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TR M BOEE & R O FEAR T B 2016 (R 28 46 A 2 A BIRRIRE) 128
WL R EIE S O H O HEEZ X2 Z LB VIAENTZ 2 & &%
TR E SR A BB e B R T D T D IS i HEE T A R
TA4 U EEHRLTHET,

=AN~7 (Bl z) ®(A (RPTEH - 47V —A S FRE 20 mg,
[E S ERTE 100 mg, [ 120 mg K OV AL &L 240 mg) % HEME
B EICx L CTHERATABEOBEFHICOWVWTL, T=RAr~T (BT
ez ) WA OREEMEHHEET A N7 4 GE/ i, B4R, 5
SHERIE . B, AR oNE, B, B R E, &
A a7 4 PAREZEMN IMS1-High) A3 55 - EIGE
K OVRIERE) O—HEEIZDOWT] (24 11 H 27 BT 3EAEIEE R
1127 1 5EASEEERE - A RERLEETEREBEM) 12XV
RLTWET,

S, =N~ T (Bl z) BANZOW T, BT R EIZ 30
HRHEROCHED —MEENKBINTZZ EIWTHEN Y& A T4 25
MOLEBYHEWZLE LD T, BENOERERE & OEF/IZ3T 5 JE A
EBEONLET, 2B, WEZROREMEHMEET A N7 A4 0%, RS E O
LB T,



AEVEN RS BB D B T HELE T A N T A L DUGET 1

AL
AT CBr A %)

T s 2 L BT 5 7 — AR A R IR 50
mg (— &4 AV a~7 (EaFHz) ) @
BHRESUIN R, MEK O =

HRE TN

BIBRARE 70 EAT « P& D FEME R R il
iR O &

=R~ 7 (Blaliz) EOFHIZENT,
BE. KANZIZA Y AT (Ba#z) &
LT1[E 1 mgkg (KE) % 6 1 MHHE T A i

E<lh &
Y= (FRRERIBED) Y=Y (BHBREBHIER)
28— K5 LD HIEROHE 2 = KR LD HIEKROHE
W A =R~ & z) &L WE. RACIZ=RAL~T (BEFHERz) &L
T, 18240 mg % 2 B EIFRE XL 1 [E] 480 mg % T, 1[F 240 mg % 2 AR XL 18] 480 mg % 4
4 W [EFRE C IR EET 5, T AR TR EE T 2,
A A~=7 GBla - z) LOHHT 2B A1
WL A=A~ T (BETHER L) b L
T, 197240 mg % 2 HA IR XIE 1 [F] 360 mg %
3 R E A ERE T D,
2= (%) (% B




95,

4 R_R— DEWNF I AHFER (ONO-4538-41 585#) (Clin Cancer | 4 ~<— E NG TR (ONO-4538-41 #ER)
Res 2019: 25: 5485-92)
4= @Q)[E B4 [ 56 M AHEUER (ONO-4538-48/CA209743 (@ B85

BR) (Lancet 2021;397: 375-86)

(L FFRIERTGR O UIR A BE 2 61T - FEFE O FEME N
JEEh R i AR 605 5] (B AR NEFE 60 12 Ede, AR
HleA Y A~7 (BlarMiz) EopftH (UL
T INHLOFEHT Evo ) T EE 303 B, {bTERTE
(72 FFRE CATTFUXNIANKRT T F
V) EXRA MU R R vaKFYEDOPEH)
B 302 #) ZxtGic, {bFRER AR E LT,
N+ GEHBEOFINER OV et e gt Lz, 3
I H T 5 AAFHIM (P RE [95%IE X
1) 1%, N+ OFHEET 18.07 [16.82~21.45] 1 A,
{LZARIERE T 14.09 [12.45~16.23] WA TH Y |
N+ OF & G- 3 b RE T Uk at P iuIc A B
EEZ R LI (O — FE0.74 [96.6%15 #E X[ -
0.60~0.911. p=0.0020 [JEH!| log-rank f57E&]. 2020
FEIHBHT—E Iy b AT),

*1 2 AAI 1Bl 3mgke (RHE) % 2 MEME. A &
V2A~7 (GEE7MEEZ) 16 1mgke (KE) %
6 A RIRE CAMERE L, FHBESRIZEBWVT




3. AFIEROICERE L. A A~T (GEfs
1 2) IIARN OB G T D 30 0L EOREE
WG ZBAMG LT, (X W)

1 2AE(EHIR o Kaplan-Meier Hi#E (ONO-4538-
48/CA209743 ilER) (HEAEA{L S 7-EEMH)

6 ~—

OENSE MRS (ONO-4538-41 k)

4=

ENE TR (ONO-4538-41 #ER)

64—

O[] B[R] 2 T AH SR (ONO-4538-48/CA209743 71
R)
AHEFERIT N OHHEE 299/300 61 (99.7%) . b
JERIERE 277/284 B (97.5%) (258D Hiv, JREREK L
DREEIRNEE T RWAEEFZIE NH RS
240/300 151 (80.0%) {7 1ERE 233/284 14 (82.0%)
IZRBD BTz, W ORETRIRN 5% ED
BWEHIZTERDOLEEY THhoT,
X2 WO THIEDN 5% EOFEIEM
(ONO-4538-48/CA209743 3BR) (22 VEMfAT x5
L)
(F 1)

7p¥5, NH PEHERICISWT, BRRBEEEREE 43 {5
(14.3%) . ITHEREREE 36 H (12.0%)\ infusion
reaction36 5] (12.0%) . BRACAR EARIE 34 61 (11.3%) .
PR 22 (1] (7.3%) |, VB MEATZE AR 20 1] (6.7%) |

(@ B




KIGHR - AGR - EEEO TR 19 B (6.3%) . B

HEFEEE 15 1 (5.0%) . T HEARBEEEREZE 12 1] (4.0%) .

HE DO ERE 10 4] (3.3%) . R 761 (2.3%) .
R BRI 6 1] (2.0%) . (ColEfEEE 4 1] (1.3%) .
ek 3 5] (1.0%) . FEJEM ) 5E 2 5] (0.7%) . 5
E DD 2 Bl (0.7%) ., 59k 2 Bl (0.7%) . FRIM
FRZERRIE 2 5] (0.7%) . MiZe - BREEZ% 1 451 (0.3%)
FOWHR 16 (0.3%) ed bz, 72, 14
BRI . BIEATAR . FFA A, i{LPERRE R, EEZ
MigREE, MERE BREMRE, %, FREFEkE: | IE5
i e ONEFLIZER O e o 7o, RRIWEHRE
WILFBEES AR AR 2 5T) 25T
HEEHRE R A R T,

05—y

[ - HE]
AHNORERFEDBEET VEFIH LI I a2 b
—3 g ALY AH 480 mg & 4 H IR TG
SFBEAGR O YL - HEFETEE LIZEROARHF O
MFFIRED R S i, £ OREFR, AH] 480 mg
Z 4 HERER CE G LB EFIRERIC BT 5%
BMiE R (LLF. TCavgssl W 9,) 1E. A
7 240 mg % 2 HFHEIFRE THE G L72FRD Cavg,ss &
BT LTI (F#R), £72. AH| 480 mg
Z 4 HERERE TG LIZBEoEFIREBICB T 55K

65—

[ - HE]
AHNORERFEDEEET VEFH LI 2
—a TR0 KK 480 mg & 4 B [ TR S
SOFIBEAGEORE - HES TG LIEBEROARAD
MIEFIRE DR S iz, £ OREFR, AH| 480 mg
Z 4 WERERECE S LIZBEoEFREBICEIT 5
BIMig R iRE (LA, TCavgss] &W9,) 1d, A
7 240 mg % 2 HAF MR TG L72FRD Cavg,ss &
U5 ETFRIsn (FR), £72. AH 480 mg
Z 4 BEFERECERE LIZBEOEFIREIZB T 55




EIMIEPRE (LT, [Cmax,ss] EV9,) 1H, K
7 240 mg % 2 IR TH G- L72BRD Cmax,ss &
gL TRzt e Pllshzbon, BARA
BB THREER MR I N T HE - HE

(10 mg/kg % 2 WRHIHIRE T&RYE) TARAIZKE L
7B Cmax,ss & i U CIMEZ T & FHIS L
7z (FR), MA T, BEROERIZB T LT —HZIT
HOE, AH 3 mgkg (URE) NiX 240 mg % 2
MR, 2 L < I3A%] 480 mg % 4 AR CT& 5
L 7o BROARH O g & & A2 T2 et & D
B RaT 2BBEISET VRSN, Y%
EHIZOW TR TN /R, Lo ik - A
EHOM THME L VLMY R 2R IT v &
THISNT-, Fio, B RZEEEICBIT S
T— A D IR L RESET VEFIH L
T, AAI3mg/ke (2 HRMETHEE), 240mg (2

MEMET&E) XX 360 mg (3 FEMET&RE)

cAEY h=7 (B Z) 1 mykg (6 #[H

[HIfE & 5) Z (PR L IZBR DG RE KR OV et %

Bt LI, Lo Mk - RO THMIER

2T R ZR TRV E Pl S,
# 3 ARB|OFEYBHRE T A —H

EIIEFEE (LT, [Cmax,ss] &Wo,.) 1E. &K
#l 240 mg % 2 W EIREIME T 5 L72FE D Cmax,ss &
gL TaEEEZ R e TRicsnbDD, BARAN
BEICBWTHARERHR I WD L - HE
(10 mg/kg % 2 FEME T E) CTARAIZHE L
72B2D Cmax,ss & L CTIREZRT & FHIS
7o (F&), Mx T, HHEOBEIZBITL7—#IC
FHOE, AH 3 mgkg (UKE) XX 240 mg % 2
EIREIRE, # L < 134K 480 mg % 4 3 [EI Mk T 5
L 7= BROARHF OWgEFE & & Ao xRt & OB
AT AIRERISET LN EE S, Y%
HIZOW TR TR, Eito ik -
BEOM TAHMER ORI 2R T &
TR ST,
#z3 ARHNOEYERE T A —H

11—
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7R MREEE, MERERAEGERE, M, Bk, WmED
T RO IRIG TR EE M DlEREE (L EHIE) - AR -
VPRI SE) | ZRIFERSSE | S H i, JBEL5E)
2R U T, M a% it Rk Sl I = A B oD B &
A3 HEMEEEE L (RIEHOZW-OXISIZEE L
THEROIEEZTONAFFICHHZ L) |
BT O I MLE D T E DIRH B> TnNDH Z &,

= X

B P

RIVER (RVEMERGZE BTN A BEEFETIE, (O
Vg BURUTIERAE . RGN, EHED
TR 1 BBERRI . BIEAT I P42, FFRERE MR |
9% AEVERRAE 28 HUIRERBRRERR T . T IS FERE

. PRERETE | EIETE . BIBREE

B

AL gk, HED
g E . FRIMARFEMRSE . infusion reaction, HE
RIMRIES ., MERERIEGERE, M. Bk, mED
T RO IR VR EEE DB S (L EHIE) - IR -
OSSP ) | M i, EFLRE) (26 LT
YRt e ST B R B O B PR & A 3 2 BEAT
CHEEL (RMERHOZWH-CRISIZE L THREL D
XEEZTONDIRIFICH D Z L), BEHIZH#ET
BLE DN T E DIREIDE S TWDH Z L,
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Q@ FRUCEL Y T D ARAN O F 5 K OME FH HFEIZ D0
T, AAIOEDERHELS N TE S, KAID
BEXR LB,
ALFEFREARIG IR B IR D ARA P G-

- BT oA BhIE A
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OAFK|DOEEERERIZBNT, UFOXA I LT T

BHIEWWEDFAM AT > T2 L 2 BEIC, AHIB
S X EMMICE B RE CHROMEREITO =
Eo

- ONO-4538-41 3Bk : 6 HE Z &
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Ml AAT o TV Z L BB EL, ARG HILE
WIIZ B R A TSRO Z1T O 2 &,




EEERHEEST A RFA v
=R~ 7 (BinFr#Z)

(BR7E4 « A7V —AREFE 20 mg, 7P —RRHFEHE 100 mg, A7 P—
AR ERE 120 mg, A7V — R K EE 240 mg)
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1. IZT®IZ

RIS OF M  ZRMEDOREROTZ DI, U SCEFIZE S W2 E AR D
BND, S5, IHEOREEMOMEAIC L0 | FURESR G 72 & OFH0 72 5L E R
FPEZRBDARIND T T, 2O OERMNZ EICHNERBFITRMLT 5 2 L BBED
PR & 72 o TR Y RIEMBGE S & YR O BT EE 2016 CEAL 28 4F 6 A 2 H MERIRE)
IZBWTYH, EHMNERNEOMHORE(LHEZXS Z L L ShTnd,

BORVERM T ESR L, KB ERASCL ST 2 7 7 A VB DO ESRS & B 5 I R
RHZENDD, DD, HMEROLZEMEIZET HERNH0ERET 5 £ TORM,
MHEIMOBEZMLSZIT 5 2 EnHIFF SN BT LTERT 5 & &bz, mIfE
RSB L 7B I B 2t & D 2 & AN AHE /e — 1 O B i 7= 3 R SRR BE i A
THZEREHEETHD,

L7eo> T, KA RTA4 Tl BRBEMESLZNE TILELN TV D EFIFR -
BEE RN S-S & | LT O EIR GO il 70 (5 2 HEE T 2 8L b B e Bk &%
TR O EEHE R~ T,

I, ARIA BT A %, MSIATBAE NEIE N EREIR OIS, AR HENRR
BRI 7o, —AFEENE N A ARBRIRNBHE S FrEdREFTEENE A B AR P2 &k O
—MRFEETEN B AR ER 2 DS 0 b LR LT,

%G L I B EIEL ATV — R S ERE 20mg, A7 Y — R ETE 100mg, A
— AR RLEETE 120 mg, A 7Y — RS EHE 240 mg (—i%4 - =
A~ 7 (Bia T Z))

KR ERDMEIRE - CIBRARBZRHELT - FRIE O MMl i i

KELRAMEROHE  @HE ., BRAICIE=RA L ~7 GEIs 7 Z) & LT, 1A 240mg
Z 2 MG S 1 0] 480 mg & 4 3 W RI6E C AR 5,
AV AT (BEEHRZ) EOFRT 2560, @%, A
F=A~7 (EaH#z) & LT, 18240 mg % 2 EHH
fR 313 1 [5] 360 mg % 3 W A kR C AR ERHET 5.

B B 58 3O /NP T ERRUAAE

(%)

FENER R BRI BE T2 v — AR A SRR SOomg (— 4 - A B Y A~ T (BB

#2)) OBEEXIIHHE, FEKOH&

SHRE ST R « UIBRARBE /AT » T8 D B a5 b iz

MEEOHE  =AL~7 (BlarHfiz) EoffHicks T, @, AZZA ey

L~ (EaFHHRZ) L LT1E 1 mgkg ((KE) % 6 @RI TS

TEHET Do




2. AHNORK. VERBF

F 7Y — R T 20 mg, [RLAEEE 100 mg,  [FAGEEE 120 mg K& ONF] s ifsiE
240 mg (—fi%4 - =R~ 7 GEE ), LT, TARA) Evd,) 1x, NEREES
TEMASLEAZ Ly 7 24 BT VAR e =AY —X A7 A7 (BMS) ) 2
BA7 L7t K PD-1 (Programmed cell death-1) (Z%}9 % & Nl 1gG4 € / 7 v —F /LHLfk
Th b,

PD-1 1%, &M L L2 38k (T A, B MR N F 2 T % 7 —T fifn) LKOVE
BRI R BT 5 CD28 7 7 X U — (T Ml OIEMHAL Z i BhHIZ IE & AUZHIE T 2% 2
T ICBRT 2R AR TH D, PD-1 IFHURIRRHIILIZIEELT 2 PD-1 U K (PD-LI1
K OVPD-L2) EfEA L, U SERICMEINES 7L R LTV o REROIEE L IRREZ
BIZFRET LTV, PD-1 U W RIFHURE MBI B b O & 22 JEEHERIZ 783
LTk, BMERAMREEE) LU LB TS PD-L1 OFEBL L IEDELF
HM & OMICADHBEBFRN & 5 Z & HE I TW5 (Cancer 2010; 116: 1757-66)
F 7o B JE S CIXAREE T AN EET DA v X —T = a2 H >~ (IFN=y)
IZ& > T PD-L1 OFIANFHEEI N, BB L7 EEMARIZI T D PD-L1 ORI LIk
ALEHIR & ORI EDOFBARRN 5 & O#HE S & 2% (Sci Transl Med 2012; 28: 127-37)
X 51T, PD-L1 @5 S E 728 AMiaid, PUsRFER CDS Btk T Hifa ol s
FEME AP S 525, PLPD-L1 HUAT PD-1 & PD-L1 & OfEAZET D & Z O
EEIGEREIE T 5 Z EDRENTND, DI L5 PD-1/PD-1 U 72 RERE&IL, 23
AR TURRR A7 T MR O OBWEFEZ BT 2HFD—2 L LTEX LT
Do

AN, FEHRBROFE R S PD-1 OMasEE (PD-1 U 7 RFEAHEIE) ITREE L.
PD-1 & PD-1 U T REDREEZILET S Z LI2X 0, BATURFFRN e T kDI
PEAL K OV AKIIRNC 9 2 IR EiE T 2 B8589~ 5 2 & TR e U2 R &
ZENHERR STV D,

IS OFEN S | AFNTEMEER ) 2 B 2R EIC R0 55 b0 L MIfF S,
TR R B IR Aot & L T2 BRIRRRBR 2 S0 U . AME, 2 atE ) VR A MED 7R
i,

AFNO T 3 < MIE D RAERUEIC & 2 BINERSN & b L, B XTI
D AR B 5o AFIO B PR OB SR, BEOBREL AT, BEIR
D BTG AITIE, BB L HGUTIE U B e ik & B8R & FE o[ Aifl & L Coil
228 RIB M 2TV, B OSIERIRIC L D EIER A DR 2 A3, BIBRERL
LRI OB GEDOHEYINEEZIT O LERD D,



3. BRERAE
YIBRANBE 72 1T « T8 O BEPE M5 Rz il oD AR GRIRR I Z R 1A 21T o 72 3= 72 B PR #BR oD iliiE
%7‘]——\“@‘0

[ 2]
O EWNFE THFER (ONO-4538-413%%) (Clin Cancer Res 2019; 25: 5485-92)
7T FFHEH L ANA N LFE RS MU T LKA E OPFREGICAIG X T AR O )
BRAREZ2EST - PR OEMEHyfE R B £ (ECOG Performance Status 0 &2 OV 1) 34 il %
KIGT  AH 240 mg % 2 B F R TR Uiz, EEFHEE B Th 2 0% (Modified
RECIST criteria (2004)(Z3&-25 < i) 12 L D CR UL PR) 1£29.4% (95%(E#EX [ -
16.8~46.2) Th-olz, ¥, FANIHE LZBEEIX5.0%TH o7,

@ EERLEF AR (ONO-4538-48/CA2097437:&85%)  (Lancet 2021; 397: 375-86)
(LEPRIEARTRIR DGR RE 7R AT + P38 0D B g 5 o Bz Jll iR 560551 (B AR HR 60
BlaEate, KilEA Y A~vT7 (B2 EO0H (IR, INHOFH) &vvo,) ™
BE30361, fLFyE (X7 FF8HK AT TFUoNFIAINRTTFo) LA MLF
T R RY T AKFEOOFH) BE302M61) ARG, ALFRIEREA RHIRE LT, N+HIF
RO MR OV EZ G LTz, FEFMIEE Th 2 24 AR (FIE [95%1F
FEX [ ]) 1. N+IOFFHRECT18.07 [16.82~21.45] 1 A ALSAEIERET14.09 [12.45~16.23]
A TH Y, NHIPFR B G I EFERIEICST UG RICHE Bt R 2 /R LT (NP — K
1£0.74 [96.6%/Z#EIX[H : 0.60~0.91], p=0.0020 [J&Hlog-ranki®7E ], 202043 H25H 7
— &1y NET),
1. AF| 1 F 3mgkg (RE) % 2 @RI, £V A~7 GEETHH82) 1 F 1 mgkg (KF) % 638
FIRANE CAUMBE L7, PRGSO TIR, ARZRICEE L, A E) AvT (GRZTHIk
2) EAKIOB G T 55 30 43 L EORMIME & I\ TG 2Bk L=,



1.0
0.9
0.8
0.7
0.6
0.5
0.4
0.3
0.2 oot 5 .
0.1
0.0

N-+IGFREE

Probability of Overall Survival

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

Overall Survival (Months)
Number of Subjects at Risk

N+I{EEB2 303 273 251 226 200 173 143 124 101 65 30 11 2
L5285 %8F 302 268 233 190 162 136 113 95 62 38 20 11 1
X1 2AFHE O Kaplan-Meier Hi#¢ (ONO-4538-48/CA209743 3ER)
(EfER LI T-4EH)



[Z4tE]
OEWNF TS (ONO-4538-417K57)
BEFGIT32/3401] (94.1%) TR HiL, AH L OREBEBIAGE TERWVEEFEFR
1323/34451] (67.6%) (258 BTz, FEE NN, EORWERIZ FERDO LB THoT-,
#£1 FHEN5%LLEOBIIEA (ONO-4538-41308)  (RRAVEARAT R S

FERIRHE B (%)
FEAGE 34 f31]

(MedDRAV/J ver.19.0) 4= Grade Grade 3-4 Grade 5
RIEM 23 (67.6) 7 (20.6) 0
N 3 i i

FOIR BB R T IE 2 (5.9) 0 0
B P

T 4 (11.8) 2 (5.9) 0

AN 3 (8.8) 1 (2.9) 0

D 2 (5.9) 0 0

Mg - 2 (5.9) 0 0
—% - EFEES OB GEAORRE

IR 3 (8.8) 0 0

95 97 2 (5.9) 0 0

FEER 2 (5.9) 0 0
BRI AL

U =B HIN 4 (11.8) 2 (5.9) 0

75— 3 (8.8) 1 (2.9) 0

U RIS 2 (5.9) 0 0
R L Ok hEE

BAIE 2 (5.9) 1 (2.9) 0
B R E L O ARk S

RA M 3 (8.8) 0 0
B KO TRk

F95 4 (11.8) 0 0

iR INIRZY NS 2 (5.9) 0 0

7R, APRREETE 2 f51] (5.9%) | AFAERERRE 1 61 (2.9%) | FUIRIRFSAEREE 4 (5] (11.8%) |
EVEL MM H 2 5] (5.9%) . KB « EEED 2 5 (5.9%) | 1 BUERIE 1 11 (2.9%)
MO BTz, Flo, BWRERE, EEORERE, FERAKERS, BIREiEREE
e . EIEMIEE, MM - BERFEZS. infusionreaction, 5 & 9 Edk. Ok, fhk. B
BRRMRAE/ X A /X F— Sl MR SR B . T2, BRIk AR ZERRIE K OV b
PERRAE RITFRD bR o 7o, ARWEHFBUR UL ES: (BRRAEFERT 25 )
A DEFRERE T

@ E B[ MAHRBR  (ONO-4538-48/CA209743 #kbR)

HEFRIT N+ OFFRE 299/300 1] (99.7%) | {LSIERE 277/284 5] (97.5%) (1278
DAL, TREREE & ORIEBIR G E T & 22W0A FHZRIT N+ JFHIHEE 240/300 i (80.0%) .
(L IERE 233/284 6] (82.0%) (23R Hiviz, WM DOEETHRILRN 5%LL EOFIE
HIZFTFERO LB THoT,



2 WITNOOBETRERISWLL EDOBIYEA (ONO-4538-48/CA2097433R58R)

(R MM RE)
Bk (%)

HEBRSHE N+IGF F bR A

FEARGE 30041 284451

(MedDRAV/J ver. 22.1) 4=Grade Grade 3-4 Grade 5 “2Grade Grade 3-4 Grade 5

2FIVER 240 (80.0) 91 (30.3) 1( 03) 233(82.0) 91 (32.0) 1( 04)
KR ¥ KO TR

Z 5 FERE 49 (16.3) 3( 1.0) 0 1( 04) 0
%5 43 (14.3) 3( 1.0) 0 15( 5.3) 0
ZRINTRZ I 22 16 ( 5.3) 1( 03) 0 2( 07) 0
H ks

T 62 (20.7) 10( 3.3) 0 21( 7.4) 2( 07) 0
L 30 (10.0) 1( 03) 0 104 (36.6) 7( 25) 0
i 12( 4.0) 0 0 42 (14.8) 1( 04) 0
M- 8( 27) 0 0 41 (14.4) 6( 2.1) 0
—f « BHEES OGO

DIRRE

W 41(13.7) 3( 1.0) 0 55 (19.4) 5( 1.8)

79 25( 8.3) 0 0 44 (15.5) 12( 4.2)

B 16 ( 5.3) 0 0 5( 1.8) 1( 04)
FRIR AR AR

Y —BHIN 20( 6.7) 13( 4.3) 0 1( 04) 1( 04)

77 —EH 17( 5.7) 7( 23) 0 1( 04)

TI5=vTI/) 527 16( 53) 5( 1.7) 0 2( 07)

Z—EHn

WM

FHCER B R T RE 32(10.7) 0 0 0 0 0
ONER PSR ON FRey ek e

B 22( 7.3) 1( 03) 0 0

i A 15( 5.0) 0 0 3( 11)
R L O E

RARIOR 29( 9.7) 2( 07) 0 50 (17.6) 2( 07) 0
B, PR L OWLE A OHE

AT D BUS 24( 8.0) 3( 10 0 2( 07 0 0
PR R IR E

TR AR A 3( 1.0) 0 0 19( 6.7) 0 0
MiEFs LV >R bEE

i 6( 2.0) 1( 03) 0 102 (35.9) 32 (11.3) 0
L T BRI 2( 07) 2( 07) 0 71 (25.0) 43 (15.1) 0
/MR IR 2( 07) 2( 0.7) 0 26( 9.2) 10( 3.5) 0
Bk i 0 0 0 22( 7.7) 8( 28) 0

7235 N+ OFHBEIC IV C L FRIR IR RERR 2 43 51 (14.3%) | ITHERERE T 36 141 (12.0%) |
infusion reaction36 4 (12.0%) . BERCABRELARAE 34 ] (11.3%) | #ifkkETE 22 il (7.3%) |
VMG AR 20 1 (6.7%) . KMZ% - /M % - EHEED TR 19 i (6.3%) . B péREmE
15 61 (5.0%) . FIEEAHEEEREE 12 61 (4.0%) . EEOKERETE 10 ] (3.3%) . AF%
74 (2.3%) | EIEHERERETE 6 5] (2.0%) . ClEEEE 4 61 (1.3%) | % 341 (1.0%) |
EIEFMEIAE 2 61 (0.7%) . S E MK 261 (0.7%) . ik 241 (0.7%) | HfkifneIE
FIE 2 1] (0.7%) . Bd7s - Bl 1461 (0.3%) R ONMEZ 141 (0.3%) 235388 iz,
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o UBMERIE, BIERATS, FPRA. BRI e, TR0 e | R R
FE AERZ, ZRIFEREE. D M % OYEFLITERD B LR o 7o, ARRIVERIFEBLIR I3RS E
e WRBEMRRLET) & EUEHERE T,



(M- AHE]

AFNOREMARYEEET LV EFIHA L2V I 2b— 3 2k, AH 480 mg % 4
T R T 5 SUTREAGR O S - B TG LB ORI O Mg iR E S Be S h
Too T ORER. K 480 mg & 4 ERIRHIFE TG L7ZBEOEFIRREIZ I 1T 2 M ik 4
EE (LLF. [Cags) EVWVVI,) 1F. AHAI 240 mg % 2 BRI CTHE LIZERD Cags &
BT 5 L THlEn (F#£R), £io. A4 480mg % 4 HMMR TR G LizEEo @k
RBICB T DR FIRE (BLT. [Craxs! &9, ) X, AH| 240 mg % 2 @ HIHIRE
TG LTZBED Craxss & B L TEEZRT & THISIZH OO, BARANBEIZEBNT
DEVEDPHEER SN TWDHE - R (10mgkg % 2 MR CTHRE) TAAIZ&RS L=
BROD Craxss & FlE LTI Z 7R3 & FRIS Lz (TH) , AT, #EOBEICE T 5
F—ZTHEOE AKI 3mglkg (RE) % 240mg % 2 ARG, # L < 13454 480 mg
Z 4 JRMEE TS UT-BEOARB ORE & & A ohME X2 & OB 2 Rt 2 g
BOLET VPR SN, BZEhEIZ > W TR ThhfR, FRtoRE - A Eo
W CTHIM: R O eI AR R 2R T W L P S iz, £7-. BErERis e f fE s o
BT —XCESEHEELUEBRENSTET VERA LT, A% 3 mgke (2 #@RFIET
#eh5) . 240 mg (2 WHMEE CTHE) XX 360 mg 3 ERMECTRE) AU LA~T
(Ba7HEHL2) 1 mgke (6 HRIMIR TR E) Z0FH L7IZBEOHA MR OV 2 % Mt
L7ofE 3R, LR Rk HEOR CHMER O = RIT v & PRl S iz,

&3 FHOEMBERR T A —F

M - Cimax Chnind28 Cavedas Comax,ss Chnin,ss Cavg,ss
(ug/mL) (ug/mL) (ng/mL) (ng/mL) (ug/mL) (ug/mL)
S mefke Q2W (35-52{ '760~8) (16.25750.3) (21.32T .4?3.9) (75.1){3171) (27.612,'107) (42.717,'?27)
240 mg Q2W (51.712,'103) (23.33?.539.0) (3023,.670.9) (10;,5254) (41 .857,.}1358) (62.11(,)91 87)
480 mg QAW (10%07) (15.25?27.4) (37.?)3,.;)4.8) (14?,1 536) (27.751,'?37) (62.11(,)91 87)
10 m/kg Q2W (14é,9;22) (86.959,.?32) (10},1 ?48) (323,9225) (18421,1 §o3) (232,7277)

HLE (5%, 95% ) . Q2W : 2 A M HIFR. QAW : 4 JEHIFIFGE. Cmax : HIEIF 5% D & MIE H IR EE . Cmindzs ©
MEl$e 5% 28 B HIZHT 2 RARMmiE IR, Cavgos : MEH5-% 28 A H £ TOFEIMIE TR, Crmaxss :
FERARIBICI T 2 s LI5S, Crminss 1 & HARREIC 51T 2 BRARILTE THEEE . Cavgss : EHAIRREICHIT 5 F
Yoy i ¥ R



4. HERIZOWT

IS U A 7 EEEHE (RMP) (ZHED & | AH D EFE 2 MR BIE B~ 1 1 A
N HHER TH > T, AR OEEN#EE) 72 BE Z2W - FrE L, AFOFEICL D BHE
7REWER 2B LTRSS 5 2 & DB R 7e D LLF DO~@ DT T A& 72 7 i
RIZBWTHEHAT 2 ETH D,

O mEFITHOWVT

D1 FiEo (1) ~ 5) OWTNMNTEY T D% THDHIL,

(1) EEFBREDEET D05 A BEEERLS RS (BRE RS A SR BE LSRR
HiE 23 ARSI SRS, HUES AR IRIRRE 72 &)

(2) FEEHEREIRRE

(3) HBEIFIRAE T ET 203 AU HEEEHREE (D AR B, 23 AR
W 1REBE, 2 AR e &)

(4) IRACFRIER 2 3% 8 L, SR FREINE 1| ISR BN 2 Oifiak FLYE
2% D 21T > TV D ik

(5) PUENMEREEAIALTE BN O fii 5% L UEICAR D Jm A 1T > TV D fiak

O-2  GEMERRE BRI O A SRR K OVRIE 38 B O St G 50 70 Jae & 8 BR & o
Rl (FROWTINITEYS T HERM) 25, L2 WP OAFNBE T DIBROBELHE &
LTRESNLTWD Z L,

*

o [ERIGFFESE 2 EOHAHME ZE T L2121 5 FELLED D ATRIED BERHE &
[THoTWBZ &, Hbh, 28D R, NARMIRELE T & LI BREEZOHHE 2
{ToTWVWBHZ &,

o [ERNEFFEISH% 2 FFOPMIIHEZIE T L7-%IC 4 L EORKRRRZ A L T\ 5D
Z &, b 3FELL T, EMEIR T R IE O DS A SRR A G T e REL g8 S O B IR
HHEZIT->TCWAHZ &,

© BtADERMEREBEOEKHIZONT

RIS I A B E T D BMEA NI E S, BERGE S OfFmE 0, A - %
IR OB B ONERSE IR 5 G et A FFRMNEE LG E OWE
. FRESDITT DN DIEHINE > TN D Z &,
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® BUER~DORIGICDONT
®-1 fEs B4 % B

BV PERTR B O B R BIE AT L72BRIC, 24 FERIEIERIRHI O T, 2%k X
(TE R I N T B L2 AERICIS U CABREEL L O CT O FIER ORI &
FILREOFRERIY B D, EHICHISATRER AR A > T2 Z &,

@-2 ERWFEIC L 5FEESINICET 22 N

ARSI D BEPTR 72 50 e O Re 2 A 2 BIRIERE D EE =2 Y v 7
EEDIEROA Y ) == T ZATOWERE L FwE A TE 5 F— AERKH 2
SN TWD Z L, b, BIIAFNZOWT, DABE L ZDOFEEIZHHIZAm ST
WnHZ &,

@-3 BHEADOZWroxN B LT

BIVEA (MEMEMEEIIN 2 EEAEDRE, Odk. Tk, BT RARE ., KX,
INZE, EEDO TR, 1 ANERIE, BUEMZE. HFARA, HHEREREE . JHFK. kv
K. FAIRIAEEERE S . T RMAMEREREE, mhiklEE, BEE, RIEEE, Wk, BEEOKL
JE R, BRI ZEFRIE, infusion reaction, FEFE7cMykmE, MERE RIEGERE, FEk%.
Bede. WEEDRPEROG ., IR M, ClEEES (D EME) - 2RI - DS MEEIMGHES) |
REFEREE, IS ML, BEALE) 1Tk LT, YikhEak U B R O BF P2 AT 5
R & HEE L (BIERORZKCH NI L THREM O EEZ TN &M H D =
&)L EBHICET) R MLED TE HIEH D - TWNWD Z &,

i
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5. REMBRLLRDBE
(A2 L B9 % F 1]

@

TROBEIBOTAROEMENR ST,

o ACFBREIEE A SRR - PR OB NP TR ORI )

o RO DRI - RO SIS IEEH (f ) A (f
(BT L O

TRCICRZ S T D AAN OG- K O ITEEIZ DWW T, AFIOF LN ST
BoT, KAOREGARE LB,

o AEFRIEARIGIREE T D AA B 5

o FIROHiBRE

| 7S et A PR )|
O TFTRICEYTLEEICOVTEAAORENERE SN TND Z Ehb, 5 21T

DN &,
o AHNDOREITI R UIBBUE DR ERE D & 5 BF

TRIERT ORI I W T RIS S T 2 B 12OV TR, AAlO R EIFHERE S ey

DS, AMOTEPRRPTUE D R WIGEITRY | HEICAFZETNT 52 L 2B TE D,

o MEMMTEEOAI IO H 5 BE

o JRoE I R AR A TRV R 2 58 6D D B K ONE BN O T T i 2 <0l Yt il 2%
FEOMICRIEMEZEAN DD B

o HORERBOGOF B L < IEHFMEO B g kB OB TR O
o 5B

o g GEMmEtMiaBREZ 5Te) Ob 5 BE

o OB XIIBE A AT 5B

*  ECOG Performance Status 3-4"* 0 3%

(ED  ECOG & Performance Status (PS)

Score

sl 2y
JE %

0

< AR JEBTE 5, FHAETL [F U HHF A HIRZ <ATX 5,

PRREIZI LUEBNIHIR S 225, BATAIRE T, BAIEESEE > TOMERITTO LN TE D,
RS N S

BATRARECTH A O OEY O Z LT F N THEEIZBERTTE 20, HHP D 50%Lh Eid~y R Tl 25

ROENTZHSOHOEY OZ L LnTERY, BFO 50%LL EE Xy R+ T2 d,

AW

ELENT RV, BAOHFOEY OZ L34 TERY, BEICy R+l I4,
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6. BMEICERL THEETREEFH

O  IRFASCEREITIN A, BOEIR GBS DRI 2 ERFE T D & AR O FeE & OV Ef#
RO 7O B w2 o B L Co bR« 2 L,

TRIEBRAAIC SN D | B XX Z OFEICHINE L OER %2+ L, RE 215
ThoEETHZ L,

FREWERO~H T AL MZDOWNT

@

®

@

MEMEEEN D oD ZENH DD T, AFOEEIZH T > Tid, BRE
W (REWL ARIEE, ik, FEEVE) ORERE M O X S A o i, Bz -+
ZATH 2 &, Fo, MBS U THE CT, miF~— T —FDMm&%Z T+ 5
Z &,

AFN O 51X EE D infusion reaction (i 2 CEEARFZ 322kt D T 5 U
faAT > 72 EChtAT 2 Z &, £72.2 [ H LABE O A 5-KFIZ infusion reaction
BHOLOLNDZEHHDDT, KFIEGH R OKRABGHE T HRIZ A Z A
CERET %, BEOREBE+SICBIEET 52 L, 70, infusionreaction &
FHLLT-HE 12, R TOBELOERPERIZEIE T 2 £ ChEE 2 o8l
T5HZ &,

ORI REIR . TRAEERT R ORIBREERH 5O 2 B8 HDH DT,
AFN D ¥ 5B haRT M O G- B T E IR N Ik RE iR A& (TSH. 1028 T3,
R T4, ACTH, I 2o —VEORIE) #FEhid 52 &,
AHNOFEEIT LY | BEORERISICERT 5 &3 2 bl dikx R EW R
DHLOLNDZENHDH, BENRDONTHGEITIEL, BERLLEFRITL U
B 72 ek & R BR 2 Re D[RRl & i U Cli bl e R W 21TV, IR O
FOGIT X 2 BWER 2N g0 23551 21E, AFNIORFES T I, R ORIE BE A
WERIOBRGEEBRETHZ L, B, BIBRERNVE S OREIZLYEIE
M OYEEDRFRD BN WA TR, BB RE ARV LIS O Sz il Fl o8
HEET D,

BeHAET %, ARS8 ARE L T LEWERDNBELT 2 Enb b2,
AR OEEHETHIZ S RWEM ORI 2ITEET D,

1 BUBE R (BIE 1 BUBEIR WS 2 2 de) b bbiv, BERPMES F 7o R— X
IZEDZENHLOT, Hig, ol NRH-FEOER DR B MBEE O LA 12+
SEETAHZ &, 1 BBEREN DN -G ICIEREEZ I L, AR 8l
FlOF5E DY L AEZITH Z &,

BIERF I, BFARE, IFERERES . TR, B{LMERE RPN b D Z &0 dH D
DT, EHIIITERERE LTV, BEOREZ H3ICBET 52 &,

AR DRI NT, LT DX A X 7 THIMOFMM 217> TWeZ L e
BT, AFBGHIERRNC BERE TR OMEBZIT O Z &,

ONO-4538-41 38R : 6 WF = &
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e ONO-4538-48/CA209743 iklk : ¥ 5Bt 6 1 HEMIZ 6 M Z &, ZLIBIX
12 8T &
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