DY AT TF % & il Al By AN e 324 7%
AR L BEE TR L,

F7o A NSO W EIS A NSRRI IR 247 > 72

FHERE LIRSS

e . o | I [05% IEIX ] | =K IE [95%
paSa f‘ U
G | SR | K GoF) o8 I
AHHE 279 21.88 [17.35~40.54]
B 1 . 0.62 [0.49~0.78]
AV i 281 841 [7.26~1357]
AR 44 1945 [6.41~NE]
e — 1.23 [0.67~2.23]
7T R 52 25.95 [8.25~NE]
. ARHE 30 11.10 [5.59~27.04]
PR - 1.56 [0.70~3.48]
7T R 23 844 [542~NE]

%42 : NE 33t EARE

FAVERHR 351812726 (77.5%) WZRIVEH (BRI il e
2Et) RO LN TREIEIE T)FEAESLE] (231%). H

_20_

6161 (174%). FH59% (16.8%). 55355361 (151%) THh 7=
42) [5.24, 525 M]

(GRIGYIBRTRE R IR ER _E R TR)
17. 1. 34 EEHFEFEMHERE (ONO-4538-56/CA209901 5% (&I

HER)) (ftAKRS)

AL FEE R OBG VI BRATE 70 IR B b B A o 1560861 (HA
NBFHABE G, RRNLALFILE (FAVIELEIRTITF &
OB BEH (N+C B ) * 1830451, fL22 8 30451) 24t 512,
(L2532 5T R E L O N+C B o 730 L OV % Wedd L 720
B VATIF VO EEEHEDO A ERIELBE TR, VATIF
VERINVKTSF AR B ELHR L. TEFHEATH S
AR R OV IR AR I NSO WL WIS N+C PRI
ALFFRIE T LIRS B E R 2 /R L7z (20234E5H9H T
—ZhIIET ),

rpLfiE
P51 BIE | [95% 13 HEIX ] NYF—FIt
n7)
N+C 21.72
4
pomme | % [1863~26.38] 078
0S 1556 [95.59% 15 M X ] :
22 e - 0.63~0.96]
[ESEHERRE | 304 1 1y 7o mp )
N+C 792
4
e | [7.62~949] 072
PFS 56 [99% 15 MHIX ] :
2043 34 : 0.55~0.94]
LR | 304 [6.05~775]
1048
094 —A— KEIROILREAGRE
08 O AR
07
4 081
7 05
* 04/
03
02+
0.1
0'07\ T T T T T T T T T T T T T T T T T T T T T
0 3 6 9 12 1518 21 24 27 30 33 36 39 42 45 48 51 54 57 60 63
at risk # £ (B)
1@4;3252%% 304 286 264 228 196 167 142 119 97 84 69 58 48 36 25 20 15 12 7 4 2 0
{LSEREARE 304 277 242 208 166 140 122102 82 65 49 30 33 24 17 16 13 9 4 4 1 0
106
0.9 —A— BRI EMARF
05 O AR
0.7
i 06
=
% 054
_sz 0.4
03
02
0.1 .
R ®
O-OA T T T T T T T 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 42 45 48 51 54 57
at risk # EIEEAEFHE (B)
AREI RV
(RS, 304253179 116 82 65 57 49 41 36 31 26 19 14 11 10 6 5 1 0

b BABf 30422311963 35 25 17 12 10 9 8 6 5 2 1 1 0 0 0 O

*43: VAT ITF VOB LB BEIMGELINT, T, BEmT 0127 HH
AT U R B L% 2 U 7o B I ehtk e Sz,

*44: 3B E 1A 2V E LT RAINEIZ60mg % &4 27 VO1IHEI, FAv 5
Y 101000mg/m? (kKR 24534 7Vl O8HEIC, Y ATF
F 2 1H70mg/m? ((RFEIHFE) % &5 A 7V OTHHIZ6H A 7V fiifE
L7z AFAI1181480mg % 430 [A] 8] B C 90 1l 56 - 2 © 24 H 8 F T pidii
fHEL 72,

N+C ff JH#E D e A VRl 5304611296451 (97.4%) \ZRIVEH (1
IRIRAE S 2 3 0) AN ON Iz, TR, #1746 (57.2
%)\ L1420 (46.7%)  TFHERIAMEISH] (30.6%) \ B EREL IR



ATSBI (24.7%) « FET7TAB) (24.3%) « FERKIKIB68H] (22.4%) . ML/
WEGRA 6661 (21.7%) . FUILEREIRD 64451 (21.1%) . MEH-5561 (18.1
%) MEJHEATHI (155%) TH-72", [7.225]

R IBRTRERETT - BROLERKEBHIES)

17. 1. 35 ERHEIHERER (KCTR-DO145iER) (BIhi%S)

BOECIRANRE e AEAT - FHFE O 1B AR R MR R 31490 (ke
MR RE2050, SRR, FLEA ST =y MRABL. B2 e %
HASH) (= 2) AFSLAE3BI TR L), B2 RS 151) ) 2%k 12,
AFH480mg A 438 B 1B b C R A L7z ESEAHIEIEHE T 5 23%)
# (RECIST #4 FI4 Y LI HS iy e 5212 & A CR it
PR)1£19.4% (95%5 FEIX 1] :7.5~37.5%. FHHIZa% 2 L7z fE1%5.0%)
Tho7zo

%L (%)
S64%%) (CR) 0 (00)
%%y (PR) 6 (194)
% 5 (SD) 11 (355)
# 47 (PD) 9 (29.0)
ERUENE 5 (16.1)

F72 RRBIB SN 31B12 35 1T 2 9 FIRLRL I 51 o 225 3%
(RECIST #4 K54~ L1IBUIC3ED v de ] 212 X 5 CR i
PR) I FERDEBNTH o720

% 2R [95% 13X ] (%)
AL 20 200 [5.7, 437]
ook 2 50.0 [1.3,98.7]
BN ADES AN 4 250 [0.6, 80.6]
B g 5 0

FA PR A 31 B 1861 (58.1%) \CRIVEF (R AL 2% %
) RO SNIz, EREIER I, TR GETTEAEAR (129
%)+ LA ECRBRAT AV E ik 450 (12.9%)  FEARBRASHEAS T
361 (9.7%) « FEB3H (9.7%) TH 72", [528% K]

(VBT R AT HAasE)

17. 1. 36 ERHFEI BN (ONO-4538-92/CA2099DW :XER) (ff

A%E)

G BALSAFERE O 20 Y BRAS B 2 I B 3 A8 4566861 (HAR A
BB G, ARREAE) =T Gl TR B0 (N +THH)
*EIE335H, 0 HRIES33BI) At G, GBS R AN L 7= 58
(IC:VI7x=7 XLy NF=7) LT N+IBEARED
AR O e e a Lize FEFHEEECTH A4 A (h
il [95% 5 HH X [H]) O rp B fEAT 5 R 1d, N+ T FHET23.66[18.83
~29441 » H, ICH#T20.63 [1748~2254] n HCTH ), N+ 1B #E
ZIC AT LIGRT 2 B E R A 7R L7z (O —R100.79[97.43
%13 HHIX M £ 0.64~0.99]. p=0.0180 [J& 5l log-rank ¥t 5&]. H &K
e (W) 00257, 202441 H31H7—% %> M4+ 7) Kaplan-Meier
MR DD W, B2 S 1 AR DEIZB W T N+
HRELICTEE DB TEREFIB ONYF =D TEHELL R 72
(e A2 55.84% HIE i) LT OFECIE N + TP BE K OV IC
BETENZN666 (19.7%) K OB9IBI (11.7%) Il b 7=*, &
7oy BA MR 83326502781 (83.7%) WZEIVEHT (i RAR A fiti
BEZED) BROONT. EREIERIZ. ZHFEREISH (28.0%)
AST H4Ime551 (19.6%) . %&#56451(19.3%). ALT ¥4n63%1 (19.0%).
THRIATH (14.2%)  HEARBRBEBEAC T REA0B] (12.0%) . V78— 800
3781 (11.1%) « FHUARBAE TTAERES4B] (10.2%) « M5 JJE34450 (10.2%)
TH-7%, [5305M]
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0ol o —A— (Y LTTHHEE

0.6
QO.SA
0.4+

0.3
0.2
0.1
04~
0 3 6 9 12 15 18 21 24 27 30 33 36 39 42 45 48 51

at risk 2 7R ()

1B LT THER 335300 264 239 220 206 179 162 150 137 104 71 42 24 11 8 0 0
ICE 333310280245 216 194 164 144 116 106 76 44 34 20 4 3 1 0

45 RFHE ORISR L7 572w, O IR REREE O #2725 Child-Pugh 78 A
DEZEHPHMAANSNTZ,

#46: KA 1A Img/kg (RE) LAY 2% 7 GEIET-HIRZ) 3me/kg (KE) %
[R) H A 308 [ 1) B "G 4 I i i i L 72 82 ARHI 1 1n1480mg % 430 i) 1] B ~C o,
TEHEED Lze PRSI VT, ARIZRAICHS- L. /) A~
7 (BET-HIRZ) 1 IARHK OB 54T 205305 UL Lo MR E BTk 5
ZhlR L7z,

FAT N+ TP HBE R O ICBEIC BT 23E K - o WU, [95 BAEAT ] 233661
(10.7%) K 03141 (9.3%) . [{HERSEDRE | 251161 (3.3%) K U141 (0.3%)
[Zofb] 231861 (54%) K U661 (1.8%). [AH] 25161 (0.3%) & U1
Bl (0.3%) Tdh o720 N+IBEHBICE TS BB O#HE | ONFUS. I
A3, SaE I 28 R OH T RIS TEIT 4255200, BFREZE, K 98 / ik
TR 3y 2 WANG / EIC SR M i U 2 0 OV LR 20 45 L5
[Zofb] oPWFUE. COVID-19 3, fili 4 Bk 08 Ml g T 14 i e
Fiti g, WL, PPWRERI i, 4 Sy e HETRTE AL, Wil > =0 27, Tl g8 i
FRMEPENN 95, AN A, WLE, (O AE A 4x, COVID-19Mi %8, KRG &
KO M) AME S 1B TH o720

1) ARA QKBS N W5 o f RO R Dl A E=RY
<7 GEfET-RIHZ) LT, 1101240mg % 234 [ 4 B8 313 1191480mg % 4
L I B C AR T %0 | TH B

1H2) RHN OGRS WIAA VI BRAIE 2 B A, B)BRASHE 2 Ml e 12
HLTAEY AT GRART-HIRZ) L0325 6 0 ik RO R [
HyRAZIE =RV 7 GR{E TR Z) & LT 1nI80mg % 338 [ 1t b
T4 I HET 50 2O, =KV~ 7 (BIETFHEZ) LT 11
240mg % 238 [ [ i 3131 [11480m g 2438 [ R bR C R HE T %0 | Td
5o

:3) ARH D KGR SN BRARE LR AT + P55 O I/ ARG HE L6 LTl o
YUEPEIES A & 0 3 256 O L O R D, RACIE=R
V=7 (Ein R Z) & LT 111240mg % 238 15 1 B 3L 1Z 1191 360mg
7 330 [H] [ b C RN 50 | TH S,

1:4) ARH| O KRS N 7ALF RGO BB Y BRAGE X5 1 o B
Nada. WY BRASRE 2 AT - TR OBBE~A 7 0¥ 754 MR ek
(MSI-High) #4358 - lWERIC LTI v 7 GEIZFHIER)
LT 206 O i RO RE [, RAZZ=F <7 (@57
HAez) LT, 1101240mg % 3308 [ [ b T4l ST T 5. 20k, =
RV~ GEIEFHEEZ) LT, 1A1240mg % 238 [ [ R 13 1171480mg
43 [H] [ C G R 550 | TH %o

1:5) AH DRES NI BRAFE AT - FFFE O BN R B I LA E
VA~ 7 GRIET-HIRZ) O3 206 OB RO I [, B
NF=RN~7 Gl z) & LT, 181240mg % 238 [ [ i S 1d1
[11360mg 7 335 [ [ b C AU #HE %0 | TH Do

H6) A O AR SNz P 5 T EEBYE O W AR D F ) 2 o%E o i
ROH R s, A=K uv~7 Gl Tz LT 1A
240mg % 238 [ [ B 513 1 [91480m g 2 438 [ [ b C A i i 3 %0
JHEL NI =RV~ T GEIEFHRZ) £ LT 1M3mg/kg (KE)
% 238 [H I B C BT 5 %0 238, RE4A0kg P L o/NRICIE, =RV
~7 GEfZT-HRZ) & LT, 11240mg %238 I IR 3131 01480mg %4
SE R B B C i HE T A 2D TE S, | Th b

7)) AR ORRS NGV BRARE 2R AT « FFE O BRI L TboHt
TEVENE A & DR S A A o I ROV R [l A iE =R v
~7 (BT Z) & LT 1I240mg % 238 [ BB, 111360mg % 338
i ] B L1 1 1480mg % 4[] [ b C Rl i 5% | T bo

1:8) AHI DIKFR S NIz SBT3 BT B Al By ok 0 i L OV A [l
AR =RV T GRIZ LR Z) L LT 11240mg % 234 [ [
P A& 1 M1480mg % 438 ] B Fe C R A 3 %0 72720, SilifiIc B
DML O, 5122 HRETE 5%, | TH2,



18. FERhFE

18. 1 fERAE
ARV TIE, e PD-USH T AHUATH Y, PD-1EZDYF YT
HAHPD-LI U PD-L2E Diffi 72 HE L 23AHUEIFH 897 T A
OBYFA, AL R O MBS 5 M O MR AR IS X0 IS5 G 2 3
HdpLEZLNLY,

19. BRI BT HIEEFRIFR

— % AV~ T GEIETHIER)
Nivolumab (Genetical Recombination)

433 1 §9145,000

A e bPD-UIK§HEA T MR e FgGLE /) 70— F VB
Thh, HPE21FHO T I/ IR IED Pro lTEIRINT W 5,
F A Z—=ANLAY —INRMNBI LY A S BH440 D T 3
DRI O 2 2R R O214M O 7 I BRI H 57 %
BH2R TR SN S V0 Th b,

20. RV EDEE
SR E PRI L THRAE 52 8,

21, &E&M

211 EFEMVAZEHEIWZ R ED b YN ERTLHE,

(BHEUIBAMOEHRIKRI X NE (INR))

21. 2 EINCTOBRBREFI A D TRON TV B L0 5, BERIEH.
—EROIEBNARD T —F DR EN LT TOMIL, SREFIE TR
AT R A 2 M A 2 I &0 ARFIT B E O RIS
JERT 2L LB, KA OREN L OHE T 27— 5% 51
WU L ASH 0 1A N LB @ 2 L b 2 ks

22. ‘@&

(F 7T —R & #EEHE20mg)
2mL [1234 7]

(F 7T —R & i#EE#E100mg)
10mL [1234 7V ]

(F 7T —R & i#EERE120mg)
12mL [1234 7V ]

(F 7T —R & i#EERE240mg)
24mL [1254 7)V]

23. EEXH
1) A7V —R i aE B N CRAER LN - PR R0
2) /NEPSEE T RS TAH (CA209039) shBRpcHE (FEINE R
3) /NEPSE L T NS A (CA209205) aBRRT (REINERE
4) Yamamoto N. et al.: Invest.New Drugs, 2017 ; 35: 207-216
(ONO-4538-01 5 5#%)
5) /INEPSE T3 N SE TAH (ONO-4538-02) sl it (Fh Nk
20144E7HAHFE, CTD 2.7.64)
6) /INEPSE N T3 N S5 TAH (ONO-4538-08) ik BRp A (LN B R
7) Robert C. et al.:N.Engl.].Med., 2015; 372 :320-330 (CA209066
)
8) Weber J.S. et al.: Lancet Oncol.,, 2015;16:375-384 (CA209037
)
9) /NEPHE T3 NS T (CA209037) FBRERT (RLNE R
10) /NEP3E 5 T3 N S5 TAH (ONO-4538-17) sl (RN R
11) /NEP3E T3 A S TIAH (CA209067) stBREGRE CREINERD
12) Weber J. et al.: N.Engl.].Med., 2017 ; 377 : 1824-1835
(ONO-4538-21/CA 2092385 55%)

13) /NEpSE T T3 A S TIAH (CA20976K) atBREGHRE (FEINE R

14) /NEp3E T T3 N S5 TAH (ONO-4538-05) kR B (FL &R
20154E12H17HKGE, CTD 2.7.6.7)

15) Brahmer ]J. et al.:N.Engl.J.Med., 2015;373:123-135(CA209017
)
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16) /NEFSE N T3 [P A5 TTAT (ON0-4538-06) SRR A (RE S
20154£12H17H&GE. CTD 2.7.6.8)

17) Borghaei H. et al.:N.EnglJ.Med., 2015:373:1627-1639
(CA2090573%E%)

18) /INEPEH T3 « B L [ 45 TIHT (ONO-4538-52) ik BRmig (+k:
W EL)

19) /NP T2 B AL 45 TIAH (ONO-4538-27/CA209227)
BRACR (RLNRORE)

20) /B 3 T3 E B AR A5 I (ONO-4538-77/CA2099LA)
ARERHLART (FL PR

21) /NEPSE S T3 ¢ E B IE R A R (ONO-4538-55/CA209816) it
BRACR (RLNRORE)

22) Motzer RJ. et al.: N.Engl] Med., 2015 373 : 1803-1813
(ON0-4538-03/CA2090253%E%)

23) Motzer RJ. et al.: N.Engl] Med., 2018 : 378 : 1277-1290
(ONO-4538-16/CA2092143%E%)

24) /NP T2 BRI [ 45 A (ONO-4538-81/CA2099ER)
ARERHCART (LR

25) /NEPHE L T3 < [ N A TIHT (ONO-4538-15) BBk (kP Bk
20164E12H2HAKE, CTD 2.7.64)

26) Younes A. et al.:Lancet Oncol.,, 2016;17:1283-1294
(CA2092053%E%)

27) /NEPSESL T3 < [EIPN AT (NCCH1606) i (R ks
20214E9H27HAKR ., CTD 2.7.6.1)

28) Ferris RL. et al.: N.EnglJ.Med., 2016 : 375 1856-1867
(ONO-4538-11/CA2091413%E%)

29) Kang Y-K. et al.: Lancet, 2017390 : 2461-2471 (ONO-4538-12
AER)

30) /NEPSE S T3 ¢ EBSIE R AR (ONO-4538-44/CA209649) i
BRACR (RLNRORE)

31) /NEP T3 RS AE [ 45T/ T (ONO-4538-37) 7B R A (H:
W EL)

32) /NEPHE L T3 [ N A TIHT (ONO-4538-41) SR BR kA (LI R
20184E8 H21HAK ., CTD 2.7.6.1)

33) /NEPSE S T3 ¢ EBRIE R AR (ONO-4538-48/CA209743) i
BRACR (RLNRORE)

34) /NEPIEGL T 3E  EIN S TIHT (HCM-002) sABRSHRE (Fhp s
2023411 H24H4&G%. CTD 2.7.6.1)

35) /NEPEE L T3 1 EAMASTIAN (CA209142) RERMGRE GEINERD)

36) Overman M.]. et al.:].Clin.Oncol., 2018:36:773-779
(CA209142:%E%)

37) /IR SN, T3 E B IE [ A5 A (ONO-4538-87/CA2098HW)
ARERSAE (R R 20254E8 H25H K72, CTD 2.7.6.1)

38) /I BF 3E i T E B 36 H 45 A (ONO-4538-24/BMS
CA209473) RBERRLRE (GLE R

39) /NEPSE S T3 ¢ EERIE R AR (ONO-4538-50/CA209648) i
BRACR (RLNBORE)

40) /NEFHE T2 ¢ EB LSS TIA] (ONO-4538-43/CA209577)
BRACR (RLNBORE)

41) /NEPEES T EE NS TONT (NM-K2002) SRERRGRT (RENEH S
20214E12H24H7G%. CTD 2.7.6.1)

42) /NFFHE T2 ¢ EB LSS TIAN (ONO-4538-33/CA209274)

BRACR (RLNBORE)

ANERSE G T3 E RS M AT (ONO-4538-56/CA209901 (F

B ) AREHRE RERL)

44) /NEPEENL T3 NS TINT (KCTR-DO14) SRERAGRE (LB RS
20244E2H9H KRR, CTD 2.76.1)

45) /NP T3 E RS AE S5 TTAH (ONO-4538-92/CA2099DW)
AERHART (FLRL)

46) Wang C. et al.: Cancer Immunol.Res., 2014 ; 2 : 846-856
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24. XBFEKRERVCHEVEDES
NP TSNS (T MR
T541-8564 KBl e X AKERRI 1T H8F2 5
s 0120-626-190

TVAM - AX =X A7 TS AT IVERIN—T
(A7) B TR KT 1-2-1
(TEL) 0120-093-507
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26. 1 SEE/RST

[TT) EFm LRt =4t

AIRFPREAALE 1 TEHSE2S
26. 2 7OE—>aig
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