KEEHEETA FTAL4 v
=R N~T (Blor#x)

(BR5E4 « A7V —AREFE 20 mg, 7P —RRHFEE 100 mg, 7P —
RETRERE 120 mg, &7V — R ETHH#HE 240 mg)

~ B RAE~

FR2 942 A (ffn445 AT
BT BE



ER/N

1. 1IZUHIC P2
2. AANOFE. (FRET P3
3. BRI P4
4. JFRIZHOWT P20
5. H&EGXR LM DEE P22
6. WHIZEEL THETNEFHH P24



1. IILBIZ

IS OGN < REMEDHEROT- DI, WA STEZEITE SVl E el 23R D
bbd, 52, IEOREFIFOMEARNC L0 | FUREIR S 72 & O H) 72 B /e Rk
FPEIRBDARIND T T, 2O OERGNZ EICHNERBFITRMLT 5 2 L BBED
AR & o TR Y RIFMBGER & SO IR T #2016 (Frk 28 A2 6 A 2 HEERE)
IZBWThH, FHERLEOHHORBEHEEZXS Z LS TWn5,

AR AR E SR S, EE RS R 27 0 7 7 A VBB FEOES L & B S MR
RHZENDD, DD, HEROLZEMEICBET HERNH0ERET 5 £ TORM,
WMELEIL O BE LR ZIT 52 EPWIRE SN BFICK L THERT 2 & &b, BIFE
RNV LTI B et & & D 2 & DNARE 72— 18 O B & i 7= 3 R R B <
THZEREETHD,

L7eRoT, KA KT A4 TiE, BB ZNE TITHE LN TV A EFEIEH -
BHER LR EED & | LU O E IR O it 708 FH 2 HEHE 3 2 8LA0 b B2 B B %
F RO EFREERT,

I, ARITA KT A %, MSIATEBOE NESE SRR S, A E AR AR
BRI s . — B N B ARERIRN B E S L A FE N B AR &R 72 O /)
Db EAER LT,

RGe L I HEIRS, - A T VR ERE 20 mg, A7 U — R SEETE 100mg, 4

— RS 120 mg, A7 Y — RSN 240 mg (— %4 - =
A~ 7 (Bis1HE#Z))

KB ERDBETHF - kR E

MEERDABEROHE - B, A=A~ (B z) & LT, 18] 240mg
Z 2 RS 1 (0] 480 mg & 4 BN CARMEET 5, 7=
72U, EMERANEICIT AR ML DG E T, E X 12
TABETET S,
RIGUIBRAGE R EME R AEICR LA BV A~T (s T-Hiff
z) LOFHT 25, @, RACIE=Rr~7 GERIE R
%) & LT, 1[F 80mg % 3 MG T 4 [BLEMHEFET 5, 2D
%, =R ~7 (BinFfH#z) & LT, 118240 mg % 2 #HfH
IR S 1 [5] 480 mg % 4 FE RN T EEd 5,

f¥E IR 5E 3 F NP TSR
(%)

L B I | OB 5 v — R A SRR S0 mg (— %4 A B A~ T GBI R )

DIHEE TR, FER O &

2h HE 1T 2h R ARIGUIRAN R e B R A

Ak & VA & EE, A ) A~7 GEE ) & LTI1E 3 mgke
(RE) % 3 EREIMRET 4 BRHEHET 5, 72, oOHTEMEEE
FEGAT AT, =R v~ (B riz) LRI Z L,




2. AARN DR, 1EREF

I 7 — R IR EE 20 mg, [FATEERE 100 mg,  FLAEETE 120 mg K OV A §RE
240 mg (—f%4 - =R~ GEBE ). LT, TARK) Evd,) 1, /NS
TEMASLEAF Ly 7 24 BTV AR e =AY —X A7 A7 (BMS) ) 2
BA7 L7t K PD-1 (Programmed cell death-1) (Z%}9 % & Nl 1gG4 & / 7 v —F )Lk
Th b,

PD-1 1%, &M L L72Y 38k (T A, B ML N F 2 T % 7 —T fifn) KOV
BRI R BT 5 CD28 7 7 X U — (T MR OIEMHAL Z B IE & BUZHIET 2% 2
T ICERT 2R AR TH D, PD-1 IFHURIRRHIILIZIEELT 2 PD-1 U K (PD-LI1
KOVPD-L2) EfEA L. U o SERICHfIEY 7P v i LT U v SERoiEAIREE
BIZFREI L CTWd, PD-1 U H v RIFHUREE RSB B b Ok & 72 IR 7B
LTHY, EMEREAELE )OI L EGHEMEICI TS PD-L1 OFRBL L itk DALE
WM & ORI ADOFEREBIRN & 5 2 & 3G ST % (Cancer 2010; 116: 1757-66)
F 7o R R fE AR CIRARRE T N EE T DA v X —T = H >~ (IFN=y)
IZX > T PD-L1 OFENFHFE SN, B8 L EEREICIS T 5 PD-L1 ORI & itk D
ALEWIR & ORI EDOFBARRN 5 & O#HE S & % (Sci Transl Med 2012; 4: 127-37)
X 51T, PD-L1 Z 3Rl RHE S B8 AT, FURRRA CDS BHME T Mo Hifa &
TIPS S 525, PLPD-L1 HUAT PD-1 & PD-L1 & OfEAZET D & Z O
EEIGEREIE T 5 Z EDRENTND, DI LD PD-1/PD-1 U 72 RERE&IE, 23
AR TURRF A 72 T ML OWEBEEZ BT 58 FD—> L LTEX LT
Do

AFNT, FEHEBR OFE LD S PD-1 DM EIR (PD-1 U > RG-S HEI) ITHEG L.
PD-1 & PD-1 U Y REDEEEET DI LICL Y, DAFURERRNZ T Mok
PEAL KOS AR b3 2 MBI T a2 R 3° 5 2 & CREpEM Ze PSR 2 /R 9
ZEDER SN TN D,

ARFIOYEFIEIFIC 35 < DS RUSIC & 5 RIER %03 B b, TR SIS LI
B RN B Do AAIOB G PR OB EHRITIT, BEOBEE TYITO, BESR
D BTG AITIE, FB L HGUTIE U B 2 ik & B8R & FE o R Al & L Col
BN 72 BEBZB T 24T\ IBEE OSERSIC L ARIEA RSN A AT, B EE RV
L H O 55O YR IE 54T 5 LER D B,



3. BRPRARE
SR LAl O KGRI IR 24T o 72 B R R IR RBR O i 2 R T,

[ 2]
OENE TR (ONO-4538-02 #5k)

L ANy (BUF, IDTIC) &9 ,) 18X DALREIERE 2 A T D RIRUIBR A e 72 I
W1/ IWVHI SO F 38 o BEpE Bl RS (ECOG Performance Status 0 &2 O8N 1) 35 il &2 %t 512,
AH 2 mg/kg % 3 B MMM CARFEE L, TEFHMEHEE Th 520053 (RECIST # A

K742 11 BUZES < FRHEIZE D CR XXX PR) 13 22.9% (90%[EHEIXH : 13.4~
36.2%) ThoT-, 7B, FANIHE LIZFMEIX 125% Th - 72,

@EWNE DS (ONO0-4538-08 #ER)

b PVE RV IR ORI UIBRANRE 72 L/ IV ) ST B8 o B R A E B H (ECOG
Performance Status 0 2 Y 1) 24 il 256t 512, AAl 3 mg/kg 2 2 3 Ml IR C AR e e L7z,
FEFHIHE Th 5 282h% (RECIST A4 K74 > 1.1 fUZES S FIHEICL D CR
UE PR) 1% 29.2% (90%(ZHEX M : 16.7~45.9%) ThH o7z, 728, FHANIHRE LM
ElX 6.0% CTH -7,

QUM BIFHABR (CA209066 #BR)

v-raf ~ 7 AAEY 4 VA BIE T EMAERZ Bl (BLF, [BRAF] £\ 9,) V600
2B 7 MBS VE AR IR R O RIG UIBR A GE 72 T/ IV ) S/ 58 O BB v SR Il R s

(ECOG Performance Status 0 &2 T 1) 418 5l (AAI#E 210 i, DTIC #f 208 f5i]) % *F51T,
DTIC Z xR E U TAH 3 mg/kg % 2 HFFIR CREFHE L7 & & O R OVZ e
et Lo, EEFHMEEE Ch o 2EFHME (LT, ToS) &vwiH,) (hifE [95%fF
FEX M) OSSR T, AFIFEX NE® [NE~NE] % H. DTIC #£C 10.84 [9.33~
12.09] 7 ATHY . AHIL DTIC 1Tt LIFHPRICABERIER 27~ Lz (AF— R
0.42 [99.79%ZHEIX [ : 0.25~0.73]. p<0.0001 [J&H log-rank #E]. 2014 4E 6 H 24 H
T—FHy A7),

* HEEREE (UUF, D)



—A— FHIF
O HHIINT LB

0 3 6 9 12 15 18

at risk#t TR (B)
AFE 210 185 150 105 45 8 0
EhILINUL B 208 177 123 82 22 3 0

X1 OS ® Kaplan-Meier B (CA209066 3R5%)

@YEA TR RER (CA209037 #kER) 2

AV AT (BaM#z) LT, Y A~T7) L)) Xik BRAF [HEH
Za AL IR 2 3 2 RIG B BR AN AE 72 T/ IV B SCOIE /%8 oo B HL i AR

(ECOG Performance Status 0 &2 T8 1) 405 5] (CAAKI#E 272 i, {b529E1E (DTIC Xix kv
RTTF ey U ZEn D) B 133 §1) 25500, {LFEEE R E LOR
#l 3 mg/kg % 2 HFMIR CHREEE LT & 2 OFMME R OVZEM a2 RE Uiz, EERH
HETHDHESE (RECIST HA KT A > 1.1 fRICHES < df)Eic X5 CR X% PR)
[ZDWTAREID G ST RO 120 5% fRHTRIGAER & U CHIRRT 217 - 7o/ 5.
AHIFET 31.7% (95%(GHEIX[H : 23.5~40.8%., 20144E3 A 10 HT—X B> hA4~7) T
Hotm, 2B, FRNCEDFROMMITRE L TR o7z, b9 — DO EHEFKEE T
5 0S (HFHRAE [95%IEHEXE]T) ITOWT I8 BIDA X b (FETD) HZ T EfEHT
AT S TAE R, ARAIFET 1547 [12.39~NE] # H .| {LFRIVERET 13.67 [11.50~NE] 7
AToHY, KENEFRIEICH LHGHPRICH B RIEE 2RI ol (NTF— Rk
0.93 [95%fEHEIX 1 : 0.68~1.26], p=0.6299 [J&H!| log-rank fi7E], 2014 411 H 12 HF
— &1y NET),



GENE TR (ONO-4538-17 k)

LS IERIBE OARIRYIBR A HE 72 WL/ IV I SO %6 o B B 55 (ECOG
Performance Status 0 2 TN 1) 30 Bl & xt4c, AFlEA U A~T20H (LLF, TARKA
+AEVAST ] End,) BE L, FERFHMEEE Th 528%% (RECIST A K7
A > L1 RRIZHES < PRl ELIZ KX D CR XX PR) 13 33.3% (95%(5 #E X [ 1 17.3~52.8%)

Thol-, B, FANIRE LML 23.8%Th-o7=,
*: RH| 1mglkg (KE) &4 BV A~7 3mglkg ((RE) % [F B2 3 @M RHIE T 4 ELSREEHE LK.
AH| 3mglkg (REE) % 2 RIS CadmiE L7, OFARBGRICR W TIE, AR & RN EE L,
A B A= TIEAFOBREE TG 30 5Ll EoBEZ B\ CERS 2Bk LTz,

©ugsh AR ER (CA209067 #XER)

(LA RTIG IR ORIGYUIFRARGE 22 M/ IV o Bk B il 235 (ECOG Performance
Status 0 KON 1) 945 il (KAI+A &V L~ 7 8 314 B, AREFE316 6], A Y AT
BE3IS ) 2t RIC, A B AT HEEEZRRE LTRB+ A U L~ TG R OKRH
B G- OAIE R VM2 BEt L, EEFHMBEE T 5 0S (HFRAE [95%E X M 1)
DEHEEITHRE R IT, AFI+ A BV L~ T7HETNE [NE~NE] # H., AFIFETNE [29.08
~NE] Z7H., A Y A~T7HET19.98 [17.08~24.61] W ATHY, AAI+A Y L~T
B 5 R OAFBG13A BV b~ TGS LR FOICH B R ER 2R Lz (RAI+ A
U A~ Tih o — N 0.55 [98%EFEX[H : 0.42~0.72], p<0.0001 [J&H! log-rank
RE], AEE Y — R 0.63 [98%[EHH X [H : 0.48~0.81], p<0.0001 [J&%! log-rank

ME]l., 20164E8 H 1 BT —H v A7),
*: KK 1mglkg ((KE) &4 EY A~ 7 3mglkg (UKE) %R H(C 3 RN T 4 [BLSHEHE L%,
AH| 3 mglkg (KE) % 2 WRIRRE CARMBE Lz, JFHRESRICREO T, AR Z2 RIS
L. A BV L= TIIAFOEELR T 26 30 5L EOMBEZ BV TR 52846 LT,

1.0 f
0.9
0.8
0.7
0.6
0.5

BRHF

0.4 K KE+AEYLTTR
0.3 A REIE
0.2 O AEYLTTE

0.1 * ARUO : {TH1Y
0 3 6 9 12 15 18 21 24 27 30 33 36 39
at risk3 £EHM (B)
FA+AMEYLTTEE 314 292 265 247 226 221 209 200 198 192 170 49
AFEH 316 292 265 244 230 213 201 191 181 175 157 55

AEYL<TE 315 285 254 228 205 182 164 149 136 129 104 34
X2 OS ? Kaplan-Meier Bi#R (CA209067 3RER)




728 IRIBUIBRANRE 2R M A E R E 250 RICAH + A U A~ THREIZOW TGS
L7210 5 1 FERBR (CA209004 3RBR) D= — b 8 ICBIT 5E%N%E (modified WHO J
HEIZHAS < CR UE PR) 1F, ABFIRIERIGIREE T 46.4% (13/28 15, 95%[EHIX[H :
27.5~66.1%) . {LFFRIEBEIRIE BT T 38.5% (5/13 f3il, 95% 54X [H : 13.9~68.4%) T
HoT,

(PD-L1 FEBLIRBLR DA 2 Mo OV 424)

WA MAHRER (CA20906755k) (THEAAN B2 BEOT — X ITHES& | JEEHM
[ZBVVTPD-L1 2% 8L U7 fEE A 5 251G (LLF, TPD-LIFEBIZE] L\vH,) Hl
(ZHRER BN IRIT 2 AT > e A IMER L EMVEOFRERIZIU T O LB ThoTz,

ARMEICBI LT, PD-LIZEBIRD 1% AN (PD-L1<1%) OBZFHEM & i L T1%LL E
(PD-L1=1%) DEBRFHEMTA Y A~T7 O _EFREEMEMEA 2SRRI N (FX),
BB, AH+A Y A~ TRORENT 0 T 7 A JWIEPD-L1 <1%0 BHEHEM L PD-L1=
1% D BEEM TR TH - 72,

PD-L1REBRE1 %K PD-L1EHE1%LLE

HRHE

1.0 \‘{ 10
09 i 09
=\, g
0.8 L“\\u\ - :
s 0.8 \ o st
07 T 07 o ' -
-~ . > \\
06 h\x\:H-\ — s, & 0.6 ‘\
05 - W""'—“ # 05 Tl e
™ *x o Sy
e e s ; e
041 e EM+AEULTTR Vi 04 e HAl+qEynTTR C
8 -
031 A xmE e 031 A Hwmp o
0.2 O AEYLTTH 021 -© AEULTTH
0.1 *  ARUO : §TH1Y 0.1 *, ARUO : 1914
00 00 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 0 3 6 [¢] 12 15 18 21 24 27 30 33 36 39
at risk & EHmm (A) at risk# EFHM (A
FM+AEYLTTB® 123 113 102 91 82 82 79 74 74 72 66 18 4 0 FF+AEYLTTH 155 144 132 127 116 112 105 102 101 99 8 27 3 0O
B 117 103 86 76 73 65 62 59 57 55 50 16 2 0 AAB 171 165 158 148 139 131 122 117 112 109 98 36 1 0
AEYLTIB 13 96 8 79 71 61 57 50 44 43 32 10 1 0 AEYLTIE 164 155 138 126 115 102 89 83 77 74 64 21 2 0O

X3 CA209067 FRBXD PD-L1 EIHEH|TD OS D Kaplan-Meier Hif
(£E : PD-L1<1%DBELM. A : PD-L1=1%D BEEF)



@IEFE LR MAHFRER (ONO-4538-21/CA209238757)

SEARUIERTE O IMb/c H1/ IV o M R fE A 906 il (A ARNEHE 28 Bl Ede, AFIRE
45301, A BV A~T (GEETHELZ) BE453 ) 22X, A BV A~TExRE LT
AF) 3mglkg % 2 MR CERMEHE L & S OFMER DR 2MEEZ R Uiz, EERHM
HH Th 5 MM (R i [95%EHEXMH] ) O RIFETRERIL, AFEET NE

[NE~NE] # A, A U A~T7HETNE [1656~NE] A THY ., AFNIA Y L~T
(2 USRS B AL R 278 LTz (O — R 0.65 [97.56%f5 48 X[ : 0.561~0.83] |
p<0.0001 [J&5H! log-rank #iE]. 2017 4£6 A 12 A5 —% v b4 7) |

* . AJCC (American Joint Committee on Cancer) JFiiZ04E (55 7 B0 (o < G4,

1.0 {=

0.9 —A— KFHIFH
LN G AEVY LTI

0.8

0.7

0.6

0.5

0.41

# Bt Hr di¢ 38 R

0.3

0.21

0.11

0.01

I A B e |
0 3 6 9 12 15 18 21 24 27

at risk#k mBEZEAFEAR(B)
AFIEE 453 399 353 332 311 291 249 71 5 0
AEVYLTTE 453 364 314 269 252 225 184 56 2 0

4 EERELEBEHF O Kaplan-Meier Bt (ONO-4538-21/CA209238 3ER)



(24 1]
OENE TR (ONO-4538-02 #5k)
AEFRITEE (100%) (ZRD LI, AKH L DERRERPEE TERVAEFFRRIT
30/35 B (85.7%) IZ#B®H LTz, FHHEN 5% EORIERIZTRO LEBY ThoTz,

1 BBED 5% EORIER (ONO-4538-02 BUR)

PN S B (%)
FEARGE 35 Bl
(MedDRA/J ver.16.0) 4 Grade Grade 3-4 Grade 5
AEIER 30 (85.7) 9 (25.7) 0
Ao WA
FODR IR FE RS T E 5 (14.3) 0 0
H Ik
T 4 (11.4) 1 (2.9) 0
L 2 (5.7) 1 (2.9) 0
REES 2 (5.7) 0 0
—i% - BEEER L O GERAOIREE
57 5 (14.3) 0 0
& 2 (5.7) 0 0
FEEN 3 (8.6) 0 0
SR R P
fhEE 2 (5.7) 2 (5.7) 0
NN
ALT ¥ 4 (11.4) 1 (2.9) 0
AST H#80 5 (14.3) 2 (5.7) 0
A7 /L7 2 R 2 (5.7) 0 0
A CK #4hn 5 (14.3) 3 (8.6) 0
7 V7 F =800 2 (5.7) 0 0
fHr > Ko RN 2 (5.7) 0 0
1A LDH #4710 5 (14.3) 1 (2.9) 0
1A TSH > 3 (8.6) 0 0
ifi 7 TSH $50 7 (20.0) 0 0
CRP #4/10 5 (14.3) 1 (2.9) 0
I EREREE N 4 (11.4) 0 0
y-GTP #4/0 4 (11.4) 4 (11.4) 0
JRA TR o B 2 (5.7) 0 0
~EZ B LR 3 (8.6) 1 (2.9 0
U 2 RERER D 5 (14.3) 1 (2.9) 0
I ER B 2 (57) 1 (2.9) 0
fi R fafn AR T 2 (5.7) 0 0
i INER F ik 2 (5.7) 1 (2.9 0
R I ER Bk 2 (5.7) 1 (2.9 0
M ifn BER %Rk 6 (17.1) 0 0
WEdfE T3 H50 2 (5.7) 0 0
SWERE T3 P 8 (22.9) 0 0
SWERSE T4 WD 6 (17.1) 0 0
SHERfE T4 H30 2 (5.7) 0 0
U U~ FR--H 3 (8.6) 0 0
M ALP #4010 5 (14.3) 1 (2.9) 0
HUHIR RGBS 3 (8.6) 0 0
HAE~ — A —HEhn 2 (5.7) 0 0
HUZHUREE N 2 (5.7) 0 0
VR A S N = e G ) | 4 (11.4) 0 0
ifi. /R CK 8 2 (5.7) 0 0
BRI L O ARk E
RE 2 (5.7) 0 0
TR R IR
W P 2 (5.7) 0 0
K= 2 —m XF— 2 (5.7) 0 0



BRI B (%)

FEARGE 35 13
(MedDRA/] ver.16.0) 4= Grade Grade 3-4 Grade 5
e £ OV% Ml =
H B 6 (17.1) 0 0
Z D FEIE 11 (31.4) 0 0
F5 2 (5.7) 0 0
iR INITRZ SN R 2 (5.7) 0 0
HE TR R J& 2% 2 (5.7) 0 0
B I 6 ) 4 (11.4) 0 0

¥, EMEMZEE 1 E] (2.9%) . KBk - HEO THILE] (2.9%) | #RREE 4 5]
(11.4%) . JTHsnelsa 5 6 (14.3%) . BHERERE 2 i (5.7%) . FURIRHEREREE 8
(22.9%) | EIEFEE L (2.9%) . BEORFERESE 16 (2.9%) KOS E I K 14
(2.9%) MO Oz, £, FEREEEERT ., infusion reaction, 1 BUBEIRIE. WL,
BEIEMEEIE, Mok - MRS, DR, k. TR, MBUHRURE X 43 F— KU
P M B PESR BRI XA B IR Do T2, ARBIWERARBURDLIE L E S S (AR
EREEET) 2E0EFR-RERT,

@EWE DHRER (ONO-4538-08 #R)

BEFRGIL 2224 il (91.7%) (T8RO HIL, KAlE OREBEFRNEE TERWEHHE
L0318/24 B (75.0%) 1ZFE0 vz, FEBLEN 5%LL EORWEHIZITERD LB ThH -
776

2 FEED 5%U EORIWER (ONO-4538-08 ER)

B RIRS R Bk (%)

FAGE 24 131

(MedDRAV/J ver.18.0) 4 Grade Grade 3-4 Grade 5

EREIEH 18 (75.0) 2 (8.3) 0
aanA e

RO IR REAR T 6 (25.0) 0 0
B Ik

TEL 2 (8.3) 0 0
—#% - EEEER X OB G OIREE

& 4 (16.7) 0 0
AR AR A

IR ER D 2 (8.3) 0 0
R L O SeERE

AARBOR 2 (8.3) 0 0
Mg, MERs K OMithm R

T e 2 (8.3) 0 0
KX KO PR fRbEE

H Bt 5 (20.8) 0 0

9 PR 5 (20.8) 0 0

I NITRZ YN S 2 (8.3) 0 0

B, Rk - HEO TR 241 (8.3%) | NTFHERERET 141 (4.2%) . THE(AEKRE
16 (4.2%) M OVFRIRERERETE 7 1] (29.2%) MRD LTz, F7o, BEMERZEE,
FRRERETE (F7 2« NL—IEGEESE) | BRRRERRTE (RMEMEMER RS | BB

10



infusion reaction, 1 BUWEIR. FHEO GRS (FBEREIREGR, 2B, FRE
EE) | BER. EREMEESE. MO - B, S E O MRK. Lk, R, TR, B
FRRMRENE/ X AN T— e OV VR I NGB PR SR BER I X589 B v o 72, ARIWERFE
BURDLIZBIE S (BRRRAEER T 251) 28 0EHERE =T,

@UEAFEMAFERER (CA209066 RA5R) V
BEFGIIAFIRE 192/206 6] (93.2%) . DTIC £ 194/205 1] (94.6%) (238 S, IR
BRE & DK RBIR N IE T 2RWA FEFRIIARAIRE 153/206 41 (74.3%) . DTIC A% 155/205
B (75.6%) IZFBD HAVTZ, WTIDORETHILEN 5% LORIERIZT TR LB T
HoT,
#3 DTNODORETREARN 5% EORIER (CA209066 FABR)

BE (%)
L VAT
ﬁiiqgj;ﬂ = AFIRE DTIC #f
(MedDRAV/J ver.17.0) 206 f1 205 1
4 Grade Grade 3-4 Grade 5 4 Grade Grade 3-4 Grade 5
RITEA 153 (74.3) 24 (11.7) 0 155 (75.6) 36 (17.6) 0
MgHR LY R EE
I BRI E 0 0 0 23 (11.2) 9 (4.4) 0
M IR E 0 0 0 21 (10.2) 10 (4.9 0
H Ik
(EE 22 (10.7) 0 0 25 (12.2) 0 0
T 33 (16.0) 2 (1.0 0 32 (15.6) 1 (0.5 0
L 34 (16.5) 0 0 85 (41.5) 0 0
e - 13 (6.3) 1 (0.5) 0 43 (21.0) 1 (0.5) 0
—f - BHEER L OGN OIREE
M) E 21 (10.2) 0 0 25 (12.2) 1 (0.5 0
it 41 (19.9) 0 0 30 (14.6) 2 (1.0 0
FEEN 15 (7.3) 0 0 10 (4.9) 1 (0.5 0
Rt L OsesEEE
BRI 11 (5.3) 0 0 19 (9.3) 0 0
B H R KO ARk E
RAEiidR 12 (5.8) 0 0 3 (15 0 0
R R R E
SHYF 9 (4.4) 0 0 14 (6.8) 0 0
FRE3 L O PRk
HLBE 13 (6.3) 0 0 4 (2.0) 0 0
St BN 3 (1.5 0 0 11 (5.4) 0 0
% 9 FEE 35 (17.0) 1 (0.5) 0 11 (5.4) 0 0
*i5 31 (15.0) 1 (0.5) 0 6 (2.9 0 0
S EPE A 22 (10.7) 0 0 1 (05 0 0

¥, AFIBEIZ IV CIRVEMEMIZE AR 3 41 (1.5%) . KIEZE - O T 6 6 (2.9%) .
FREIES (77 2« N —JEGRES) 28 1 (13.6%) . ATHERERETE 7 61 (3.4%) . &%
REFETE 4 B (1.9%) . TR 4 41 (1.9%) . FRIMERERES 13 #1 (6.3%) .
infusion reaction 15 51 (7.3%) . 1 ZUHEIRYE 1 61 (0.5%) . EEEE DR GRS 3 5] (1.5%)
LS EIER LB (05%) e b, o, BIREE, WK, BIEMEE, K
% - RIS, DRI, AR, TSR, BERUTRLARIE/ < A /3T — K OV M i/ M4
SRBERIERR O B IR o T, ABIWEMFEBLRIUIEERES (FRRREMEET 2 51) %
BB RE R T,

11



@yFAEIFERER (CA209037 #BxR) 2

A EFRITAAIRE 265/268 B (98.9%) . AL FHEIERE 98/102 5] (96.1%) 1Z#RD 5
AU, TREREE & DR RBIRD TG E T & RWE FFHRITIAAIRE 199268 5] (74.3%) . (b5
FRIERE 85/102 1] (83.3%) 1C38 O BTz, WFNDRETRILERN 5% EORIWERIX
THROELEEY ThHoT,

F4 DTN OBETEEARY 5% EOBIER (CA209037 3:ER)
B (%)

o VAS =1
T AT (LR
(MedDRA/J ver.17.1) 268 1l 102 )
4= Grade Grade 3-4 Grade 5 4 Grade Grade 3-4 Grade 5
AEIER 199 (743) 33 (12.3) 0 85 (83.3) 35 (34.3) 0
Mg LY o RbEE
25 ifi. 18 (6.7) 3 (1D 0 24 (235) 5 (4.9 0
[ i BR e S 1 (0.4) 0 0 8 (7.8 2 (2.0) 0
I R ERIBE 0 0 0 20 (19.6) 16 (15.7) 0
i/ Nk SiE 1 (0.4) 1 (0.4) 0 12 (11.8) 6 (5.9 0
PR
IR BRMSREAR T E 18 (6.7) 0 0 0 0 0
I
A 11 (4.1) 0 0 15 (14.7) 1 (1.0 0
T 42 (15.7) 1 (0.4) 0 16 (15.7) 2 (2.0) 0
L 33 (12.3) 0 0 39 (38.2) 2 (2.0 0
Mg - 12 (4.5) 1 (0.4) 0 21 (20.6) 3 (29 0
—i% - BEEER L OGN OREE
T IE 14 (5.2) 0 0 7 (6.9) 0 0
95 I7 82 (30.6) 3 (1D 0 41 (40.2) 4 (3.9 0
5, FER L OWLE A GHE
HEACEE S RO 4 (1.5) 1 (0.4) 0 9 (8.8) 0 0
Fife PR AR AT
ALT 8470 14 (5.2) 3 (1) 0 1 (1.0) 0 0
AST 40 15 (5.6) 2 (0.7 0 2 (2.0) 0 0
I R ER BRI 0 0 0 7 (6.9) 3 (29 0
i SRR Bk 1 (0.4) 0 0 8 (7.8) 3 (2.9) 0
M ifn BRER D> 3 (11 0 0 8 (7.8) 2 (2.0) 0
B L OseEkEE
BARIEER 18 (6.7) 0 0 17 (16.7) 0
BRI L O A MRk E
RAHiR 15 (5.6) 0 0 13 (12.7) 1 (1.0 0
7 P 11 (4.1) 0 0 8 (7.8) 0 0
PR bR
R = 2 — S F— 1 (0.4) 0 0 10 (9.8) 1 (1.0 0
B 3 (1D 0 0 10 (9.8) 0 0
A E N TS S ONH e
% IR 13 (4.9) 0 0 8 (7.8) 0
FRgF L O PR RRREE
Wi=BIE 2 (0.7 0 0 28 (27.5) 0 0
& D FERE 51 (19.0) 0 0 2 (2.0) 0 0
Z95 34 (12.7) 1 (0.4) 0 5 (4.9) 0 0
R INITR S IN & 16 (6.0) 0 0 2 (2.0 0 0
=k A BE 24 (9.0) 0 0 0 0 0

72k AFIBEZ B CRVE MR 8 1] (3.0%) . KIG4 - EIED T 4 4 (1.5%) .
MR 33 3] (12.3%) . AFEEREREEE 22 f5] (8.2%) . EAERERETE  (JRANE [ MER 2%
52) 5 451 (1.9%) . FRIRRSHERE 2 23 5] (8.6%) . RIS fE=E 1 41 (0.4%) . infusion reaction
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10 B (3.7%) . EHEEOREREE 1 6] (0.4%) . BER 2 B (0.7%) KOS E S EES% 3 6
(11%) RO Oz, Fo, FEMBEERERE. 1 ANERW, SEEMMEIGE, KK - 86
S, hde. Mhde. BT, RRBUTHBMEIE/ X AT — K OV M i/ NSO 1 2R B 7
IXFB O B o T, AEWERRBUR UL ESR S (RRREMRET 2 E5T) 2804%
FHERE R,

G@EWNH TFHFER (ONO-4538-1775%)
AEFERITEH (100%) ([ZFD HiL, AHlE ORREENEETERVAETEFR LA
il (100%) ZR8D BivTc, FWHRNS%LL EORIERIITERO LBV ThoTo,
£S5 RBIED 5% EORIER (ONO-4538-17 FAER)

LRE BRI Bi%x (%)
FEAGE 30 fi)

(MedDRAV/J ver.20.0) 4 Grade Grade 3-4 Grade 5
RITEHR 30 (100) 23 (76.7) 0
MgH LY o REE

21 2 (6.7) 0 0
3 IsRE TS

FR AR RE TTIESE 2 (6.7) 0 0

FOIR AR B TE 7 (23.3) 0 0

TEER 2 (6.7) 2 (6.7) 0
El e

{5 5 (16.7) 1 (3.3 0

T 16 (53.3) 1 (3.3 0

e 2 (6.7) 0 0

L 4 (13.3) 0 0

BERPS 3 (10.0) 0 0

N i 6 (20.0) 1 (3.3) 0
—f - REEER X OGN OREE

it 5 (16.7) 0 0

PR 7 (23.3) 1 (3.3 0

RAGPETRIE 2 (6.7) 0 0

FEEL 12 (40.0) 1 (3.3) 0
JHNEE R fR

SR e S 5 7 (23.3) 4 (13.3) 0

b 2 (6.7) 0 0
R RARES

ALT 840 11 (36.7) 3 (10.0) 0

75— HIN 5 (16.7) 1 (3.3 0

AST #4/n 11 (36.7) 2 (6.7) 0

y-GTP H0 5 (16.7) 3 (10.0) 0

U — PN 12 (40.0) 7 (233) 0

IR 2 (6.7) 0 0

AT A Y RRT 7 2 —BHN 4 (13.3) 0 0
B L OsesEEE

&) T A E 2 (6.7) 0 0

&7 L7 v IsE 2 (6.7) 1 (3.3) 0

KT+ U 7 A e 5 (16.7) 4 (13.3) 0

BRI 8 (26.7) 1 (3.3) 0
B R 23 KO ARk E

RAEiiR 5 (16.7) 0 0
R R R

U 2 (6.7) 0 0

SRR 5 (16.7) 1 (3.3) 0
MR RS, FERES K OMithmBRE

T Ml R 2 (6.7) 0 0
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E=gilNG | FIE (%)
HAEE 30 #1
(MedDRA/J ver.20.0) 4> Grade Grade 3-4 Grade 5
EIEIEEET 2 (6.7) 0 0
g KO gk
Z 5 FESE 10 (33.3) 0 0
95 18 (60.0) 2 (6.7) 0
iR NRZ YN S 4 (13.3) 1 (3.3) 0

7R, APRRFESEOR (30.0%) | ITHERERE 1401 (46.7%) | HIRIREEREREE 71 (23.3%) |
[V M it FE 341 (10.0%) | KAk « BEHE o T #3451 (10.0%) | B o 7 S P 3451 (10.0%)
T EAEREREE 201 (6.7%) . 5 & 5 IS 1451 (3.3%)  BEAUARREARAE/ X A X F—24 (6.7%)
R OV RImAR ZERRE L] (3.3%) 2358 Hiviz, F7-, BHREREE, FIRMEERE, 14
PERIE, WES, BEAEMGIE)AE, AMZE - BlEZE . infusionreaction, DoAlZe. Ahdk. #Edk
I/ NI PSR BESR K OF R ITE80 e hno 2, ARIWERRBURDLIZBhEE S (K
BREMRT Z2ET) 2E0EHERERT,

©ES M F AR (CA20906735k)

BEFRGIIARA A+ A BV LA~ 731231361 (99.7%) . AFIFEE312/31361 (99.7%) . A
B U A~ 7 HE308/31141 (99.0%) (258D B, TRERIE & ORRFEBENEE TERVARE
FGUIARK + A BV 5~ THE300/31361 (95.8%) . AFIEE270/31361 (86.3%), A BV A
~ 7 HE268/31141 (86.2%) IZ588 BTz, WT I ORETHRILEN %L EORIERIZT

FHDOEBY THoT,
F6 WDWTNIrDOEETHEERN 5% LDORIVEH (CA209067 3BR)
. , B (%)
T RATA Y v T A TEI LT
(MedDRAV ver 19.0) —— 313 5 313 5 311 4
%= Grade Grade 3-4 GradeS 4 Grade Grade 3-4 Grade 5 4= Grade Grade 3-4  Grade 5
2RITER 300 (95.8) 183 (58.5) 0 270 (86.3) 65 (20.8) 0 268 (86.2) 86 (27.7) 1 (0.3)
PN 3 AR
FOIR e e e E 34 (10.9) 3 (1.0) 0 15 (4.8) 0 0 3 (1.0) 0 0
RO IR BEAR T E 51 (16.3) 1 (0.3) 0 32 (10.2) 0 0 14 (4.5) 0 0
EELS 23 (7.3) 5 (1.6) 0 2 (0.6) 2 (0.6) 0 12 (3.9) 5 (1.6) 0
H I
e 28 (8.9) 1 (0.3 0 18 (5.8) 0 0 28 (9.0) 2 (0.6) 0
INIDES 40 (128) 26 (8.3) 0 7 (2.2) 3 (1.0) 0 35 (11.3) 24 (7.7) 0
(EE 12 (3.8) 0 0 19 (6.1) 0 0 17 (5.5) 0 0
T 142 (45.4) 30 (9.6) 0 67 (21.4) 9 (29 0 105 (338) 18 (5.8) 0
M PN HZIE 19 (6.1) 0 0 13 (4.2) 0 0 7 (2.3) 0 0
EL 88 (28.1) 7 (22) 0 41 (13.1) 0 0 51 (16.4) 2 (0.6) 0
M - 50 (16.0) 8 (2.6) 0 22 (7.0) 1 (0.3) 0 24 (7.7) 1 (0.3) 0
—f% - EEREER X O SEOREE
77 i 31 (9.9) 1 (0.3) 0 25 (8.0) 1 (0.3) 0 17 (5.5) 2 (0.6) 0
IR 22 (7.0) 0 0 12 (3.8) 0 0 10 (3.2) 0 0
i 118 (37.7) 13 (4.2) 0 111 (35.5) 3 (1.0) 0 89 (28.6) 3 (1.0) 0
FEEL 60 (19.2) 2 (0.6) 0 21 (6.7) 0 0 21 (6.8) 1 (0.3) 0
g AR AR A
ALT ¥4 59 (18.8) 27 (8.6) 0 12 (3.8) 3 (10) 0 12 (3.9) 5 (1.6) 0
77— 23 (7.3) 9 (29) 0 17 (5.4) 5 (1.6) 0 15 (4.8) 4 (1.3) 0
AST 81 51 (16.3) 19 (6.1) 0 13 (4.2) 3 (1.0 0 12 (3.9) 2 (0.6) 0



Bi%x (%)

PRE BRI

AH+A Y L THE

AFHE

LY L~ TR

ﬁeﬁ;m ver.19.0) 313 43 313 43 311 4
4= Grade Grade 3-4 Grade5 4 Grade Grade3-4 Grade5 4 Grade Grade 3-4  Grade 5

T X—C N 43 (137) 34 (109 0 24 (7.7) 12 (3.8) 0 18 (5.8) 12 (3.9) 0
RERD 19 (6.1) 0 0 10 (3.2) 0 0 4 (1.3) 1 (0.3) 0
R L OsesEEE

AARIRGE 60 (19.2) 4 (1.3) 0 36 (11.5) 0 0 41 (13.2) 1 (0.3) 0
T EH SR KO ARk S

BAfR 42 (13.4) 1 (0.3) 0 29 (9.3) 1 (0.3) 0 21 (6.8) 0 0
ik 17 (5.4) 1 (0.3) 0 15 (4.8) 1 (0.3 0 9 (2.9 0 0
TR

FEIED W 17 (5.4) 0 0 15 (4.8) 0 0 11 (3.5) 0 0
R A H 14 (4.5) 0 0 18 (5.8) 0 0 9 (2.9) 0 0
SR 34 (10.9) 2 (0.6) 0 24 (1.7) 0 0 25 (8.0) 1 (0.3) 0
Mg, BOERES K OEhR

AN 24 (1.7) 0 0 20 (6.4) 2 (0.6) 0 15 (4.8) 0 0
IR TR 2 36 (11.5) 3 (1.0) 0 20 (6.4) 1 (0.3) 0 12 (3.9) 0 0
fitilie 21 (6.7) 3 (1.0 0 4 (1.3) 1 (0.3) 0 5 (1.6) 1 (0.3) 0
KR F KO FRERkRE S

a L% 15 (4.8) 0 0 17 (5.4) 0 0 11 (3.5) 0 0
9 FEAE 112 (35.8) 6 (1.9) 0 67 (21.4) 1 (0.3) 0 113 (36.3) 1 (0.3) 0
S 91 (29.1) 10 (3.2 0 72 (23.00 1 (0.3) 0 68 (21.9) 5 (1.6) 0
BEIR B IR E 5 38 (12.1) 6 (1.9 0 14 (4.5) 2 (0.6) 0 38 (12.2) 1 (0.3) 0
= FIEE 27 (8.6) 0 0 28 (8.9) 1 (0.3 0 16 (5.1) 0 0

B, AH+HA Y L THIZB WD TR EE86] (27.5%) | JITHEREFE E 10241
(32.6%) . HIRIRFEREREESTHI (27.8%) | EHEREFEE2161 (6.7%) . VB M iz HE25
B (8.0%) . KAFZE « HEED FHI60H] (19.2%) . BEE DR EREE221H] (6.7%) . FiE
REERERE 2761 (8.6%) . FIRHSAEREE 1445 (4.5%) | FER3MI (1.0%) . AM7e - B
22151 (0.6%) . infusion reaction 13/ (4.2%) . 5 & 5 55341 (1.0%) . 72361 (1.0%) .
RERL T RRAE / < A3 F—5041 (16.0%) | T 514451 (4.5%) K& OVFR IR A% 2842 E 2451 (0.6%)
MO BTz, Flo, VRBERWE, SEIEFEAE, O R & OV i MR S5 5T
ERR O HALIR Do T, RFIBEIZ I\ THIREREE66/ (21.1%) | ITFHERERE 2461 (7.7%) |
FOR IR RERE 4701 (15.0%) . BREREREE 3% (1.0%) | [IEMEMZEESH] (1.6%) |
R - BEE D FFI1661 (5.1%) | HEE OO J JilR 811 (2.6%) . T TR RERR Z 311 (1.0%) |
B RERERE 301 (1.0%) . BEZ3HI (1.0%) . infusionreaction 14f1 (4.5%) . 5 & 9K
2200 (0.6%) . BERUHRMEIE/ S A /3F—2861 (8.9%) . AF4c2M (0.6%) M ONERIRIL
FRFERRIELF] (0.3%) MO DTz, T, VRUBERS G, BEREMEIE, MK - B,
O AR e O PR i MR PESRBER I 3GR 8 B AL 0o 7o, REIMEFHZE BRI X
BlEES (RMAMEET 25T 2308 RE =T,

AR TIBR R RE 70 BN R AR 2 K GUIARA+ 4 BV A~ TG 2t Lo g
I #H5ABR (CA209004 #kER) D =7k — b 8 IR\ T, (LFRIERIBIRBE 28 ] & (L2
BB RAEE 13 6 & O T, ZaMtIcUfE 2RIl o inol,

15



DIE B[R M AR (ONO-4538-21/CA2092387-54)

BEFGIIAKIREA38/45215] (96.9%) . A &' U L~ 7 #E446/45301 (98.5%) (2780 5
AU, IRBREE & ORRBIRNAEE T E R WA FFGIIAHINEIBS/452145 (85.2%) . A &'
I~ 7434145301 (95.8%) IZFRD BT, WM ORETIRILRNE%LL_EDEIEF X
TEROEBY THoT,

KT DTN OFETREERNS5%L, EORIER (ONO-4538-21/CA20923835R)

Bi%x (%)

EHES PN

HoAZE ARANRE A Y LT HE
(MedDRAVJ ver.20.0) 452 3l 453 {7
4= Grade Grade 3-4 Grade 5 4= Grade Grade 3-4 Grade 5

2RIEH 385 (85.2) 65 (144) O 434 (95.8) 208  (45.9) 0
B HE R L OV AR ks

RAEfiR 57 (12.6) 1 (02 O 49 (10.8) 2 (04 O
7 P 35 (77 1 ( 02 0 19 ( 42) 1 (02 O
HpEE

T 110 (24.3) 7 (15 O 208  (45.9) 43 (95 0
D 68 (15.0) 1 (02 O 91 (20.1) 0
28] 29 ( 64) 0 0 46 (10.2) 1 (02 O
Mg - 12 (27 1 (02 O 4 (97) 2 (04 O
(mEL R 24 ( 5.3) 0 0 14 ( 3.2 0 0
PNES 9 ( 20) 3 (07 O 45 (1 99) 3 (75 0
— i REFEERBLOE GO REE

I STHE 57 (12.6) 1 (02 O 53 (11.7) 4 (09 O
9557 156 (34.5) 2 (04 0 149 (32.9) 4 (09 O
FEA 7 ( 15) 0 0 54 (11.9) 2 (04 O
FRIR IR AR

U —EHIAN 30 ( 66) 19 (42 0 26 ( 57) 6 (35 O
ALT #470 28 ( 62) 5 (11 O 66 (14.6) 26 (57 O
AST #471 25 ( 55) 2 (04 O 60 (13.2) 19 (42 0
TIZ— B 25 ( 55) 9 ( 20 0 14 ( 3.2 5 (11) O
R B L O E

AR 18  ( 4.0) 0 0 39 ( 86) 1 (02 O
TR SRR

GV 4 (97 1 (02 O 79 (17.4) 7 (15 O
R L O THLfkREE

BER IR 5 24 ( 53) 0 0 50 (11.0) 9 (20 O
EOPEIE 105 (23.2) 0 0 152 (33.6) 5 (11 0
% 90 (19.9) 5 (11 O 133 (29.4) 14 (31 O
R0 g | MERds KOMEhRIE 3

I8 ] 3 15  ( 33) 2 (04 O 24 ( 53) 0 0
o WAk

R BB RR IR T AE 49 (10.8) 1 (02 0 31 ( 6.8) 2 (04 O
R BB RE TUHERE 36 ( 80) 1 (02 0 18  ( 40) 1 (02 O
LS 7 ( 15) 2 (04 O 48 (10.6) 1 ( 24) O

k. ARFIBICB W CREMEMZER 11 6] (2.4%) | BB RMRAE/ X 45 —48 f
(10.6%) . HNTHERERET 40 51 (8.8%) . FURMRBEREMET 91 f5 (20.1%) . #RiLFETE 83
il (18.4%) . BHEHEFRETE 6 61 (1.3%) . RIEHERERT 6 6 (1.3%) . NEAEHKERET
8 1 (1.8%) . infusion reaction1l f5i] (2.4%) . KB - EE O T 21 ] (4.6%) . &
FE D Rz R 5 41 (1.1%) . 1 AUBEIRNS 1651 (0.2%) | B2 341 (0.7%) . 5 & 9 IR
2 5 (0.4%) . FF22 341 (0.7%) RO BNT-, F/o, HIEMEIE, Dk, K.
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o M /ISR PSR BRI . AR - Bl SRR AR FERRE S OB MERRAE 2013580 &
Nrpinoie, RREWEHZESURILIIBEE SR (RARAER T 25 2Bt
Y,

1) Robert C.et al. : N.Engl.J.Med., 372 : 320, 2015 (CA209066585%)
2) Weber J.S. etal. : Lancet Oncol., 16 : 375, 2015 (CA209037 #5%)
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[ - HE]

AFNOREMEpERETT LV ZRA LY 2 a2 b—v g 12k AH 3mgkg ik
240 mg % 2 JARFIR TR G L7ZBROARE O MG TIRESHE Sz, ZORFR. KK
240 mg Z 4% 5 LB EIL. AK 3 mgkg 5 L BROBRGEE & ik LRl
T ETRIENTZLOO, ERANBEIZEBOD THERMERHER I TV AL AE (10
mg/kg % 2 HFRHIMRECH&REG) CARFIZEG Lo BEOgREE & & ik U CRfEZ <3 & Tl
Shie (F2), M T, BROFEEICHT 27— 2 Ic 5% | A#K| 3 mgkg X 240 mg
Z 2 AR TG L2 BRO A O R & & A M SUTL 2 & ORI 2 Gt 2 1%
FTOSET VP S L, BBhEIZOW TREP TO iR, ERRo Mk - A&
WA O EVEICHME R ER T W E Pl SN, -, EERAERAE BT
HT —RIZHADE | KA mgkg XL 80mg & A v U A~ 3mgkg % 3 HHHRETHE
B U T BROAHN O R 7 & 22tk & OFE A a2 R SUSE T LV MEE S 1L, i
BEIZ DWW TIREI AT O R. RRLo ML - HEOM TN ERIT 0
EFPHlENnT,

K8 AANDEHBRE T A—F

- R Crax Chrmind14 Cavedi4 Cmax,ss Chin,ss Cavgss
(ng/mL) (ug/mL) (ng/mL) (ug/mL) (ng/mL) (ng/mL)
3 meke Q2W (352 7608) (10-;?54-5) (17-21‘,"333.9) (75}){3171) (27.612,'107) (42.717,'?27)
240 me Q2W 61.712,?03) (15-22?'354-6) (25-31‘}'4:7.8) (10;,5254) (41?57,'51;58) (62.11(,)9187)
10 mgkg Q2W (14;,9;19) (51.621 '739.2) (79.9(;),'?14) (33?,9232) (18421,1 ;13) (23$,7§86)

HRAE (5%, 95%47) . Q2W : 20 FIFHIFE . Cimax : AIIEIHRG-1% O fig i L P IREE, Crinars 1 #IEIF 57214
El H ﬂ:ﬁﬂjé%{ﬁ[ﬁl?%‘:‘j]}%g\ Cavgdl4 : %ﬂ@&’%‘fﬁl“ El H if@qugmi%ilzpﬂ%g\ Cmax,ss : %ﬁ%ﬁgﬂ:j@
T D MIE TR, Cuminss 1 EHARIBIZI T 2 BARMIETIRIE, Cavess 1 EHFAIRIBIZIS T 2 FEHMLIE T
=38

Flo AR OREHEDEEE T VAR L2y I 2 L—3 3 T X 0 AH| 480 mg
% 4 TG TG SUIBEAGR O ik « FHESE TR L 7BRO AT 0O My ke B 3 s
ST, ZTORER. AHI 480 mg Z 4 M TR G LIZEROEFRRRIZ IS 1T % ) i,
THHHE (LLTF, TCagss] &2, ) 13, AHI 240mg % 2 F IR TG L IZERD Cavgss
EHUT L ETREn (TR) o 7. AAI480 mg z 4 B MG TG LIZROE
FREBICR T 2 m MG TIRE (LLT, [Craxsl &9, ) &, AFAl240mg % 2 # f#]
[FIfE TG LTZBRD Craxss & HEEI L TfEZ R T & THISNZ S OO, BARNBEICE
W T ABMERER S LTV D L - & (10mglkg % 2 ERIERE T G) TARFIZ &5
L7ZBRD Craxss & HHR L TIRMEZ 7R3 & RIS (TFR) , MAT, AEOEECE
Fo7 =D& AAI3mglkg (KH) F7213240mg Z 2 HRIRRR, 4 L < I3AH
480 mg % 4 HFEMME THE G L 72BRO AR OBREE T & A2 X34 & oo B 2 1
T ORFEESISET VPGS L, HEEEIC OV TREIMTONLZ /R, BRIk -
MEDHE THZME R O L2 AR TRV e THIS U,
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R AROEYBIE T A —F

v - Crnax Cind28 Cavgd28 Crax,ss Chnin,ss Cavgss
(pg/mL) (ng/mL) (ng/mL) (ug/mL) (ng/mL) (ug/mL)
3 meke Q2W (35-52{ V760-8) <16-257§0-3) 21 321 f3.9) (75.&?71) (27.612,'107) (42.717,’?27)
240 me Q2W (51-712;;03) <23-33?'539-0) (30.‘5'670.9) (102,5354) (41?57,'21;58) (62.11(,)9187)
480 mg QAW (10?207) (15.25?27.4) (37.?)?34.8) (14?,1 §36) (27.751,'?37) (62.11(,)9187)
0mghg QW | (1467500 | (565 132) | (lo1. 14g) | (329,505 | (184309 | (236 977

U (5%, 95%43) . Q2W : 2R, Q4W : 4B MIRE. Cumax : HIEIFE 514 0 f ) ML IR EE
Crmina2s : #5128 A HIZ 31T 2 SR TE PR, Caveazs : IR G-1%28 A H & T2 i i EE |
Cnaxss 1 EFIRIEICIIT DR MAE TIREE . Cininss 1 EFIREIZIT D BARMIE TIREE . Cavess : TEFIRTE
(ZRUT D R i R
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4. FEFIZOWNT

MR UIBR AR 72 MR i B (T T 2 5612, &GRS & U CERAuREA (45
) DL TNDZ &b, éumﬂﬁ%uﬁtﬂ ’%MT%%@M XChHDOLULENDD, £
O LT, EHRES Y X7 EHGHE (RMP) ([ZHD X AKFI O EIES 2V SUEE ~D ) 1k
HilA3 8 2 Mgk T o T, AN OE G- 72 BE A2 2Wr - K58 L, AFOBRGIZ LY HEZR
BIER 238l LT-BRICxHE T 2 Z E 3B e 7=, LLFOO~@ D3 X T &iiij= 3 Mizkic
BWTHEATL2RETH D,

O MEFITOWVT

@1 Fieo (1) ~ (5) OWVWTNNICEYT D ThHhH Z &,

(1) EAFHEREDIEE T 205 Vi REHEILRPE S G BT RDS A2 RE L AR P
HIIEEAS A RS BB AR, Mtk )s A 2Rl 7 &)

(2) FEEHERERDE

(3) HBENFIRA TG E T 20 AP (D AR RESEE ERPE. 25 AR
W wEE. S AR R R &)

(4) IRACFPRER 2GR E U, SORIER L RE2 IR | USSR b S ik ikt
2 ORERRIENEICLR D R 21T > T D ek

(5) PrEEMEREREAI T E BINR Ol R UEIZAR B i 21T > TV 2 itk

O-2 EMERGREOLSRRE K ORINE JEBURS OIS 03 72 ik & 5k & R S EE Al
(FROWTINITIEE T DER) 23, YEZEBOAFICET IGROBMEE L LT

BESNTNDZ &,

*

o [EEMEFFESE 2 FOUIMIMHEZE T L7212 5 FELL LD D AUTBE DB IRIHE 2
{ToTCWAHZ &, 95, 2L R, BAREMIRIELS I & LIZERRIERE T ONHME %2
IToTCWVWBHZ L,

o [EARFFESE 2 FEOMMINME ZE T L72RIC 5 L1 Lo B EIEEE 2R O
KRR ZA L TWNDH Z &,

© BENOERFREEDOEHIZONT

RIS I B BT D RMEE N E S b, BERGSEN S OfFmE 0 A - %
IR OB P ORISR 5 E iRt AFFRNELE LB E OWE
. FRESNITT DN D IEFINE > TN D Z &,
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® EIERADIRITOWT
®-1 BWERRBEE O3 AH I B3 % B

B MERR B O EE R BITERA N RAE LIZBRIC, 24 BRRIR2IRIRHIO T, ik X
IEEE R 123 T, BB L7 BIEANCS U CABRE E L O CT O EIERH ORI 24
ERRAEOR RIS Y APIE O, BEHITRISATREZRARI N E > TnD Z &,

@-2 EENEFEFICLAFBRNNICETL2EH

N ASIRICHE D D B A itk e OB RE 2 A4 D ERIEFE DNEER =4 Y v
EEDTHERDOA T ) —= T HATOERE L IE#ME LA TE DT — LERIRH 2
SN TWDHZ L, B, BRI OWT, DABRE L ZOFEICHDITAmENT
WnHZ &,

@-3 BIFERDZUTLRINICE LT

BIVER (RVE MR BTN 2 | EAEMEEDAE, O R, Mk, BEUHRARE . RIBXK.
INBS, BEO TR, | BBERE, BUEATIR. T2, IS TR, mifbrEiase
K. HURIRBEREREE . MEABRERE . MRREE. BEE. RIBEE. Mk, BEEDOK
JEREE . ERIARZEARAE, infusion reaction, FEFE7ZRMIKFET, MEKERIEMERE, F5EZ.
BE . M DEEROS, IRIE R ENE, DlEbEE (OEAE) - IR - O MEEIAMES) |
AREFERES . IS, EEALE) (T LT, Yaghtax B ERERE O FMMEEZ A5
EhfEEE L (BIERORZKOXISICE L THRER O XEEZITONSGMCH D =
E) L EBITET) R AE N TE HEHINE S TND Z &,
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5.

BEXMRLIDBE

(GBI 5 4 1H]

@

@

TREDBEHEIZBOTARADOFIMERREN TN D,

o ALFIRIERIGR K OBETER OARIGEIERANRE 72 TLHT/ IV ] SO L8 o v R iE
B

o SERUIRFZ Db/ M/ VI Y oM BAfEERE BT DI HEhERE

723, BRAFBEE AR Z 6T 5 BEIZH W TL, BRAFBFANC X 210K LB ET

HZk,

AHI+A BV b~ 7 BGIMEFFRIERTBRE ORIGUIBR R G e M B iR 4 5
& L=/ S IARRER (CA20906735R) ICBW T, MR E S A B Y A~THKE
2k L CTHMERRGES LTV D, 22 L, KA+ A B Y A~ 7 H5 & AH| B
5% el U7 BRI EHZ B WL TiE, PD-LIEERICE D A BV AT D L3
HNRD R DBAN TR ENHFERPGELNTND (Tp2R) , 2o, Rk
Ui AR 2R R AR IZRB VT, REIE A Y A~ T L OJFHEE O 2 f
Wrd 23540, PD-LIEHE* 2RI 52 ENEE LU, PD-LIEEEN1%LL ETH
D2 EDHER SN BE TRV TL, JRHL AARIEMER LSBT 5, k. BiIG
UIBRARE 72 M B RS 2 b R & U7 yiEsh o 1 #EEBR (CA209004385R) D =27k —
R8IZIH W T, (L FIERIRE BE &AL FRIEBEREBEE & ORI TARAI+ A U A
~ 7B O NECIE R ZRITIRD TR,

kARFIOBZWFE L L, RFE4 : PD-L1IHC 28-8 pharmDx [# =1 | 28A&R ST\ 5,

(1)

AJCC (American Joint Committee on Cancer) J&HA23%E (55 7 i) 1235 < 54
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[tz B4 5 F1E]

O TRICEYTHIREICOVTUIARIOREN LD L SN TWDE Z b, &5 %21T
DRI &
o ARENOEITIT R LIBBUE D BEERE D & 5 B

@ REATOFHMIZIHBW T FRRICEE ST 2 B IOV TR AAlO G ITHELE S 2

DS, MOTEPERPFUE DS R WIGEITRY | HEICAFZENT 52 L 2B ETE D,

o MEMMEEDOAH IO H 5 EE

o MR AR A CRVE S 2 58 60 D B K ONEENME O T B I g 2% S0 e i ¢
LEOICRIEMEA DD B

o HORERBOED, UHEMR7ZE L < ITHERMED B O k=B OB TR D
oraysecy

o EERBAEE (&R A 5 Te) O b HERE

o OB IIBEE A AT DA

*  ECOG Performance Status 3-4 2 0B

(2 ECOG @ Performance Status (PS)

Score | EFE

0 | &<MERIEEHTE 5, Bl & R U R EAERNHRZ AT D,

PRREIZI LUEBNTHIR S 225, BTAIRE T, BAIEESEE > TOMERITTO LN TE D,
RS N S

ATRARETH A O OEY O Z LT F N THREEZSERTTE 20, B O 50%0 Eid~y R Tl 2,

ROENTHSOHOEY OZ L LnTERY, BFO 50%LL L&~y R+ CilaZd,

AW

ELENT RV, BAOHFOEY OZ L34 TERY, BEICy R+l I4,
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6. I L THETREHH

WA SRS TN 2 RSO R DT 2 BB 235 & AR 0 Rk I OV E
DT OIZ B HE T L TS5 2 &

TR YENE D | B UXZE DFEIEICH IR OERRIEZ 553 L, [FE 215
ThoHEETH L,

RIRCIBRARE R M R AEBE B W T AR LA ) A~ T L O ARG OF&
R 854, PD-LL B LR T 5 2 ENEE LAY, PD-LL R HLR R
TERWEAIIT, AFIE A B A~7 L OO 2wl Lz L cs
THZ L,

FREWEHO~F T AL MZOWNT

@

@

MEMEMEEN D LD Z ERH LD T, KFNOEGIZHT-> T, BRE
W (REWL RIEE, imk, FEEVE) OREFE M O X S d o i, Bz -+
ZATH 2k, Fio. KBTS UTHES CT, Mig~—"—%0Ma %2 £t 5
Z&,

AFNOFE 1L EE D infusion reaction (2 2 CHEARHI 43Rk D T 5 U
i %AT -7 L CBRMET 5 2 &, £ 72,2 [Bl B AR O AH$% 5-FFIZ infusion reaction
DHHLOLNDZEHHDHDT, KFIFEGH K OARA G T #IT A Z A
CERRET %, BEORBEL 28I 52 L, 703, infusion reaction &
FHLLIZGA IR, R TOBELOERD ERIZEIE T 2 £ CHRE - 08l
T5HZ &,

ORI REIR . TRAEERET R ORIBEERH bbb Z B3 H DD T,
AHN D ¥ 5B AERT M O G- B I E IR N s RE iR A (TSH., 1028 T3,
FERE T4, ACTH, I =V — VEORIE) #FE i+ 52 &,
AFNOFEEIZ LY BEORERISIZERT 5 &5 2 bildikx IR BOW e
DHLOLNDZENDDH, BENRDONTGEITIL, BELEFRIIS UL
R 72 05k & BRBR 2 Ff- D[RRl & i U Cal bl 2 B ns W 217V 18R D5
FOSIT X 2 BWER 2 5o 2355 1id, AFNORIE T I, R ORIE RE A
NEHOBRGELBETDHZ L, B, BIERERLVE L OFRGIZEVREIE
HOUGERFRD BV WIGEITIE, BB RE AV LISt o S i Fl o8 in
bEETDZ L

BeEAET %, BOEBI O AR L T LEWERDBET 2 EnbH A28,
AFNDOBERETZRICHRIEHORBIZH2IZEET H 2 &,

1 BUBE R (BIE 1 BUEIR S 2 2 de) b bbdv, BERPMES F 7o R— X
ICEBDZLENHLHDOT, Alg, HE, EHFEOIEROBHRCMAEED L2
SERETAHZ &, 1 BBEREN DN -G ICiEREEZPIE L, AR 8l
FlOF5E DY LEZITH Z &,
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o IAUBESRIF (BIE | BUBEIRIG 25 de) 2 b bdl, BEREMES R TV R—v
IZEDZENHLHLOT, Hig, Hol, WRH-FORER DR B MAEE O LA-12+
SEETDH L, VAR SEDNHA IS EERIEL, AR
HOBEEDOFEE) R WEZITH 2 L,

o BBEMTZ. TS, ITHEREREE . TR, BLHERERDHHDOND 2 ENH D
DT, EFIIFHERREZITV., BEOREL+SICBET L2 &,

IR BIBRARE 72 B BB BB T - 2 BRI, AR DERRRBRIC BN T, &5

BR&h 6 3 7 AU, R BABEIL, 5646206 1 FEMIL 6 JH 2 & G 2MEDRE

flizAT > TWI2Z L 2BEBIT, REIERGHITESICHROMEREZITH Z &,

FEARTI R O MR EASEEE ~OIRRMBIRE & UTHEET BRI, AR ORIR

AR NT, 12 @ Z IO AT > TWe Z &2 2B, Khlkh

HIXEBRIC VR OMEGR AT 5 2 &, B B AIBIEIE & L TR T 2561213,

AFNOEGHFIZ 12 TAETET D &,
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EEERHEEST A RFA v
=R~ 7 (BinFr#Z)

(BR5E4h : A7V — A RREE 20 mg, 7V —RNAHEE 100 mg, T7P—
AR ERE 120 mg, A7V — R K EHE 240 mg)

~ TR SHER I ~

A2 943 A (FFn 445 AKET)
BT BE



ER/N

1. 1IZU I P2
2. AANOFE. (FRET P3
3. ERIREGRE P4
4, FERIZDOUWNT P9
5. H&EGXREMDEE P11
6. WHIZEEL THETNEHH P12



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, RIA BT A %, MSIATBAE NEIE G ERE IR OHE, ASEEEANRR
BRI 7o, —AFEENE N A ARERIRNBHE S . —MRFEE AN B AT SRR R O
NESFERNE N AR D ESB 22O o b EAERR LTz,

RGe L I HEIRS, - A VR ERE 20 mg, A7 U — R SEEHTE 100mg, 4
— ARSI EE 120 mg, A7 YU — R SIEEE 240 mg (— 4 =
P~ 7 (Bl FHH#z))

REERDMEUIHIE « TR UTEIREER 2 A9 5 FHSHA

REERDMERHE  WE . RAICITZ=A L ~7 (B z) & LT, 16240 mg
Z 2 BRGSO 1[0 480 mg % 4 3 R RIFE CAGEEET 5,

B3E IR 5E ¥ F  NEIRG TEEASH




2. AHNORK. VERBF

F 7Y — R T 20 mg, [RLAEEE 100 mg,  [FAGEETE 120 mg K& ONF] s
240 mg (—fi%4 : =R~ 7 GEE ), LT, TARA) Lvd,) ix, /NEREES
TH#MASLE AT Ly 7 24 (BIT7 VAL <A Y —X A7 A7 (BMS) th) 2
BAs L7t K PD-1 (Programmed cell death-1) (Z%}3 5 & Nl 1gG4 & / 7 v —F )Lk
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
BIZFHRET L CTWb, PD-1 U W RiFHURE MBI B b O & 22 G/ 588
LTk, BMERAMREEE) LU LB IT D PD-L1 OFEBLLIEDELF
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 & % (Sci Transl Med 2012; 4: 127-37)
X 51T, PD-L1 Z 3Rl RHE S B8 AT, FURRRA CDS BHME T Miia o Hifa &
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 HURRF A e T MM OWEBEEZ BT 5HFD—>o 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 AR IR k9 2 AR TG M 2 58 5~ 5 2 & CRefci e PuiEgsh iR 4 k9
ZENHERR STV D,

IS OFEN S | AFNTEMEER ) 2 B 2R EIC R0 55 b0 L MIfF S,
SHSE I B A kPG & U TR IRERIR & 520 L 20 Lt QBB ER R S 47z,

ARANDVEFIHERAC IS < M O S RIS & B BHEM %23 d 5 b, TE I
EDFREMEDN & D, AARIOEGH RO GHITIT, BEHEOBERZ H0IXATV, BFE R
D BTG AITIE, BB L2 HUTIE U B 2 ik & B8 & FF o R Afl & L Col
EI7RERIZ I 21T\, B ORIERIRIC K D RWER MDD AT, IR AR L
U FI OB GO YR LE AT 5 LERD D,



3. BB
BR LR RERE 2 A 5 IESA R O A& GRIRFIZ3l 2 1T - 72 T 72 B R B O ilok &
ZNE IR

[ 2hE]
[E B 4L [R5 AR RER  (ONO-4538-11/CA209141 705k )
7T FFRUE 2 G L FRE T T %0 560 H ISR 28T UIHREDNRD bh
7= ARE B 0 D ST E DG & 72 & 72 W T/ IV 00 SESE R R L R 2 5361451 (H
ANBE2IH 2 G e, AFIRE24001, xPREE12161) Z %512, RS ERIASEIR L1z
B (AP PLFH—h, FEEZFEALTEY X ~T) xR E L TAHIZmg/kg%
23 M IR CAMEHE L7 & 2 OFIMER VR Z2RET Li-, TEFEE THh I e
AR (BLT. TOS) Evvo, ) (Rl [95%IEMEIXIA] ) D IMATRE R IT. A&
HI#ET7.49 [5.49~9.10] 1 A, *IFREET5.06 [4.04~6.05] H A THY . AANIIEERIE Y
PEEM NI L 7= VBRI LRI H BRIt R 2R LTz (N — RE0.70 [97.73%(5
FEXR - 0.51~0.96] . p=0.0101 [/&%log-rankifiE] ) .
*1 ARG B ISR DAL F R BIR 4 & e,
*2 G b SIUIRREALIL, FIE, - AR R OEEE,

1.0

—- KR
- X EREE

0.9
0.8
0.71
0.6

TRt HF

0.5
0.4
0.3

0.2 e

01 7 O,

ool . . . .
0 3 6 9 12 15 18
at risk# £#FHM (A)
AHFIBE 240 167 109 52 24 7

Poiich:c3 121 87 42 17 5 1

K1 OS @ Kaplan-Meier Bt (ONO-4538-11/CA209141 3R5R)



(PD-L 1 BLAR IR D A 50 Mo OV 4= 4:)

EFR I E S IAEFRER  (ONO-4538-11/CA2091417858) ICHEAAN BNT-BED H b,
HEISAHAR I W TPD-L1 2 3 8 L 7- AL Y b 5 E1A (LR, [PD-L1F&HLHE ] &
V) IZEHT DIERDE LN —EOBE DT — X ZH-SE | PD-LIZEBLERBNTHEREIC
RN AT o T- A INER O LB DFERIZILL T DO LB Tho T,

ANMEZEI LT, PD-LIZEBLED 1% AT DG A I B L IZIERROFRE R TH 72 (F
<),
728, PD-LIOFRBRIZL T, KFOLEMNT w7 7 A VTR TH -T2,

[
o
S
i
15
1<)

—Nivolumab 3 mg/kg —Nivolumab 3 mg/kg
o | X Investigator Choice % "~.: ..... Investigator Choice
g g
@ @
] 60 - & 60
S [
g =
40 - =2
i T
20 - 20 -
0 T T T T T T T T T T T T ) 0
0 3 6 9 12 15 18 21 24 27 30 33 36 39 0 3 6 9 12 15 18 21 24 27 30 33 36 39
24FHE(A) 2EFHR(A)
at risk at risk
Nivolumab 3 mg/kg 96 74 59 42 30 25 22 19 16 1 8 5 1 0 Nivolumab 3 mg/kg 76 54 39 32 29 20 19 17 15 1 5 4 3 0
Investigator Choice 63 45 24 14 10 6 4 3 2 2 0 0 0 0 Investigator Choice 40 30 19 14 10 7 5 4 4 1 0 0 0 0
A Nivolumab 3mg/kg (events:81/96), median and 95% CI: 8.1 (6.7,9.5) A Nivolumab 3mg/kg (events:67/76), median and 95% CI: 6.5 (4.4,11.7)
"""" O+ nvestigator's Choice (events:60/63), median and 95% Cl: 4.7 (3.8,6.2) w0 nvestigator's Choice (events:39/40), median and 95% CI: 5.5 (3.7,8.5)
Nivo vs INV Choice - hazard ratio (95% CI): 0.55 (0.39,0.78) Nivo vs INV Choice - hazard ratio (95% Cl): 0.73 (0.49,1.09)

ONO-4538-11/CA2091413RBX D PD-L1ZEER| TOOSD F T 2E T+ 0 —T v FF—F D
Kaplan-Meier fi 53
(£X : PD-L121%DBEEMA. FX : PD-L1<1%DBEEH)



[Z4tE]

[E B R MARGER  (ONO-4538-11/CA20914175x)

A ERHERIIAKIRE229/236/1 (97.0%) K O RAE109/111%1 (98.2%) (2588 v, 1A
BRIE & ORIFEBIRNEE T X WA EFGUIAAKIREL39/236/%1 (58.9%) | xtFREES6/111
Bl (77.5%) (2380 LTz, FEEENENLL EORIERIZI TEO L BY THoT,

F1 REBREN5%I EOBIWEA (ONO-4538-11/CA209141308k)  (REVEMEITHREM)

B (%)

g0l 40
e A XTTRTE
(MedDRA/Jver.18.1) 236 il 111 1
4 Grade Grade 3-4 Grade 5 4= Grade Grade 3-4 Grade 5

EIER 139 (58.9) 31 (131) 1 ( 04) 8 (775) 39 (351) 1 ( 0.9)
KIS LTV SR EEE

21 2 (51 3 ( 13) 0 18 (162) 5 ( 45) 0

Uit BRI E 0 0 0 9 (81 8 (72 0
B IR

THI 16 ( 68) O0 0 15 (135 2 ( 18 ©

LD 20 ( 85 0 0 23 (207) 1 (09 O
mESE7S 5 (21 1 (04 O 10 ( 900 3 (27 O©

Mg 8 ( 34) 0 8 (72 O 0
— % 2 HEEL IO GHNLOIREE

) RE 10 ( 42) 1 ( 04) O 16 (144) 2 ( 18 0

9 55 33 (1400 5 ( 21) O 19 (171) 3 ( 27 0

RERE D S A 3 (13 o0 0 14 (126) 2 ( 18 0
7R

(NN 4 (17 O 0 6 ( 54 0 0
(NCIPSENOES o =i

RARE0E 17 ( 72) 0 0 8 (72 0 0
PR R M

K= 2 — T — 1 (04 O 0 7 (63 0 0
B O T ARk

it B 0 0 0 14 (126) 3 ( 27) O

B2 Wz 15 7 (30 0 0 10 ( 90) 0 0
EHFERE 17 (72 O 0 0 0 0

bz 18 (76 0 0 5 (45 1 ( 09) 0

7pde. MVEMERIZEE 7 61 (3.0%) | BRECTRARIE/ X A F—5 ffi] (2.1%) . JFi%ne
[ 5 1 (2.1%) . FURBMERERETE 17 61 (7.2%) | #hikksEsE 7 61 (3.0%) . Eiknel
FH 1B (0.4%) . BIBRESE 161 (04%) . FEAERERES 2 41 (0.8%) . HRMIEIER
JiE 1651 (0.4%) K N infusion reaction 3 5] (1.3%) 23388 b7, £7-. EHIERHESE,
DR, hde, KRB - EHEO TR, 1 BRI, @ Vel MO MEEEBE . T,
e - flilES, BEEORERESE, 5E 5 BERKVEEDORERFITRD broT,
AREWERFE BRI E S (BRMRAEM R T 25Ty 28 BEHEREZ T,



[ - HiE]

AR OREMEYBETT L ZFA LY 2 2 b— a3 02k 0, AKI 3 mgkg (K
H) XX 240 mg % 2 WG TS LIBROARR O Mg iR EN S Sz, ZOf
R AHI 240 mg K G LTZBROREEEIL. AH) 3 mgkg 45 LIZBROBREE & & i
LTREZRT ETHENTZb DD, ARNBFICBO CARER RIS TV D H
- & (10mgkg % 2 B CRE) CAKIZ G UIzBEOugE & & ik L CEfE
oy LRSI (FR) AT BEOBEICE T 27 — #2125 E | A4 3 mg/kg
(REE) 0T 240 mg % 2 HFFIFE CHG- L 72 BROARRF OBREE & & Ao 3 etk b
ORI & T D IRE ST T APER S, Y% BSOSV TREIT DAL AE R,
ERROME - HEOR TAEIMER ORI 2R IT Vv E PRI,

R 2 FHOKYBE T A—F

M - R Crnax Crnind14 Caved14 Crax.ss Chmin,ss Cavg,ss
(ng/mL) (ug/mL) (ng/mL) (ug/mL) (ng/mL) (ug/mL)
3 meke Q2W (352 7608) (10-;?54-5) (17-21‘,"333.9) (75}){3171) (27.612,'107) (42.717,'?27)
240 me Q2W 61.712,?03) (15-22?'354-6) (25-31‘}'4:7.8) (10;,5254) (41?57,'51;58) (62.11(,)9187)
10 mghke Q2W (14;,9;19) (51.621 '739.2) (79.9(?,'?14) (33?,9232) (18421,1 ;13) (23;7286)

HRAE (5%, 95%47) . Q2W : 23 FIFHIFE . Cimax : AIIEIFR 518 O g i M PIREE, Crinars 1 AR G-#2 14
HH ﬁ13075%1ﬁm{%ﬁ$/§&f\ Cavgdl4 : %DIE*QE‘?&I“' HH iT@qug[ﬁl{%iEP/%rg\ Cmax,ss : Eﬁ%ﬁ.ﬂ%iiiﬁ
D B MLE P IREE . Cuinss @ B FIRIBICIS T 2 BARMLIE HIREE . Cavess @ EFRIEICIS1T 2 A I
TR

Fo AR OREREYFNEET VAR L2 I 2 Lb—3 3 280 | AFH 480 mg
Z 4 BRI TG S IBEARE O L - &% TG L 72BR O A O i I B A3 fss
Shiz, ZORER, AK| 480 mg % 4 HEMR TR G Lo EFIREBIZB T 2 FEim
EHIRE (LT, TCags) &V, ) 1%, AKI240mg % 2 FEF IR THG L72BED Cavgss
CHEUT D LTI (FR) o /o, AAI480 mg % 4 @RI TG LI2BROE
FIRRBICB T D MG FIRE (LLTF., [Craxs) &9, ) 1&, AAl240mg % 2 #H
[FIRR TH G LTZBRD Craxss L B L CREfEEZ R T & TRISNIZ DD, HARNBEIZE
WTEABMENHER STV D M - JI& (10mg/kg % 2 AR THL) TAHFIZ &5
L7ZBED Craxss & 0l U CTIRE A 7R3~ & FRIS L (FR) o X T, #EOREEICE
FoT7T—2ICHEDE KK 3mglkg (RE) E7213 240mg Z 2 EMRIFE, 4 L < I3AA
480 mg % 4 MM TG L 72BO AR OBRTE R & A0 34 4t & o B % My
T HBBSIEET ABERE S, YR OV TRFEIMTh R, Eiio ik -
REOM THREL LI 2R IT 0 & PRI S iz,



K3 AFOEYERRNT A —F

v - B Crnax Chmind28 Cavgd2s Cimax.ss Crnin.ss Cavess
(pg/mL) (pg/mL) (pg/mL) (ng/mL) (ug/mL) (pg/mL)

S meke Q2W (352 '760-8) <16-25750-3) (21 321 f3.9) (75.&?71) (27.612,'107) (42.717,’?27)

240 me Q2W (51-712"103) <23-33?'539-0) (30.‘5'670.9) (102,5354) (41?57,'%1358) (62.11(,)9187)

50 mg QAW (103307) (15.25?17.4) (37.?)?34.8) (14?,1 §36) (27.751,'?37) (62.11(,)9187)

10 mg/kg Q2W (142,9322) (86.959,.?32) (101,1 ?48) (323,9225) (18421,1 gos) (232,7277)

HFRfE (5%, 95%%) . Q2W :

2AMFERE, Q4W : ARG, Cumax 1 HIEIF 514 0D f ) MLIE IR EE
Crmina2s : PN 51428 A HIZF51T 2 SR PR, Cavears : I G-1%28 A H & T O FH i i EE |
Crnaxss * EFARAEIZIS T 2 B ML FHEE . Crninss  EWIRRBIZ I D S ARILIE PIEE, Cavess : EHIRAE
(Z35\T 2 SR R



4. FEFRIZOWVWT
RS & U TS (BFFHE) g o Tnd 2 &b, Yikiid 4@
IZETXDIER THOIMNERD D, TD LT, KF OB #EY) /2 BE 2720 -« FF
ﬁEIJ\ AHNOBEHIZ LY BEELRRWERH 2B LIZBRICHINT 5 2 EBRMERT=D, LIF
DDO~@DT X T &I IZBWTHEHAT & TH D,

O MEFRITHOWVT

D1 Fid (1) ~ (5) OWTIIEY T IR THD Z &,

(1) BEAFBRENEET 503 A2 REEEILSRBES (FE RS A BRI AR L
I A3 A2 B EEIL AR T, MBS ARSI R &)

(2) FrErERERRE

(3) HEAFIRAHEMEET D03 ABFOEEERRE (DA BIEEEIRERPE, 23 AR
W 1REBE, 2 AR e &)

(4) FMRALERIER 2508 U, SMRIER L RRIE2 IR | U SRIES LA ok
2 Ok FEAEITSR D JR H & AT > T 2 Mk

(5) PUEMERER AL & BRINGL O il % FE B4R B B H 21T > T D Jifi
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