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EHMERMOEROKENHEL NS Z EBNBVRAENEZ L 2T, &
FHERRPEICMELBREICRET 3D CREEREEY A 51 U2 1E
RTBZEELTVWET, \ _

Lo FERRIZOWVT, BIRE LD L 3 0 FERFR, RBFTREH R UUERIK O
BATES (F) BECEBMLELZOT, BTHAVEEL L EbIiT, BLAE
~DEMIZOX TEREL AL BEVLET,
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WAEL 11255 7 &
SFf 34 118 250

e F R
| REFTRET |HETER B & B
i

EALBEER - AL RERLEETERE
(2 B % B )

=AN=7 (BEFHRHBZZ) BAOKEEREETA FS12 (B
BRORERE) O—HHKEIZDONT

REMBOEY & WEDEAF S 2016 (L2845 6 A 2 HEZERE) KBV T,
EFNEEROFEROREMMEY RS - L ABYVAENC L 22T, &
FHEER L EICKERBEICRET 3D ICREEREETA RS54 v 21
RTAIEELTOET,

=R (BEFERZ) 85 (BR4 47 V—RREESE 20ng, A
BT 100me, [FARTEEHEE 120me & OVELRIBERE 240mg) % BRERURERICK
 LTERTAROBEERIC VTR, T=Rr~T (BEFERL) BHOR
EERIEET A RS540 GENRaME, BiReE, mEE. Baas. &
BAHR D% Y U E, B BUHRETRE, BEE~A 7 udT T4 R
B MSI-High) 28755  ERERVEEE) O—KEIZOW
Tl (M2 11 A 27 BHTRARESR 1127 51 SEASBEEE - 455
EREEREEETEEEBY) KLV RLTEREZATT,

LS. =N~ T (BETFREZ) 8E (BR4 : 47— RS IE 20ng,
AR R 100mg, FLRIEBEE 120mg K& OFLRIEHFE 240mg) I2oWVWT, BER
CREBICBIT 2 EXEDR,. FERCHEND—HERRAB SN2 LiC
HO BRETA RT7A VBN ENIRED LBV REWZLE LT, HEN
DERMERUERICHT 2 Bz BBV LET, 2k, WIEROREMHAKE
TA RTZA0%, BIRBZED LB TT,
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EEOREERMET A RS54 v ORETEFT (@HxER)

% _ 5]
BYR—Y (THRERD) | Y ~— (BRTHARERHIBR)
Qe XfE & IR DERESIIBIR - 2= SR E T2 BIHREIIZNE ¢
' TEEYIBRR AR T - BROB®E P AALFFEESI AR L = TR UIBR T RE /R 1T -
. ' I EROBE
WL RDAERVCHE
BE. RARIZ=R L~ (BEFHEHEZ) &L W& LD RERVCHE ,
T, 1[E 240 mg % 2 BRFERRXIL 1[5 480 mg & 4 BE, RAKRZR=FV>T (BETHEBRZ) &L
B R T RERIET 5, T, 1[E1 240 mg % 2 BREMIEXIE 1[5 480 ng % 4
thoPEMEER LT 2B AT, BE, KA BRIERCRBESET 5,
Wik=R <7 (EBEFHAEZ) L LT 18240 | :
mg % 2 VR IE 1 6] 360 mg % 3 WRIRET
REEET 5, L
42— 3. BERERRE , 4 R— 3. ERREGE
| TR TR REE 21T « FR D B O KGRI FHE B AL BRI T AR T IR B RN BR 2 1T -
21T o T ERBRBBROBE L T, 30 BB OKRRFII M 21T - 7= £ 72 KRR
[B2hiE] o DEFEERT,
OEEI;EFFE MRS (0N0-4538-12 FER) [B%h1]
EREFREMAERE (0N0-4538-12 38BR) .
4= QEERH R MAEAER  (ONO-4538-44/CA209649 FX
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{bEREROZ2 VY b FRMBERFSAE 2 B
(LA, THER2| &5 ) [t 0ibuIR R ae it
1T - BROBEXIEEEEAEHE (BEOH.L
PEEBESHIY ET 5 cm UMM ET IR
FE) BFEY 1,581 Fil (AARABE 109 filEEie, A
B ALSEEREE B 789 ), (LEERRIE B 792 ) %
MBRIC, ALEREE R E LT, AEHLERE
| OBEER ONEeMEERE Lz, TEFMEEE T
%% combined positive score® (LLF. [CPS| &
WVWH,) 25 EFICRIT A EEEATHE CAT,
[PFS] LW H,) RO CPS=5 EMICHITS 0S i
DWW, AR+ BEEEMEEEREICS U
RICEBREESZRLE E1 K2, 5T,
ERICHEESNEREFIER CEEKEDOEY T
IR o THREMThh R, BIREHMEER & &
hiz CPS=1 £EMHE O ITT £FITEBIT 5 0S (220
T A HLEREMLEEE I U3
WHEBREEZTRLE (F1, X3),

*1 : HER2 ¥IFEARBEIIRBIEDBE, K OEHEIC
BEOHFLALIBEBOEELHANTRESE L
2o .

*2 : LT O (EBRA Y EMSRIRD) 25
Lz [OAXYY 75 F 1 130 meg/m* (kR




1) % 3 AR CARBEEHEL U F B 1000
mg/m® (FEREHE) 218020, 2BEROEER |
IZ 1 AR, @A XV F5F 1 85
ng/m’ (AFEERE) . RV F— b v b1 E400
mg/m’ (REE) ROR7AAvT T )b 1 [E 400
ng/n’ (EERER) » 2 BEEE CAEIEEL., 7
a5 2400 mg/m* (BREE) % 2 HE
DT CERIRII RS IR 521 12 B RRER], AHI+
{eEegRikEt cid, A%l (D1H 360 mg 2 3 8 B
B X@1 [F] 240 mg % 2 BREIEE CAREEE) %
FEFENEEOQOXIIODILEREL HH8 L,

%3 : ESIAMRIC 351 5 PD-L1 & 33 L - Mika sk (B8
Ela, v/ un7ry—YRON VoNER) RREEE
MIRBCCER L. 100 %3 U1,

% 1 H4MERE (ONO-4538-44/CA209649 FRER)
| (EF K

G
2 PFS @ Kaplan-Meier Mh## (ONO-4538-
44/CA209649 BRER) (CPS=5 ££HI)




(1 Kg) _
3 0S @ Kaplan-Meier B % ( ONO-4538-
44/CA209649 2RBR) (ITT £R)

(PD-L1 ZEBUR B D F Zhitk)
FE| B2 3t [R) 55 I AR 3Bk (ONO-4538-44/CA209649 3XER)
CHAAN OGN BEDOT — Z I E PD-LL D
FHERBNZ BT 21T o A (R ET
2Et) ROREHOBREIUTOLEBY ThHho
7o
B LEEEDOE SR, CPS 28 5 R (CPS<
1 RO 1SCPS<5) DBFHEFTIE, (LFEEELIE
ERETHo (2, K4),
728, PD-L1 OFIFRIIZ L 6T BRI DZEMET
27 7 A NIRRT o,

# 2 PD-L1 OFBMKRRBIDOEEhME (ONO-4538—
44/CA209649 FRER)
E-3 7))

4 PD-L1 OFEERBID 0S K O PFS @ Kaplan—
Meier B2 (ONO—4538-44/CA209649 FRER)
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GERSILFE S I /IMFAEER  (0N0-4538-37 FAER)

LRI D 22V HER2 FatE™ DR EIBR T RE /et
17 - BROBEBEXIAEEEAHE (BEREOR.L
PEEEEAHSEY LT 5 cn UNIZHBST B
) B 724 Bl (AARANBFE 395 flegie, AA
HLPRIE #E 362 B, 7T R HLFERIET B
362 5) BRI, IR HLBEELHBL L
T, AAEHEEFREOEDER LEEEZRET L
o, FEFHMAEBD—2>Th D PFS (HRfE [95%
EEXED 1, AH H{LFRREERE T 10.45 [8.44

~14. 7510 B . 75 &R +H{LFEEERE C 8. 34[6. 97

~9. 401 A THY AR HLEEEIET TR+
b BEIc s LS PN EERER SR LI

(/= K 0. 68[98. 51%{EAEIXE 0. 51~0. 90],
p=0. 0007 [/E5! log-rank FRTE]),

Fh, b H—DODEEFRER TH D 0S (PHE

[95%iEERXR]) 1k, AAI+H{LEEERT 17.45
[15.67~20.83] B A, TR H{LFEERET

117.15 [15.18~19.65] H A TH Y . KH|+{LFEHE
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(B0 #%) o
5 PFS @ Kaplan-Meier Hig% (ONO-4538-37 3RER)
6 0S @ Kaplan-Meier gh#R (ONO-4538-37 FABR)
11— [Z2iE] 5R—Y [Z4i]
QOEERIERZFEMAERER (0N0-4538-12 3REX) [E PRI R SE MAERRER (ONO-4538-12 RABR)
11 R—y | QEBREFEFEIAEER (ON0-4538-44/CA209649 3R (@ &m)
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% 4 PP OBRTRAES sl EOBIER |
(ONO—-4538-44/CA209649 2RER)
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(12. 3%) . HEACAFEAARIE 68 41 (8.7%). KIFHK -
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IR AR ZEAE 3 51 (0.8%) . 1 BUFEFRYF 3 4 (0. 8%)
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QEEILFREMAEE (0N0-4538-44/CA209649 3]
B) K OERRILFESE I /MAHEABR (ON0-4538-37 74,
BR) BT, RREK ((BEEEENIE S F A +Hb
FPRE) LR LT, RAIHLEERIE OB S
AEINTWS, ZEL, AEDOLERICEIVEE
ERORBENE 2 LHERBED 1 (pl1~15
ZH), F7-. PD-L1 BHURIK (CPS) & L v FAID
TR EBERDEERTBREIN TS (p7~8
2B, FAL LT, ZhbZEE % PD-L1 RE
ZR*DS bW (CPSh Kf) THAHZ L3R s
BEICBW TR, (BEERIBEEMIC X A IEEIZ oW
ThEETS, |

% RFNOZRTE L LT, K54 : PD-L1 THC 28-8
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+ 2 A D BME 5. '
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REE OB EREEN A NI AV OUETERT
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B
Y- (THAREREED) Y- (BTSRRI BR)
2~ — Y KB L 72 DB RNAR 2= X5 L 7 BRIREUIRNE
| BAALRRIER IR LRGSR B R AT ‘ DS AL IR L ARG BIBR T RE AR 1T -
BROBEE BHEOREE
AR T B S BRI
B LD HBERVHEE
wE LR RERVCHE . BE. BARKII=RAL<T (ERTFHEHEZ) &L
BE. A=A T (:ﬁ’fz{?r’fﬂ?ﬁx) v T. 16 240 mg % 2 BRI 1[5 480 mg % 4
T, 18] 240 mg % 2 FARRIMEIIL 1[5 480 mg % 4 T 8 IR C AR EET D,
BB CEESET S, 2EL, BRI
A msEEDS AT, BE IR 12 77)% S
T¢T 5, .
4= 3. ERPRERME 42— 3. FEPRERAE
O AALFRIERICHE L RIBUIRT 2 E DAL I B U 7= RIS U RR R B 2R T
17« BROAER, RUQREEIZBT HiiEH R O A O AT Fli 21T - To ERERRR |
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TR SRR 1T L D B SRR (B
T IpCRI &V 9,) BEH LR EEE
P ok BE" 1946 (AERABE 63 HleETe,
AFIBE 532 B, TR AREE 262 ) BRI, S
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%) 25 480 mg % 4 A CAEEHE (BE 12
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1. XL®HIC ' - '

EER OB - BEMORERODICIE, TMITESITESWEBEERERARRD
BB, EbIT, SEEORFEMOESRIC LY., HAEERRAR EOEHFOZRTHRIERE
FEEARARBSNIPT, ChbOEERFHICKERBEICRET 2 2 L RARED
mEE L 2o TR REMBOEE &L WEOREAS #2016 (ERL 28 4 6 A 2 B HERE)
BN Th, EFHERREOEMOKBEMHEEEZRD Z L& Sh TS,

FHERREEERIL. BEERPESE 1 7y A VRBEHFEOEER AL NICE
RBIERHDB, ZOD, BHERUEZEMICET 2 EEI+SERT 5 TOR,
 MBEEROBEERRT B I LAPF SN BECH LTERT B L L bz, BIfF
FANRR LB HERRIGE & 5 2 & WHTHER—E OB £ T R T A
THZLREETHD, ‘ ‘

Lieiio T, KUA KF4 0Tk, BREELINETRBLN TV SEEREN -
MR ESE . UTOERRORERERZIET 2BE» D RERER, BX
FROEESEELTT, A |

i, AHA RF4 03, BATBIEANERREFSRRAHEE, AREFEARE
BRRIEE S — BN B ABENRES R U—REFEABABBESOBIID
b EERR LT,

WL RAEER AR ARERE 20mg, A7 P —FRRFFHE 100mg, F7Y
— R RERE 120 mg, A7 VR ARBE 240 mg (—RA =
RN<7 (EETFHEEEZ))

HELRAPEXENE : IBBEBRTERET - BROBE

HELRABERORE: BE., RARIE=A V=T (BEFEHKEZ) LT, 1[E240mg

' % 2 BERRXIL 1 B 480 mg % 4 BEER CTRFARET 5,

. MOTEMEEES L AT A BAE. B, RAKE=RAr<T

’ (BfzFHE# %) LT, 1 H 240 mg % 2 BRMRXE 1 E

360 mg % 3 AR TRIBEFHET D,

: ANEPERA TEBRR S

Y
S
=
o
e
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2. FAOKE. EREF

Z 7 V- R 20 mg, FLRREIFE 100 mg, RLRHEFE 120 mg K OVRAERE
240 mg (—fB% : =RA~=T GEREBEFHIEZL). ST, TAH] 2v5,) &, AEFES
TEBRESHEAF VIR EATIV RV v ¥—X X747 (BMS) #) 3
B8% L7zt b PD-1 (Programmed cell death-1) 253" % & M JgG4 &/ 7 o —F g
Tbh s,

PD-1 1%, B LY %8k (THIIE, BHIBRROTF=2540% 5 —THIR) ROEF
BERAMRICEIT S CD28 7 7 I U — (T MR OB L2 HBIAICIE L AICHIET 2 5
FB) BT 5ZAKTH S, PD-1ISHERTFMIICREIT 3 PD-1 Y > K (PD-LI
BOPD-L2) LHEE L. VU o BRICHEIEY SN BEB L CY v BROEHELIRE R
BB LTS, PD-1 U H Y PRI e b ik 4 RIESERICHE
LTHY, BHEEAEREHSEK LEBEERICIT 2 PDL1 OXERLIFROLTR
R L ORICADHBEBRAH D = L 23HE ShTW3 (Cancer 2010; 116: 1757-66).,
Eo BERAESRE CIIAMRE T MRASEET 5/ v #—Tzu i = (FNy)
izt >TPD-LI OREABE S, BB L EEEBICHIT 5 PDL1 ORFR LB D
AT E ORCIEOHBERERH S L OHEL H B (Sci Transl Med 2012; 28: 127-37)
E5iT, PDL1 ZRGIFA SN AT, FURERN CDS B T MBROMES
EEEW/ IS0, H1PD-L1 HiET PD-1 & PD-L1 L ORAZIAET S L Z0OMIa
EEEERAET S ZEARENTVS, D Z L 45 PD-1/PD-1 Y 7> FEEEIZ, A
AABRAR TR BRI T M1 5 OKRE R ERRET 5FE0— L LTEL LR TH
o

ARFNX, EKEBABROK RIS PD-1 @flﬂﬂ@%ﬁ:éﬁ (PD-1 ¥ H ¥ FIEAHEIR) IR L.
PD-1 & PD-1 U WV FEORBEERETEZLICL Y, RAREHRN T MIBOE
PEAE R OV AR ’ﬂﬁ‘éfﬁﬂ@%i?ﬁﬁ%ﬁﬁﬁ?‘é RN RNERDRERT
T ERERENTN A,

b DHMRD D, AR EMEEC T AH - REREIC 2V B b0 LB Sh,
'%F BEEXNRE LIBRRREZRE L., A5, ZREMRUBRIENHER SN,

AR OERBEICES S BEDRERIGIC X BEHERZERS &bh., BEEXIETIC
ELMENERD 5, FAOREFRUREHICIL. BEOBERE ATV, BENE
»ENEHEI j:%ﬁbtﬁ%_mbnEWMtﬁ%aﬁﬁaﬁoc%a@%Lrﬁ
ERERBI LTV BEDORBERISIC L 3 BHERASEDR 2 HEITIL, BIBRESL
ELHOBREEDOENZNBEIT I BERD B,



3. ERERELE S
BRI EST - BROTEOARHICTMEIT o 2 ERBRRBROBEZ =T

(& %hik]
OEEILFRIFE MR (ONO-4538- 12&“%)

C 2ol b {EEERERE R A T AR ERRICARIS X iﬂﬁ@?ﬁi@@ﬂ%X E7RYEST - R
DEB I EEEEATE (BEEORLNSEEEAE LY LTS5 cnAPICET 5 IR
) BE4934] (BARABRE26HZETe, AFFIB00. 77 REI63F]) ZHRIT,
5 REHB L LTAFB mykgz 2 BRIERCRBHELL L E0FHERVRE
MERE Lz, TEFTHED THHLEFHE (BT, Tos] &), ) (FRfE [95%
EIERET ) 1. AFIBET5.26 [4.60~637] W B, 7T 2 REETA4 [3.42~4.86] A
ThHY ., AFNLT T BRI LRFENCARRERE TR LE (A —FH0.63 [95%
fEMERR : 0.51~0.78] . p<0.0001 [[EHllog-rank #RE] ) .

101 =, — A
wod ™ T Tk

0.8
0.7
0.6

0.5+

R

0.4 -
0.3
02 .
0.1 4 T

0.0+

at risk ¥ £HFER )
CARKIBE 330 276 192 141 94 56 38 19 10 5
TS5t 163 121 82 53 32 16 10 4 3 3 1 0

K 108 ® Kaplan-Meier fi#t (ONO-4538-12 3A8)

QEEEFFMIERAER (ONO-4538-44/CA209649 FER)
bR O 2V e b LR TR AR (BT, THER2] & ),) BHEOHRE
ORRERREST - BROTEXIAETEATE (BEOTLAREEEARLV LT
5 cmPAPITAIE T B IRE) BEM 158141 (BAANBE1090Z B, AHHLFREH
4



78941, {LFRIE2HET2H) ZXBRIT, {LFEREL R E LT, AH| HEERRIEOHS
MR OREEEZ R Lz, TEFEE H T % combined positive score™ (ELTF, [CPS)
L5, ) ZSEMICRT A EMEATNE CLTF. [PFS] &n5,) RUCPS=55%EMIC
BT B0SIZONT, AH+HLBREIEEREC LR ENICEREREREZR L
(1, ®2) , 512, FMCRBENREFIER A BAEOE Y T > TRE
WThh kR, BIREMER & SnCPSZIEF KR CITTERIZ I T 2 0SIT 2T
b, A HLEREIMEEEEIC LSRR E B RER 2R L (FL, K3) .
. *1:HER2 ¥IEFRREXEKRAED BE, RUOREESEO L5 5 REOBE bEANFEL LT,
*2: LT OL#RRE (BRESEMIER) 2RE pT: [@AFHV 7 TF 1 E 130 mgm? (kR
) %3 ERMECARBEL, 2R L 1000 mgm? (REEH & 1 A 2E, 2 HmE
NREEIT 1 ERE. U044 H) 755> 1 H 85 mym? (KEREH) . &Y F— FALy
7 A 1E 400 mg/m? (FREE BROT7AVZIr YT S0 1[E 400mgm® (RREE %2 BRRR
CEEBHEL. TAFE T TN 2400mgm? (BRER % 2 AR CREIRPIER S 41T 12
C BRMAEK] , AR EEEEE TR, 2% (O1 B 360 mg & 3 BEEREXII@1 E 240mg % 238
FIRIR TARREHE) 2ehBh LEEOXT@obEEEL AL,
*3 : IEERHRIC 31T 3 PD-L1 #RH Licilal (BEME, v 7 ur7r—YRUY V9K 2RIEE
ERECTIR L, 100 BR UK,

# 1 AR (0N0-4538-44/CA209649 R

HRfE ,
BEER TRHREE Figk  [95%EMEXR] NP R
(nA) "
A+ 7.69
s 473 s 068
PES™! CPSZ5 ﬂs—yﬁ{fﬁ‘ [7.03S - 59.17] [98%(S R -
' {LEmRsRE 482 [5.55~6.90] 0.56~0.81]
AH+ 14.39
i 473 gt 0.71
cpszs  ILERER [13'1111 11)6'23] [98.4%(E 4RI :
CFRER 482 o) lpge 05970386
AH+ 13.96
ez 641 a 0.77
08" cpszy  EEREHE [12‘5151 3;4‘9 1 o9 30mmmm -
CHMER 655 ° [10'641225) 0.64~0.92]
FH+ 13.83
Sas 789 o 0.80
pr | (EEREE [12.5151 5164-55] [99.39 (R AR :
fLEpRIEs 792 [10.87~12.48] 0.68~0.94]

*1 : EEFTREOT—F |

*) . RO T — 2, *3 : BB Cox BBl — FEFV



1.04
0.9
0.81
0.7+
0.6
0.5
0.4-
0.3

0.21

Probability of Progression Free Survival

0.11

0.01

T ot T T T o T vt

0 3 6 9 12 15 . 18 21 24 . 27 30 33 36
At risk % ARSI D5 OM ()

AF vk 473 384 258 181 132 89 60 39 23 10 8 1 0
b3emeiERE 482 325 200 109 72 41 25 18 12 7 4 0 0

% 2 PFS @ Kaplan-Meier B (ONO-4538-44/CA209649 BX) (CPS=5£H)

1.0

0.9

0.8

0.7

0.61
05 A+ LR
0.4+

03

Probability of Overall Survival

> LA mRIER o
0.1 ‘ : CEN

0.0+
| ENSEEES NN AL SRR LR M RN EELEN N L L B S
0 3 6 .9 12 15 18 21 24 27 .30 33 36 39
At rick % FAEBENTI D b OBE (A)
AR+ {cEmER 789 731 621 506 420 308 226 147 100 49 34 14 2 0
fespRukRe 792 697 586 469 359 239 160 94 59 35 15 7 2 0

I 3 OS ¢ Kaplan-Meier it (ONO-4538-44/CA209649 BB (ITT £
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(PD-L1 FEZLIRTERI DF ZhHE)

EEE RS MARAER (ONO-4538-44/CA209649 RER) WCHAAN BN BEDT —X
IES%, PD-L1 OFRFIRABNCENT 21T o B BRENZBITZED) RUEE
HOBRIXUTOLEBY Thote,

AF|+HLEEEOF X, CPS 23 5 KM (CPS<1 )Sw 1=CPS<5) DBFLEMT
i, EBRELITERR TH o2 (K2, K4),

2%, PD-L1 OFEBRNICX 6T, FROZLET v 77 A VIXFEKRTH o7z,

% 2 PD-L1 DIERFERI DA SE (ONO-4538-44/CA209649 TRE)

Py < ue
PD-L1 . ) orfe AP— RS RER
A WRE P DOUREERD swmmEm) o
AF+ 140 8.67
CPS<1 {LEERRRE [6.93,9.69] 0.93
foie 125 8.11 [0.69~1.26]
[6.87,9.82] )
$§+g¥ 168 : 7.16 ]
" LRI 6.83,8.38 " 093 ,
TEETS ssen 8.15 [0.73~1.20] ho
[7.03,9.07]
AF+ AT 7.69
cpszs < (LEREH [7.03,9.17] 0.69
[5.55, 6.90]
#H|+ 40 13.08
cps<y EERIEE [9.82, 16.66] 0.92
(v 125 1248 [0.70~1.23]
"[10.12, 13.831]
iﬁH# 168 : 12.29 ]
" < bRk 9.63,14.26 0.97
> e {LFRERE 173 1199 [0.76~1.243 e
[10.87, 13.90]
AH+ 73 14.39
CPS=5 TR [13.11, 16.23] 0.70
B (R 48 11.10 [0.60~0.81]

[10.02, 12.09]

*1: TEFEFRHOT X,

*2 : PRI OT— & |

*3 : JEBR Cox llNY— FEF NV



=5 o

Probatiwy of Overad Survival
(=2

CPS<1

o o
N -~

o
n

Probahility of Fsogression Free Survival

04 0.4
03 s Y /
02 0.z -Hk""',—"
S hic
01 {B%ﬁ&ﬁ 0.1 'ﬂfn#ﬁ&ﬁ
0.0% T T ¥ T T T T ¥ T T T 7 0'C|| T T T 3 T T T T T T T 1
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
At risk $ WERFIGTH L0/ (B) ARBTG5 0HIR (B)
AZF%/IC%% 140 129 112 89 72 51 40 29 20 9 6 3 1 O 140 110 72 49 29 22 11 5 4 2 1 0 ©
ICH# 125110 92 77 61 41 27 15 13 9 4 3 2 0 125 82 53 32 20 11 6 6 5 4 2 1 0
1w 10 “-) <
0o 1=CPS<5 00 "l\ 1=CPS<5
68 oS g 05 W, PFS
b ] %,
207 § o7 \;: In
f - ] %,
W 06 E 0.6 "’\.,-,
2os v
H : M L
g £ os W AR
. % 03 % 02 -
0.z ) e £ 02
ST B =
0.1 e cawieaet "y RV
(e 3em o “N feseminR R
00— T T T T Y T T T T T T 7 0.0 et § ; ; . : § . l-l e snoen
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 3
At risk 3 EMEBEHTIT OB (B) EIEREIH T AL OBE (B)
AZE/ICEE 168 157125 99 83 56 34 22 15 7 6 2 0 0 168 138 93 53 35 24 11 7 4 3 2 0 O
ICE 173154 133 112 81 56 33 21 11 6 2 1 0 O 173 127 91 58 27 12 6 3 1 1 0 O 0
1.0 1,0
Moy CPsz5 CPSZ5
0.9 ) 0.4 :
B, = .
_ (53 oS § 0.8 X PFS
n "
or 07 ; N
; A
=08 ot §05] . % '
wAemen | |4 \’\
B 65 3 os A e
% g 3 A+ L RER
% o4 Eé [ G /
o4 = i Ty
. 203 =03 ‘i";ﬁ\—% .
B = b"'.. B X .
oz . -32; o2 -:;‘m Mﬁ»—
Y \sv-”ﬁ"n- 3 w
01 'ﬂfn?‘ﬁ?’fﬁ o1 ﬂﬁ#ﬁ?ﬁﬁ > 1--:%,.-.‘-'ra-.,,}'.-,.zj;..;’-.
0o T T T T T T T T T T T T oo 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 3 0 3 6 9 12 15 18 21 24 27 30 33 36
At risk 3% . EEBHEHT B OHE (A) ERAZBTRBOHME (A)
ASE/IC BE 473 438 377 313 261 198 149 96 65 33 22 9 1 0 473 384 258 181 132 89 60 39 23 10 8 1 0
ICHE 482 421 350 271 211138 98 56 34 19 8 2 0 O 482 325 200 109 72 41 25 18 12 7 4 0 O

2 4 PD-L1 DFFVRAID 0S K} PFS ¢ Kaplan-Meier #ift (ONO-4538-
44/CA209649 FBR)

(0s (E?H) : I cPs<1, PHRE 1=CPS<5, T CPS=5)
(PFS (5%)) : L CPS<1, 3 1SCPS<5, T CPS=5)

8



OER RS I/MARER (ONO-4538-37 RER)

(LA REEE D 72\ HER2 [&HE" OISR REE 2T - BRO BB ITAEBEAH
B (EEOHLAAEEEEAT LY LTS om MNICET 588 BF 7244 (BF
ABE 395 flaair, AR+ LERERI2 F, 772X +HLBRE2H 362 6) %
Rz, TR HEFEREEZHRB L LT, AFHERREOFIER R EMEZREY
Lz, EEFHEE D—>Th B PFS (FRIE [95%EERMD) 1. FH| HLERIER
T 1045 [8.44~14.75]1 W A. 7T B RHLFERIEFET 834 [6.97~9.40] VATHY,
AF| LI 7 R HESREIC R LS A B RER R L. (NP — F
H 0.68 [98.51%fE#E X : 0.51~0.90], p=0.0007 [J&F! log-rank #R7E]). '

7. b5 —DOTEMEER TH 5 0S (hRfE [95%EEXMD) 1x. AH 4+
FRUEBEC 1745 [15.67~20.83] B, 75 R +H{LARIERT 17.15 [15.18~19.65] 7
BThY . AR HEEEERT T R HERRECHR LR ENCARRERZR SR
Motz (ANF— K 0.90 [95%S#EXE : 0.75~1.08], p=0.257 [JEHI log-rank }R7E]).

*1 : HER2 R B IR A D MRS L L,

w2 AR (1 360mg % 3 MRIRIRECARED) X177 e R e, ITOLERE (ARIEYER
BR) 20EALE (439 ) 7550 1H 130 mgm® (BRER) % 3 BREIRRE CREEEL.
FH T R FINFTTYNAY 7 AERAHE] 40 mg/m? (FRREH) XTI~ F X 1000
mgm? (EREH #1020, 2 BRROREHIT 1 BRKE] .

—2—KH. FFHNVISFVRY
SHIRITHRILBEVBERR

-2-FS5eR ( FFHYISFURY
S-1RITHARLZE B

Bt v Sl i 38

04

0.3 |

02 1 , e G

0.1 e €

0.0 - . S —

0 3 6 9 12 15 18

at risk3 RISEEFHBAD
i §Pﬁ§2§§3§;§§ 362 274 168 94 46 13 0
T It ham 362 259 160 80 30 5 0

X 5 PFS ® Kaplan-Meier #if# (ONO-4538-37 3%

9



09 4

038

0.7

Rt

0.4

03

02 -

0.1

0.0

at risk#%

*M, A EYVISFORY
SFIRIEHRL LR RN

" Ised AFHFUTIFRY
SHIRBARLAC AN

06

05 -

—Ae-AF FEHIISFORY
S-IRIEHR A AR

G- 5K (AR PITSFURY
S-IRIFH<IEEL 4 AR

0 3 e 9 12 15 18 2 24 21 30 33 3
EFEHRA)

362 346 318 268 232 193 168 150 102 58 23 2 0
362 342 301 259 219 182 167 141 97 48 16 5 0

i 6 OS @ Kaplan-Meier i (ONO-4538-37 3B)
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[ZeetE] .
OEANF MRS (ONO-4538-12 RAER) _
| AEERIIARFIRE 300/330 61 (90.9%) . 7T B REE 135/161 Fi (83.9%) TR ® 6%
HBREL ORRBEATETERVWEEFLIIAARE 141/330 ] (42.7%) . 77 &R
BE 43/161 B (26.7%) ICB® bz, WENAOBETREEN S%L,u:o)&lmsﬁﬁ IR
DEBYTHoTz,
#£3 WThPORTREER 5% EORIER (ONO-4538-12 HE)

Dl:lr'- WJ& (%)
BRI IR FEEE ; TSR
%2‘: ) 330 4 161 %

MedDRA/Y ver.19.0 % Grade  Grade3-4  Grade5 4 Grade  Grade3-4  Grade 5
2EIEH 141 (42 7) 34 (10 3) 4 (1.2) 43 (26.7) 7 (43) 2 (1.2)
TR 23 (70) 2 (06) 0 3 (1.9 0 0
— - EHEER L CREEAORE - ERTRE RS RS R i e L
"y 18 (5,5) 2 (06) 0 956 202 0
REBLORTHERRES . - S T T R e
% 5 EERE 30 (9.1) . 0 0 9 (5.6) 0 0
e 19 (5.8) 0 0 5 (3.1) 0 0

B AFIFC RO CRIEERERR 78 (2.1%) ARERERLE/ I A 3F—9 F (2.7%) .
KK - EEOTH 44 (12%) 1 BUHERNT 3 61 (0.9%) | FFHEREREE 18 41 (5.5%) .
R 16 (03%) . FIRBREREREE 13 4] (3.9%) . MRS 1041 (3.0%) . BHEERE
F 16 (03%) . TEEEREES 1 61 (0.3%) | #iRLEERE 1 4] (0.3%) KT infusion
reaction1 % (0.3%) B@BDH o=, it\ EREMENE, UK. B, RBEED/MR
WO HEEEER, BIBRE, EEORBEE, ML - fEA. BARVS Y S BRI
- Biiaholz, XRE 1’?%%%%%&1@53@5% BERREEEEZEL) v aDENBR
R,

@EH%‘ LRIFE MR (ONO-4538-44/CA209649 FABR) .
BEELIIAHK LFRIEEE 776/782 Bl (99.2%) | {LEEEIER 752/767 % (98. 0%)
IR by, RFI I LEREE L @lﬁ%ﬁ%& BEET % RN B R AR + (L
B 738/782 4] (94.4%) . (LFHRIERY 679/767 Bl (88.5%) [ZFB®H bz, WA DR
CRBER %Y EOBHERIZTREDO LB Thole,

11



#4 VWPRHORTRERN %L LEOBYER (ONO-4538-44/CA209649 3RE)

12

o B (%)
BEBIRIR AR PR
LAsE 78241 76741
(MedDRA/J ver. 23.0)
4Grade Grade3-4 Grade5 4£Grade Grade3-4 Grade5 -
£EWER 738 (94.4) 462 (59.1) 4( 0.5) 679(88.5)341(44.5) 0
BREE o R T L T T e
=i 323 (41.3) 20( 2.6) 0 292(38.1) 19( 2.5) 0
T 253 (324) 35( 4.5) 0 206(269)24( 3.1) .0
IR 195(24.9) 17( 22) 0 166 (21.6) 24 ( 3.1) 0
RS 73( 93) 2( 03) 0 61( 8.0 0 0
OWZ%s 5T( 13) 7( 09) 0 47( 6.1) 1( 0.1) 0
#?&%Fﬁ% e R TEe
SRS = o — g T — 221(283) 31( 4.0) 0 190 (24.8) 22( 2.9) 0
ERMRE = 2 — 1/ — 137(17.5) 16 ( 2.0) 0 119(15.5) 14( 1.8) 0
GEERE 59( 7.5) 2( 0.3) 0 61( 8.0) 1( 0.1) 0
N 42( 54 0 "0 38( 5.0) 0 0
GEF ©40( 5.0) 2( 03) 0 17(¢ 22) 1( 0.1 0
R ER B 158 (20.2) 83 (10.6) 0 118(154) 67( 87 0
/N 156 (19.9) 20( 2.6) 0 115 (15.0) 19( 2.5) 0
FARGEVBT I MR T7=F 122(156) 12( 1.5) 0 69( 9.0) 5( 0.7 0
—¥ R
B EREIR > 112(143) 23( 2.9 0 77(10.0) 13( 1.7) 0
FS=VTI) 5 RTF—FHE  89(114) 6( 0.8) 0 50( 6.5 5( 07) 0
m
Y A_—EHm _ 89 (11.4) 45( 5.8) 0 34( 44) 16( 2.1) 0
75 —EHEm : o 71( 9.1) 21( 2.7) 0 22( 29) 2( 03) 0
T AD Y RAT 7 Z—2HEM 52( 6.6) 5( 0.6) 0 34( 44) 2( 03) 0
MER e YL e 48( 6.1) 4( 0.5) 0 32( 42 2( 03) 0
RERAD 45( 5.8) 2( 03) 0 33( 43) 1( 0.1) 0
. IR K TRY VS RREE - )
21 203.(26.0) 47( 6.0) 0 171 (22.3) 21( 2.7) 0
R BRIBAE ‘ 191 (24.4) 118 (15.1) 0 181 (23.6) 93 (12.1) 0
N EE S 157(201) 19( 24) 0 145(18.9) 13( 1.7) 0
£ i BRIg A K2 , 63( 8.1) 5( 0.6) 0 55( 72 11( 14 0
—f  2EEER LCREEMORE '
Y 202 (25.8) 30 ( 3.8) 0 173 (22.6) 17( 2.2) 0
EHE 73( 93) 7( 0.9) 0 81(10.6) 10( 13) 0
ZEh, 64( 82) 4( 0.5) 0 22( 29 1( 0.1 0
FERE D RAE 62( 79) 6( 0.8) 0 45( 5.9) 5( 0.7) 0
B £2( 54) 2( 03) 0. 36( 47) 0 0
BB L OB TSRS ,
FE . RERFNMETSEER 94 (12.0) 11( 1.4) 0 81(10.6) 6( 0.8) 0
-3 A 74( 95) 7( 0.9) 0 12( 1.6) 0
% 5 FERE 54( 69) 1( 0.1 0 8( 10) 0 0
KRB LURERRS _
BAREE 157 (20.1) 14( 1.8) 0 139 (18.1) 13( 1.7) 0



T

B i Ijt/; . @Jﬁ (%) : ‘
BERIRIH AH)+ (LR s v

EAE .
?I\:/IedDRA/J ver. 23.0) 78241 76751

_ £Grade OGrade3-4 Grade5 £Grade Grade3-4 Grade5
PIZBIEE | o n L T e R T e
- FRBMERBIETE o S 70( 90 0 0 2(.03 0 0
BECCPERIOMEAME e
EANCHES RIS 66( 84) 11( 14 0  30( 39 5( 0.7) 0
SEFRE L e T e e
BEUE 48( 6.1) 4( 0.5 0 10( 13) 2( 03) 0

7238 AH HLBEFIERIC ISV THERIESE 466 £ (59.6%) | FFHBEREE 203 41 (26.0%) |
infusionreaction 111 ] (14.2%) . FRIRHEREREE 96 ] (12.3%) . HRBUHHBIARIE 68 41
(8.7%) . KEB4 - /INBK - EEDTHI 52 41 (6.6%) . BIEMEMERR 42 6 (5.4%) |
EEORERE 28 6 (3.6%) . BRMERESE 26 §1 (3.3%) . LEEEE 15 61 (1.9%) |
BARMAERE 136 (1.7%) . FF& 746 (0.9%) . TREMWERES 64 (0.8%) . B
REREREE 4 B (0.5%) . BEZ 3 B (0.4%) . LK 261 (03%) . 1 BUERIE 1 41
(0.1%) . S5 1] (0.1%) . FikZ 15 (0.1%) RUETL 141 (0.1%) #BDHE
Nic, £, EEGENE, Mk - BER. HiKk, BEBEER, EELLEEE,. B
REFF. FFRA, RIFERE. MREREFEHROEEHMIIIRED bhRkrol, REHE

FRBIRRIIBEESES (RKREEREELED) 28 0EHEBERETT.

@E LRI I/MERER (ONO-4538-37 FER) 5
B EFRITAF - LRRRIERE 358/359 1 (99.7%) . 7 T &R H{LZERIERE 357/358 ]
(99.7%) R b, FH, 7T ERNUMEERE L ORRBRBEETERWVEE
B IAH +HLSRIERE 351/359 61 (97.8%) . 77 & A + L RIERE 349/358 £ (97.5%)
K%bantowfﬂ#@ﬁﬁ%ﬁ%ﬁ5%&L©ﬂ¢ﬁﬁ?§@k%b?%oto

13



#5 WPhPORTREERN SUUEORER (ONO-4538-37 )

b e e Bl (%)
BERR TR TS e R IR
o 351 4 349 %1
(MedDRA/Y ver.22.1) % Grade  Grade3-4  Grade5 % Grade  Grade3-4  Grade 5
2E¥ER 351(97.8) 205(57.1) 3( 0.8) 349(97.5) 174(48.6) 2( 0.6)
FERRERE 0 e B e s e T
ERMRE = = — a8 201(56.0) 14( 3.9 0 189(52.8) 8( 22) 0
REFE 57 (15.9) 0 0 52 (14.5) 0 0
R = = —wstF— 51(142)  3( 08) 0 47(13.1) 10( 2.8) 0
GER 24( 67)  6( 17 0 12( 34y 2( 0.6) 0
B 181(504) 10( 2.8) 0 180(50.3) 12( 3.4) 0
Fs 125(34.8) 16( 4.5) 0 110(30.7) 14( 3.9) 0
TR 72(20.1) . 5( 14) 0 66(184) 3( 0.8) 0
=l © 64(17.8)  6( 17) 0 46(12.8) 4( L1 0
&R o 44(123)  1( 03) 0 26( 1.3) . 0 0
2] 19( 5.3) 0 0 17( 47  1( 0.3) 0
BEmE . iy e TR T 5
S BRSO D 157 (43.7)  71(19.8) 0 134(374) 57(15.9) 0
/RS 144 (40.1)  34( 9.5 0 157(43.9) 33( 9.2) 0
B M BRSO 77(21.4) 10( 2.8) 0 60(16.8) 9( 2.5) 0
FRAGELVBT IR 54(15.0)  4( 11 0 44(123) 2( 0.6) 0
VAT =T —EHEM ,
FS=VFI)MTrAR A(114 2( 0.6) 0 36(10.1)  6( 1.7) 0
7 =5 —PEM '
mep ey e Em 34( 935)  6( 17) 0 22( 61) 2( 0.6) 0
RERD 22( 6.1) 0 0 19( 5.3) 0 0.
y—FAEINRTR 21( 58)  6( 17) 0 9( 25 5( 14 0
7=7—8m ‘ '
REBIUSRERE " 0 e i
RARBIR 187(52.1) 29( 8.1) 0 196 (547) 23( 64) 0
—f - SHBERLIURERLORKE DI [ ‘
e : 72(201)  5( 14) 0 72(20.1)  2( 0.6) 0
e 59 (16.4) 0o 0 62(17.3) 1( 0.3) 0
2, 32( 89) 2( 0.6) 0 14( 39 1( 03) 0
EIVE 27( 75 4( L) 0 26( 73) 5( 14 0
BB X UK TammEE . . :
Fi . RERFOERE 53(148) 5( 14 0 48(13.4) 4( LD 0
REfEHE ' '
b 45(12.5) 2( 06) . -0 14( 39 0 0
7 SR 42 (11.7) 0 0 14( 39 0 0
REEREE 20( 5.6) 0 0 21( 5.9) 0 0
ERS 14( 39 3( 03) 0 5( 149 0 0
BRI ERE 13( 3.6) 0 0 7( 2.0) 0 0
KL LY v RREE . )
21l 68(18.9) 27( 7.5) 0 66(18.4) 19( 5.3)
ML MRBAE 23( 64) 8( 22) 0 16( 45 4( LD 0
HFEERIRAME 19( 53) 8( 22 0 20( 5.6) 9( 2.5) 0
FRRER, MER X UMERES
Lol D 20( 56 1( 03) 0 10( 2.8 0 0
mERE - - ) v '
s 23( 64 0 0 16( 4.5) 0 0
WS '
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BiEx (%)

BERAAR AT R T
(MedDRA/J ver.22.1) 351 ) 349§
: 4 Grade  Grade 3-4 Grade 5 4 Grade  Grade 3-4 Grade 5
FORBREREETE 00 24( 67) 1(03) 0 7C 200 0 0
BEFRBBIGREAGHE: . T e e e
EARMESRE - 32( 89)  5( 14 0 l6( 45 2( 06 0
FRSE 13( 3.9 o 0 1542 . 0 0
FRREERBEE o e
. FPRRERE 10¢ 28 1( 03 0 14( 39 1( 03) 0
IEEUE “14( 39) 3( 0.38) 0 9( 235) . 1( 03) 0

728 AFHEERERIC B\ THHRIEE 282 61 (78.6%) | FTARAERESE 83 1 (23.1%) |
infusion reaction 48 ] (13.4%) . FIRERMEREREE 30 4 (8.4%) .. BAUBHRIARIE 24 #I
(6.7%) . KBgZs - MBk - BEEDOTHI24 4 (6.7%) . RIEMERER 156 (4.2%) |

BEEORBEE 1441 3.9%) . BEEREE 96 2.5%) . BIREEREE 64 (1.7%) .
FARMARZERAE 3 6 (0.8%) . 1 BURERS 3 1 (0.8%) . FFZ 261 (0.6%) . B M
WEEE 26 (0.6%) . FFRE2 6] (0.6%) . DIEES 261 (0.6%) ROFEAERERESE
161 (03%) BRBDbNIz, £z, BEMENE. LK, Gk, Bk - BEA, BIE
FRge, BLERE S, MBRARERE. i, RS, ERHMN, B, BRROS
&I ERIIBD bhad oz, ABFARBRLIIEEES (REAREEER2ED)
EEUEERETT,
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(R - AE] ~
AR OBEFAENBRETNEFB LY I 2 v—va VITh Y, F5AI3 mgkg (K
B) Xt 240 mg % 2 BRI TRE LEEOARF O METRESRE SN, £0O8
B, AH 240 mg 2 HRE LBROBERIT, FH 3 mgkg 2HRE L RORREE & LR
LTBEEZTFTETFRENZLO0, BAABRBERBV CASHSRE SN TVE A
- AR (10mgke % 2 BERBRCHRE) CAMERE LEBEOBRER & ik L CIEE
PR EFRESRE (TR, ML T EROBEICET 557 —# Ic 3% | A% 3 mg/kg
| (RE) X% 240 mg & 2 BREIRRTRE LEBOAR OBRER L B TL AL
DEE A BT ARERISTFAMEE SN, YHBEIC W CRE ST R,
FRORE - BEOHTEDER R ICHHZZERIARV L TR ENE,
£6 FHORYBPENRFA—F

}%E . Fﬁ % Crnax Crind14 Cavgd14 Cma:gss ' Cmiu,ss Cavg,ss
(pg/mL) (ng/mL) (ng/mL) (ng/mL) (pgml) | (pg/mL)
516 16.6 243 113 62.1 776
3mghkg Q2W | (355 708) | (107,245) | (17.1,339) | (75.0,171) | (@7.1,1070) | (42.1,127)
727 235 341 159 878 109
240mg Q2W | (514 103) | (152,34.6) | (25.1,47.8) | (102,254) | (41.5,158) | (62.1,187)
191 613 90.8 398 217 278
10mgkg W | (147 519) | (51.2,792) | (79.0,114) | (331,532) | (184,313) | (237,386)

RRfE (5%, 95%4) ., Q2W : 2RI, Cum: FIEREBROEBMETRE, Cuons : FIEERER14
A BT AEIEME PEE, Cuopas: EREZ140 B E COEHMBFTEE., Cms: EHKREIZE
%éﬁ%ﬂﬁ*%g‘&myﬁﬁﬁ%ﬂﬁﬁé%ﬁﬂ%*ﬁﬁ‘%wzﬁﬁﬁﬁmﬁﬁéﬁﬂm%¢

Fie, AR OBEREDERRETAZFA LY I 2 b—Ta T iV AH 480 mg
% 4 BRI CREXIIBEAR O Bk - RS TRE LR OKEIO Mg FRESRE
i, FORER. &K 480 mg & 4 BRI CRE L BEORRRBICIT 5T
BEHEE CLT. MCagsl £V, ) 12, AFl 240 mg % 2 BEER THRE L72BED Cags
LERT R EFRIENRE (TR) . 7z, A 480 mg & 4 BRFER TRE LZBRORE
CERBIIRBITARBNETEE CLT. MCuxs) &9, ) 1. A% 240mg % 2 BHE
IR CHRE L72BED Cuonss B L TEMEZTT L FRISHZbOD, AAABEICE
WTARENER SN TWAHE - AR (10mgkg # 2 BRFRTRE) TARAZRS
L72BED Craess & B L CIREZRT L FRIS N (FR) . MA T, BEROBEECS
FAF—ZICESE, AH 3mgkg (RE) E/2id 240 mg % 2 BREHIR. &L <iXKA
480 mg % 4 BARIRKB CTIRE L-BEOARIOREER L A IZ 2t & OBER R
TAHARBERGEFANMEE SN, YEZEEIZ OV TREMToN /R, LRRORE -
RECH TAENMERUREMEICHARREZERIIRWVWE TR,
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7 FHROEYEE T A —F

Fﬂ & . FH % Crnax . Chind2g Cavgdzs Cmaagss Cmin,ss Cavg,ss
: ‘(ng/ml) (ug/mL) (ng/mL) (ng/mL) (pg/mL) (pg/mL)
3 mglkg Q2W 51.6 272 31.0 113 62.1 77.6
(35.2,70.8) | (16.5,403) | (21.2,439) | (75.0,171) | (27.1,107) | (42.1,127)
240 mg Q2W 72.7 383 43.7 159 87.8 109
(51.1,103) | (23.3,59.0) | (30.8,60.9) (102, 254) (41.5,158) (62.1,187)
480 mg 04w 145 297 530 216 713 109
_ (102, 207) (15.5,474) | (37.0,74.8) (145, 336) (27.5,137) (62.1,187)
193 99.6 116 396 214 275
10mghkg QW | (146 222) | (86.5,132) | (101,148) | (329,525) | (184,303) | (236,377)

FIRAE (5%, 95%A) . Q2W : 2 TERIRIEE. Q4W : 4 BRI, Coax: FIEHREE O HRMIEFIEE. Cminas :

PIE#E 5% 28 A BICRBIT ARIEMBEDRE., Copws : DIEHRES% 28 BB E TORHMBEFRE. Comss :

EERREBCRBT IRELEFRE. Cuns: EFRBICET Z2REDFEPRE, Cops: EFREBITRBIT BT

0 38 R
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4, RRRICOWVWT

EEE) 27 EHEEHE RMP) THS&, AFIDOEEMHEZLMERTEE~D 1 #H
R BHR Tho T, AROBENERBE LN - BEL, AHOREICLVEE
REWERERBR LIS T 5 2 L BBERED, LTOO~Q@DT T eI
RIZBWTHERATIRETH D,

@ HRico>VT

@1 FEO 1) ~ 6) OWPTHICEETIHERTHE L,

(1) EAZBREIEET 38 ASFEELANRS EENRSABREEL R,
HUAS A/ BOEHE LR R ﬂﬁm&ﬁ%f&&@

Q) HEHRERPT

() FERFRAMERIEET 8 ADREERR (B2 %ﬁ%hﬁf%\#hﬁﬁﬁ%
Bk, RADREEREERR L)

(&) HRiLBRIERZRRE L, SSRLEIRENE 1 USSR 2 OfER L
AR B B BT o TV B MR

(5) VMBS S N O BT B B 21T > T ARk

@2 BEOLFRERTE ﬁfﬁﬁ%ﬁﬁ#@iﬂﬁ e e BBRE FOEM (TRO
WY T B ER) 23, UERREROARICET S IMROREE L LTRESN
TWsZ e,

=

o  [EMAFFEEE 2 ﬁ@*ﬂ%ﬁﬂﬂ#%ﬂ*? L7#ERIZ 5 EU OB ABREBEDOEKRFE:
fTFoTWAZ L, 55, 2 IR, BPAERMRER T LEBRBREEFZOVHEL
TToTWAIZ &,

o [EHISRFFEG T’ﬁzﬁw*ﬂﬁ;ﬁﬁﬂk%ﬂkat” ®Iz, (#{Baﬁf‘wb)b%‘i%ﬁ(ﬁ%abs
- FLULEOHERSIREOEREZITo TS T L,

o  EMRIREER 2 EOMHMELZET LizRIC 4 £ELUEOBRKRERZAL TS
Tk, 9b, 3ED I, HESEORARMEE Y S OHILERZROBRME
IToTWVWBZ L,

) ﬁwwﬁﬁnnﬁﬁ%ﬂﬁﬁiﬁﬂ”uﬁb‘f
EELERERIILETIECANREB S, MESENLOFHREA, ﬁ;dﬂé 23

AMEESHEROEHEEOCEMS I 5 ERIZME, AEERRBELEBEOWRE

W ERECNIITON A EHIBESTND T L,
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® BUHERA~DORBIZOWT
®@-1 MERAEMICEET 5 2R

RIEMME RSO BB 2BWERNRE LT, 24 BEBREROT, YERX
MR I BN T, B LEZEWERICR U TABREER O CT £ 0RHERA OERIIC 4
BERREOEENY BHIBLN, EbICHETiAeEHRE->TVD L,

@2 ERRFHIC L 5FFFSANICET 2 ES

RABRICED I EMNRABEROCREL AT IEREFENRERE=4 7
REOEERORAY ) —=r 72TV ERE L FREXFE TE 57— AERGHNE
fEEhTVDZ L, Zﬁk EHEEEICOVT, BABRE L ZOFRICHICAMENT
Wwn Ik,

®-3 BlIfEAORITRIRICE L T .

BIVER (RUEMEMERICIN L . BERE ., DK, B, EImBRE, KBk,
INBS, BEEOTH., 1 BBERRE. BUEL. FFRE, FFBERE, k. mutee
7. FURBSEEREE . FERAMERE, HREE, BEE, BIBES,. Mk, EE0K
JBREE, ##RMAEZIEMRAE, infusion reaction, E’%tﬁm{ﬁzﬁ_m\ M ERERAEGRE, FEEZ.
BEfS, BEE DRERG, RREENE., LEEE (LEMAE - RIR - DEESES) |
FRIEBREE, EEHIMm, ELE) 8L, YRR ULEREREEOBRMMEH TS
E%&@%L(mwm@%%%ﬁmuﬁLrh%&oiﬁ%ﬁwenéxﬁ ZHhsz
L), EbICENRABN TE ZERHINRES-TNEZ L,
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5. RERNBLARDZBE
&tz BE+ 5 FE])
O TROBEICBWTAROFENRIES LTS,
o 20U EDLEFRERO D HIREURTERET - BREERE (FHBME

£) . )
o {LERRERE D2V HER2 R OISR REE/2 11T - BREERAE (b3
L OB RKRE)

¥ (1) AFVFVTFITFURBAIRVEY Y, (i) AFVYF7F0, KV F—r vy
ARGV TT VN, Xk () AF VIV TFIFTFVERTFH TN - FRAFN - FT
Sk ) o LAEEH

© EEEFRSMIERR (ONO-4538-44/CA2006495888) R O ER RS I/IH#RER
(ONO-4538-378B%) 1BV T, MBE (LFFREIZT TR HLSmiE) Lk
BLT, AFHERREOEDENREINTVWS, L, FHOLRFIZLVE
EEBORARNE L RBEARRD b (pl1~1588) . E7/=. PD-LIFTRA
(CPS) IZX VAAD EREDRNERZEANTRINTNDS (p7~82R) . K
Bl LT, 2B 2BEE X, PD-LIRREED5%KM (CPSSKM) Thd Z L VR

ENTZREFIBO T, (EPREEMIC L 2ROV THERT 5,
* . AFIOBUTEE L LT, BRFE4 : PD-L1IHC 28-8 pharmDX [# =) HSEBER T3,

® TRIHEYT3BFHT 3 RFORER ERFECOWTH, AFIOHLE
BRI ShTRLY., AFOBENR LR LR,

—RIGER O RIBRE 2T CORWAE ISR 3 A8 0 BmE 5

HER2 Bt B o33 B b2k & Ot AR S
®T$ﬁ®ﬁ¢E#Ténfw&wM®#ﬁﬁﬁ%ﬁk@ﬁ%&5
WRBEIEE L LTORE

[Z&ticBd 52 FE]

) Tﬂu&%?é%ﬁ;OWTiKﬁ®E5#mukéﬂfwé Enb, BEEZTT
PRV &,
o  AFOESICH LIBBUEDOEAEREDO S 5 BE

@ REMOTEICE T FRICEY T 5 BEICOV Tk AROR SRS N2
OB, MOBREBRESRVEAICRY, MECAREZERTS LR EETE B,
. BEMMRBOABUITEDD D BE
. WEERRE CHER LR RS R OTEBIE O BRI Ry A %
LOMICRERELR S NS BE
. HOREREOGH. UTBMERE L IERED A SABKBOREED
5B |
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. BEBREE EnSMRBEERED) 0bhLEE
. EROBRLIEEE AT S BE
. ECQG Performance Status 3-4 EV D B#E

(ED  BCOG 7 Performance Status (PS)

Score

e

0

L MEREETE 5, BAFMMEALBEEBRSHRRITLS,

BN L WIEENIRIR S h 223, SITHRET. BIEERE - TOERIITO 2N TE S,
#l: BVWRE, FHEE

BITARRCTHADOEOEY O LiZ T STAREDMERIZTER Y, BHD 50%L EiZy FATERIY,

BOhHESOEOEY DI & LETERY, BHRD S0 EEy FARFCRIT,

B juring

LT, BOOFDEY O L2 TERY, B2y FIBEFTRIT,
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6. BEIHLTHET <& ¥R

@ ﬁﬁii%LMm.%Lﬁm%%#%#?é%H%V%o%ﬁﬁ@%ﬁ&UﬁEﬁ
FAD T DI BB EREACERLTHLERT 52 L,

D BEBIICLLY, BERITTORKIABEROERIEE WAL, AEER
THLRETHT L,

® AH &AL L OBRREOTE LT 55H4, PDLI BRARLHBT 2 L
SEE LV, PDL1 BRENTER T & 2VBAITIL, AH LALBHE L OfA O
W I L b CRET B T X,

@ TREUEAOF VAL FEANT

MEMEER S ObhBZ L8 H D0 T, ARDORETHI > Tid, BKRE

W (FEUREEEE. MW, REZ) OREBRUEN X BREOERS, BEr+sy

AT 2k, Ee. BESUCHE CT, MF~—7—S0REZERT S
Z e,

AFN DB EIZEE D infusion reaction (Zff 2 CEARFIZH2R2RIND TE D%
% 1To - ECHAT 3 &, E7-.2 B B EDOAAEE 5RFIZ infusion reaction’
BdHbbhnd Il bddnT, AFREFROFFRERTRIZ NS VYA

VERRET A%, BEORERTHICBETS T L, 723, infusionreaction ¥

FB LB AT, S TOBERVERRELICEET 2 £ TRAE 2 THBIE
TAHIE,

FRBHSERE, TEASERERVAIBRERS DRI LRHEDT,
AR DR 5 B HART R OMR 5 2170 TP L ERIRO S A IS AR AR 2 (TSH., 58 T3,
WeEE T4, ACTH, o FY —VEDRIE) 2FEBTDHI &,

AR DFEITLY @W@ﬁrﬁm:tm#aa%zema%a&ﬁa¢rﬁ
Rbbbha = eidh b, RENEDLNHAICIE, RRLEBERIIE LR
%Wm&ﬂ%&%&%ﬁOE%k@%LTﬁ@&%%w%%ﬁW,@E@ﬁf
RISIC & BEIER B EDN 3BT, AROKE TP, RUBIBRES

‘W%yﬁ@&ﬁ%%%ﬁfé’& i, BIBRERNVEYOBREIZ L VEIVE

FOBENRD bNRWVEEITE, BIBRERNVE Y HSOREMHIA GDJJJD
bEET S,

BERTHR, BOBR» D AR LT BBIERRRIT 52 LR D
FEN OB EHTRICHEWER ORI FITEET D,

1 EERE (B 1 BERR 28 1) Ab bbb, BRWEES M7V F—v X

CKEBZERHZOT, BE, Bl BHEOERORERCMMERED LFIC+

SEBTHZ L, | BERFSEONEAICEHREEZFIEL, 1 RY VB
HOBREEOHEIRNEZIT Z &,

BUERT. FFRE. AFgREREE, Tk, BB RELbDLNDI LD D
DT, EHOIFEERELTV. BEORBZTOICBETDII L,
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® AFOEBEERABRIZBWT, BERBEIOH 1 ERIZ6 BRI . ZRPIEIX, 12
BEZ L B DEDORMEIT > TV 2 & 2BEIT, AR S FIIESRICES
RECHROBEREZITIZ &,
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BEME e A KA
=FA<T (BRETERZ)

(R4 : A7 O —REREEE 20 mg, 77 P —FRHHE 100 mg, *7V—
R EEEE 120 mg, 37 V—RRIEHE 240 mg)

~ B~

Af2428 (4% 34 11 HKED)
LEET



=R/

AN o A

XL HIT

KEI DR, EREF

FR R ARAR

HEER 2DV T

BEXG LD BE
BECEL TEERET&TFE

P2
P3
P4
P10
P12
P13



1. R

E DB - ZEMEORBEOTZHITIX, ﬁﬁiﬁg_gomtﬁmtﬁﬁm*b
biLd, &EbiT, WEORZEEMOESHIZL Y, MEERM 2 L OEFNRFTHIERE
FEEAPERBENZHT, INONEEMZEICVNERBEICRET 2 Z L NERED
BE L 2o TRV REPBOEE L WEDOEATTE 2016 (FAL 28 4F 6 A 2 B ERRE)
KEWTYH, EBFNEERZEOFERORELHEZRZ Z L L INTVS,

FHEERAREERR. BRERSCEAN T 07 7 A AVREECERSR EH LR
BBEZLRHB, 0D, AOERCEREEICET A ERA+0ERT 2 £ TOM,

WHEERLOBRELMS T AL BHHFEINZBEFCH L TERATS L L b, BIfF
BAMNRE LB NERMINE & B2 SRR — i@%#%ﬁt?[ﬁ%%fﬁ%
THIEREETH S,

L7z o T, KAA FF4 Tk, BREESZAETE/ON TV IEFERFN -
FEHRMITESE | UTOERROEERERZIET B0 b LERER, B2
FROEEFEEZTRT,

BB KTA FIA 0, MITEEAERRRERESREHEE, AREREARR
BREEYS, —RAEFEA B ABRARES, FEFEFEIEARREEZROH
ﬁ@%kﬁ&bto

XT%& RBERS ATV — N R 20mg A7V — R REEE 100mg, 37T

— R AT 120 mg, T P— Tﬁﬁ%&ang( Z
, A<7 (BETHHEZ))

NEERDHEIIPE ¢ zzhft%%(ii’éhi%ﬁbtmié‘@%T E72ETT - BRORER
BRI BT BRI

HELRDRERVHE i;ﬁf%i BRANCI=AN~T (BiaFHE#z) & LT, 1B 240mg

2 ERIREFXIX 1 [H 480 mg % 4 BREIMKR CREHET S, &

ﬁ_b BRERIIBT ANBHMEREORAIL. BEHEIX 12 4
AMiETET A,

B ¥ B ¥ E . NFRALENRSH




2. FEIOKE. ERBF : }

F7O—RAEE 20 mg, FATHERE 100 mg, FARHSE 120 mg RURSRER
E240mg (—% : =R ~7 (BEFEBRZ). ST, [F#H1 2v3,) ik NEBR
ATEMRREH L AF Ly 7 2 BT VR MM =¥ —X X747 (BMS) )
BB Lzt b PD-1 (Programmed cell death-1) (2592 & FE IgG4 &/ 7 v —F L HL
EThB,

PD-1 i, Eﬁmbt)/nﬁ(Tﬂ% BRI F =7 0% 7 —THR) ROE
BERMAIC R 5 CD28 7 7 I U — (T MIADIEHEAL 2 MBIAOICIE L AICEIET 34
FE) BT AZEMATH S, PD-1 IHURETHIRICKEE T2 PD-1 Y > F (PD-L1
JEOPD-L2) EREA L. Vo SBRICHHIEY 7 F N EEELTY v/ skoFE R ikig 2
AR LT3, PD-1 U0y FRAUERTHIBLMC B b Ofkx Z2EEHRBRICRR
LTRY ., BUHRAEEE LU L EREERKICEIT 5 PDL1 OB LIFROLSF
L ORICADHBERAH 5 = L BSEE SN TWS (Cancer 2010; 116: 1757-66)
e, B EAEEE CIRMREE T MRAEET 5/ V¥ —7 =0 v H Ve (FNy)
WX o> TPDLlI OEBANFE S, BB LZEERBICIIT S PD-L1 ORR L#HFED
AFHR L OMICEDHBRERNE D S &L 0HELH D (SciTransl Med 2012; 28: 127-37),
EBIT, PDL1 2HMHIRI S H A AMIRIE, FURARERN CD8 Bt T MR OMIRER
TEMEZ IS & B4, i PD-L1 HifKT PD-1 & PD-L1 & A 2FHET 3 & Z0Hla
BEFEREET A ZENTRENTWS, EOZ 225 PD-1/PD-1 U T FREIX, 28
AABRRDSTURFFRE T MM D OBBE R @ T 2MFDO—2 L LTEL LT
z. : .

AFNL, FERBROFE RS D PD-1 OISR (PD-1 U H o FREAER) k&S L.
PD-1 & PD-1 VWY FEOREEMET B L&Y, BAFEMRENZ T MIROE
PEAL R VS ARRBRIC T B MIRE B TEME 23 5 = & TR AIESHR 2R+
L RHERIShTNA, |

INOOMRDE, AFIXEMERICH T AH R BERICRVEI b0 LGN,
REBBEZNRE LZBEAREEM L. Ao, ZEMRUOBEENHERE I,

AFI OISR ES O BEOABERISIC L 3BERSR S bbhn, BEE XL
Eé?ﬁ&m&é FE OB EPRCEERIZIZ, BEOBEL KTV, BESR
D bNBE T BRLEFRIIR C B m e RREFOEME EE LR
il Al %%nw BEDREFUSNIC & 5 BHEAS DI 2 HEITIL, BIBRESV
EVEIOBEEDOENRLE BT O BERD B,



3. ERERAUE
DS AACEFRIER (T U - RIGEIRR R AR R T - BROREE. RUOQORERIZE
VT B H5 i A B s O AR SRR I R & 1T o 72 7R R AR FRER D BAE ’En—‘?‘ '

[ﬁ Zhitk]
D EREtRSMAEEE (ONO-4538-24/BMS CA209473585%)

7oL I DURREREERR T T F A & T REREIEICRE XX
KRR ORIEDRA R ET IIEROREE B3 (BARABE 27462 E T, AH
2103450, WEBEEIOSH) ExIBiT, Z Y URAEMEESA (Me& ek Xik
RV EEEN) BB E LA mgZ 28R BB CTRBERE L L EOADER
Ve RE Lz, FEMEEE THE24AFEHM (FRE [95%EEEE] ) X,
AFEET11.17 [9.99~13.73] B . BB TS8.54 [7.20~9.89]1 A TH YV, AFEIIXT
FBREIZ R USRI B B RER 2R Lic (O — FE0.79[95% S 18K [#:0.63~0.99],
p=0.0381 [JEHBllog-rankiRE] ) .

* . R Z X EAKMBICHOVTIRTS mgm?z 3BRMB THIRPIRE, <7 Y FX3EMCOWTRE,
100 mg/m?*% 7R E &2 191 I LT, #1. 8, 15, 22, 29K U36H BB R E T L &R

7’:—
“o

at risk#{
FEEE

HRHHE

0 2 4 6 8 10 12 14

193 170 158 139 120 105 89 77
195 182 157 116 100 79 66 55

16 18 20 22 24 26 28 30 32 34 36

EFHRE(A)

65 55 38 20 13 10 6 4 3 0 O
48 39 26 16 11 6 2 1 1 1 0

H1 2475800 Kaplan-Meier BifR (ONO-4538-24/BMS’ CA209473 BB



@ EptRFEMIARAER (ONO-4538-43/CA209577:RER)

PR LR ERRERIE T I X VW IRBRRNFELES) LT, pCRI & )H,) @D LN
o T2 REES OWRBET94 5l (BAANBE 63 fleate, KA SR E., 77
Y ARFE262 41) EXBIT, FITEREBHEE LTAA 240 mg % 2 BHEFER T8 E (16
AR . 20% 9EE 8 EARED 2 BEE) 6 480 mg & 4 BRHFRE TR

(BE 12 7AR) Ll xR0 EZ2tEErRE Lz, ZEFHMEEE Td 5 ER

AETEHIR (il [95%BMERMD) 1%, AKIBET 2241 [16.62~34.00] WA, TR

BET 11.04 [834~1432] FATHY . AHEETIT T RBEICK LIKEHEMICE BRIE
REFLEE (NF—FH0.69 [96.4%ERX M : 0.56~0.86]. p=0.0003 [B5 log-rank #&
) ‘ : '

*1 : {LREED LU A R UMREBIEIEIL, National Comprehensive Cancer Network (NCCN) XiX
European Society for Medical Oncology (ESMO) DX A KT A LTHe U e ARRRER O FEHE E X i3 #isk
R IIEERELITO Z L &hi, EEL, CERERASFNESERAZEL L IA
LEani. ‘ ,

*) « FE ORI T, American Joint Committee on Cancer (BLTF, TAJCC| &V 5.) HHi%
BHOETHR) A3 pTl BEXIZypNI U ETHB Z L L EBENI,

*3 ; FIEIZHTERT AJCC IS (B 7HR) KESKBRRHIHNIIHORE EHREERERS)
IIAEFEAMERRE L TARFLEEEIIRERENEALAN LI,

* o FIC X Y EBSESIERIhEBE B AN bR,

S X F
-o- 75 RE#

.....

Bt Hr2n

0.2 -

0.1 A

0.0 T .I T T ¥ T T T T T ) ) T v
0 3 6 9 12 15 18 21 24 27 30 33 .36 39 42 45

at risk{ REFHBA)

AFIEE 532 430 364 306 249 212 181 147 92 68 41 22 8 4 3 O
75 EE 262 214 163 126 96 80 65 53 38 28 17 12 § 2 1 O

K2 ERAFHEO Kaplan-Meier #i##t (ONO-4538-43/CA209577 3ABR)



[Z22ik] .

O ERRFERFMERE (ONO-4538-24/BMS CA20947378R)

BEBERITARAIRE 172192 51 (89.6%) . xtHREE 192/194 il (99.0%) \ZFB®H b, 18
BRIKL ORRBBRNEE TERWVWAEBRIIAHIRE 129/192 B (67.2%) | xHHREE 185/194
Bl (95.4%) IZ5R® b, WTFRAOBTREEN 5% LORWERIZR 10 LB T
ol o
£1 WFHHLOBETHEBIED 5% EOBHER (ON0-4538-24/BMS CA209473 FAKR)

80 o 2N ‘ @J& (%)

#EE'JZTEJJE g P
g(ﬁ;anRA/Jver 21.1) 192 #1 194 41

- % Grade  Grade3-4 Grade5 42 Grade - Grade3-4 Grade5
2RIEA 129 (67.2) 33 (17.2) 0 185 (95.4) 127 (65.5) 2 (1.0)
RERIOETERRE - o . .
- B 23 (12.0) 1 (0.5 0 27 (13.9) 2 (1.0) 0

Z 5 ERE 17 8%) 0 0 9 (4.6) 0 0
JBi=EAE 3 (1.6) 0 0 97 (50.0) o 0

—iR - RFEEBLCREMLORE - L e o

T BB 15 (7.8) 1 (0.5) 0 16 (8.2) 0 0

HEH 14 (7.3) 1 (0.5) 0 42 (21.6) 9 (4.6) 0
BER -9 (47 o0 44 (27 0 0
U ERER D 4 1) 2 (1.0) 0 18 (9.3) 12 (6.2) 0
R ER B A 3 (1.6) 1 (0.5 0 75 (38.7) 58 (29.9) 0
i 3RE > 2 (1.0) 1 (0.5) 0 72 37.1) 46 (23.7) 0
TH 20 (10.4) 1 (0.5) 0 17 (8.8) 2 (1.0) 0
0 A% 5.(2.6) 1 (0.5) 0 24 (124) 1 (0.5) 0
Eh 421 - 0 0 16 (8.2) 0 0
B 4 (2.1) 0 0 31 (16.0) 1 (0.5 0
WERE 1 (0.5) 0 0 13 (6.7) 1 (0.5) 0

PSIMEE e N R . o
R aE IR T AE 17 (8.9 0. 0 1 (05) - 0 0

BIER JUFAE BE ' ‘ . S
PR ‘ 3 (L6) 1 (0.5 0 11 (5.7) 6 (3.1 0

R@tE L USRERE . ’ ‘

BARBGE 15 (7.8) 2 (1.0) 0 52 (26.8) 9 (4.6) 0
MR LY v RRAEE ,
=g} 4 (2.1) 4 (2.1) 0 47 (24.2) 19 (9.8) 0
HFAREREAE 1 (0.5 0 0 36 (18.6) 27 (13.9) 0
EEMEFPERBE 0 0 0 20 (10.3) 20 (10.3) 0
A BRI RE 0 0 0 16 (8.2) 14 (7.2) 0

HERERIVREAGHEEES ‘
BAEE ' 2 (1.0) 0 0 21 (10.8) 1 (0.5) 0
P 2 (1.0) 0 0 17 (8.8) 1 (0.5) -0
MRREE ' o
RRER 3 (1.6 0 0 14 (7.2) 0 0
KRR = a2 —aF— 1 (0.5) 0 0 . 47 (24.2) 1 (0.5) 0
FERME = 2 — N F— 0 0 0 21 (10.8) 1 (0.5) .0

&%\Kﬁﬁaﬁwfﬁﬁﬁﬁﬁﬁ%nﬁuuu%)\ﬁﬂ%m%ﬁﬁﬁwﬁ_w
B (7.8%) . FFHEREREE 13 B (6.8%) . FIEMEMER 12 61 (6.3%) . FHRRES 8 4
6 ‘ N



(42%) \ EEOKEEE 461 21%) . BEHm 3 4] (1.6%) . EHL2 4 (1.0%) .
REMSREREE 2 B (1.0%) \ AP 1 61 (0.5%) . REBZ - /NBK - EEDOTH 1 41 (0.5%) .

FRAHEEEREE 1 51 (0.5%) &0 infusionreaction 1 il (0.5%) Wb bz, ¥, &
ESESE, D%k, Bk, 1 BEERA, FPRA, B LRk, BIRISERE, Mk

BERRZc, BIRMARZERIE, ERLMIKES, MREREGER. Bk, BR, R&5B%E
EODIBEEIIRED bk d o T, REERARBERIUIEEES (RAREEEE LR
i) EEUEMERELTT. ‘

© EREFASIHERE (ONO-4538-43/CA209577 SER)

BEERITAHI 510/532 B (95.9%) . 77 £ RE 243/260 £ (93.5%) (5B i,
BHRE L ORRBRSEE TERVWEEFLIIFARE 376/532 F (70.7%) . T &R
B 119260 B (45.8%) IZFBD DTz, WD TRIRRN 5% EDBIMER I 2
DEBYThHoT,

#2 WThPrOFCREEN 5% LORIER (ONO0-4538-43/CA209577 B

. N . BlE (%)
WEBIRIE FEE SR
%ﬁfmm 23.0) 532 260 £
© Ver23. 4 Grade  Grade 3-4 Grade 5 4 Grade  Grade 3-4 Grade 5
2RIER 376 (70.7) 71 (13.3) 1 (0.2) 119 (45.8) 15 (5.8) 0
ABEE T e IR
TH 88 (16.5) 2 (0.4) 0 39 (1500 2 (0.8) 0
Bl 47 (8.8) -0 0 13 (50 0 0
BB LUK TRBEE R GRRES SR L E
% 5 R 53 (10.0) 2 (0.4) 0 9 (3.9 0o . 0
BB ‘ . 52.(98) 4 (08) 0 10 38 104 0
—i s 2EFRER LR ERMAORE: T L C — :
W 90 (16.9) 6 (1.1) 0 29 (11.2) 1 (0.4 0
BSIRE 28 (5.3) 0 0 4 (1.5) 0 0
BRRRE : , :
CTARGECBRTIN 29 55 2 (04) 0 10 (3.8) 0 0
FUA7=F—FHEM
T NHWEE ' _
BRI AR T 50 (9.4) 0 0 4 (1.5) 0 0
RN BB RETLEE 35 (6.6) 0 ' 0 1 (0.4) 0 0
FERRBIUHEAREBESE
Mg . 30 (5.6) 1 (02) 0 4 (1.5) 0 0

23, AFIBEICIW T FIRBRMSAEREE 89 4 (16.7%) . JFHSAEREE 40 4 (9.2%), #
RIEE 35 6] (6.6%) . MAKCARIAREE 33 41 (6.2%) . RVEVEMGRA 26 51 (4.9%) . Dl
BE%E 1141 (2.1%) . infusionreaction 10 ) (19%) . BEDKEEE 8 #1 (15%) . B
HEEREE 7 6] (13%) . KBRS - /NBZ% - BEDO TR 746 (13%) . T4 4 51 (0.8%) .
DS 3B (0.6%) . BIBHAERE 36 (0.6%) . 1 ZERE 161 (02%) . Bk
SERE 161 (02%)  BETL 141 (02%) RUMEA 141 (02%) 2B bz, ¥z, &
Yo, TERAHMERE, BIEFE. RS, Bk, . DIRAREER, B

7



AR J, RIFBE. BEEHL., BEGENE, EERMREERURE - SBIRKIRD
Bnizho o, ABERARBRAIEEFS: (BRREEREZED) 2R0EHEBER
R



(% - AE]

AR OBEFAEYEREF A ERE LY I aLb—Va it kD, &F 480 mg % 4
BRI TR 5 AR O A - RS TR E U BORA O EFRESRE S L
# ZORER, AF 480 mg ¥ 4 BERMBCRE LROEEREICE T 5 PHMET
WE (AT, [Cogesl EVV30 ) 1. &K 240 mg % 2 BHEIREBTEE LICBRD Cagss &
W5 e FRSRE (FR) . 2. &K 480 mg % 4 BRMRCRE LIROER
RIBIC B B BB MIETRE T, [Cuxsl 2VV9, ) i3, A5H 240 mg % 2 BRI
ﬁ?&%bt%@CMW&WﬁLT%E%%?&%Méﬂt%mw‘Eﬁk%%m%m
CARMNERS LTS AE - AR (10myke % 2 BEBRTRE) TFAIZREL
P D Coue & Wl LCIEERRTE FRISNE (FR) . MX T BROBEITIY
37— FirkS% | AH 3 mgke (RE) E7oiE 240 mg % 2 BREIME, &L EAHA
480 mg % 4 BRI TRE LEROAK OBRRE L A IR 2N & OBEEHF
FEBRBRGEFAMEESN, SHEEC OV TREMTOU IR, EROME -
AEORTEDER R ARRERIIRV E FRIS .

£2 FHOEHPBNATA—F

Pﬂ ?f . Pﬂ E Croax Cmind28 Cavgdzs Cmax,ss Cmin,ss Cavg,ss
(ug/mL) (ug/mL) {ug/mL) (ng/ml) | (pg/mL). (ng/mL)

516 272 31.0 113 62.1 776
3mefke QW | (355 708) | (165,403) | (212,439) | (75.0,171) | (27.1,107) | (42.1,127)

240 mg QW 727 383 437 159 87.8 109
(51.1,103) | (23.3,59.0) | (30.8,60.9) (102, 254) (41.5,158) | (62.1,187)

430 mg QAW 145 297 53.0 216 713 109
(102,207) | (15.5,474) | (37.0,74.8) (145, 336) (27.5,137) (62.1,187)

193 99.6 116 396 214 275
10mefkg W | (146 220) | (86.5,132) | (101,148) | (329,525) | (184,303) | (236,377)

Bl (5%, 95%A0) . Q2W : 2 ERIRIME. Q4W : 4 ERIRR, Conse © FVETEE 50 0O B BS LT PR
Coninizs © DA 54 28 B B2 2 RIERMBE PR, Cavgrs : HIEHR S 28 A B ¥ TORHMIE TR

. Coocs | EERIBICBIT B RAGNEFRE, Cons | EERBCIY BRIEMAFRE, Cogss : EHR
BB 5 EEmERRE



4, HERIZOWT

- AFOBRENBEIREBELZRE - BEL, AFOREICIVEEREWEALRE L
BT 2 2 EBMERED, LTOO~@DT_RTEMETHRICBNTHERT S
R&EThB,

@ HMRIZ-PWNT .
@1 T?@(DA~G)@thﬁkméT5ﬁ X ThBHI L,
(1) BEEFBRESEET S 8ADEEELARRS EEFRSAR SRESHL R

mﬁhhﬁﬁéﬁmmrh ik s ARSI R &)
() FFEWERE '
(3) HERRNEREET 2VBABRERTLE (3 ABFRREHEERD:. #A%%@%
BARRE. A DEEEREERER L) .
(4) SRALFFIEEZRE L. SRLFRIEMEA 1 IS RACFERENEA 2 Ok L
IR EHEITo TV B HER .
(5) MEBEEEAILS EEME OHEFR Eﬁk%éF&%ﬁoném

D2 ASEBEOLEEEER CBIER BB OXSIC S mk & BB 2 S EM (TR
@w?h#_wéﬁéEﬁ)ﬂ éwwﬁﬂwxﬂkﬁfaéﬁoﬁﬁﬁabrﬁ%é
nonse,

*

« EERFREGE 2 FOUBHERET LeRIZ 5§ £ EOBABRORKHEL
fToTWwWaZ e, 96, 28U NI, BARYREL L LERRERFOWNESL
fTFoTWARIZ &,

o ERiGRFRAE 2 FOMETHERET LRIz, (#4E%§f‘®i)>b%%)§(£%:
£ EOHLBARFOEREIToTWD T L,

o ERGIREE 2 FONBMERZET LRI 4 FUEOBEERRREZAL TN
T&. 56, 3FPLER, HILRE FRR D A RRE B S THLRRFEORRIME %
TFoTWVWBZ L, : .

® l‘;nwwlzﬁuni‘%ﬁ%‘ﬁ@{zkﬁﬂkou\f

EEREHEHRICEET A SEERRE SN, BEAEILOFRED., A - 2
EHSRENEROFTHER VCEMSICRT 2 FREME. FEFENRELLEEORE -
ER, SEREOMITTLbR S HHIBRESTNEZ L,
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® BHER~ORIHITOVT
@-1 HERR MBI BB

MEMEMRES O BB RBIEARTE LB, 24 BMBREHOT, UYBHMERY
RSB UT, B LI BIfERICE U CARERR U CT S ORIER OB
ERREOKENY BHCELN., EbiCHmmERERNNE-TWEZ Y,

Q-2 ERREFEHIC L IFEFERMIGICET 5 E M A
RABRICHED 5 EFINARMBR CKEE2E T 5 EREEENBUERT=4 ) > 7
REDRERORAY ) —=V T EFVERE L EREILE TE 35— AEREHNE
BENTWAEZ L, 2B, BEAFICONT, BABRELZOFRRICHSICEHIENT
WBZ Lk,

@-3 BHER OB ICE LT |

BER (REMMRBRICN L., EEGENE. D%, Bk, BEHRRE. KBk,
ANBSE, BEOTH, 1 RUERRF, BIERL. RS, FFgiEE. Tk, WIcERs
&K, PRIMEERS, TEARERS. MEEE, BES, RITRE, Bk, EEOK
fEIEE, WARMmEZERJE, infusion reaction, ERRMIKEE, MmEREREMREEE, &,
BER, BEORERL. BIEREE, WEEE (DEHE) - BRI - DEESANHESE) |
FRIFEREE, EEHIM, BELE) 1T LT, YRER I ERERBBEOEM®EZ AT
EiEE L RIEROBECHITCEL THERUVXEZRITIONDEMICHD
&), ELIEYZABN TE HEHNRESTWEZ L,
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5. BREXNZBLRDBE
[BiEIcBE§ 5 FE]

@

®

TROBFZBOWTARHOFEMERRIES N TVD,

o Tofbv Y I VUVRRERIEREAKR 0T 7 F A S I REEREICR
S XA O ARE IR A B2 T I ER O R EE RS

o INAMEEHEHRIRIEIC XY pCR AR bNARD - REBE O R BE

TRICEST5EE] uﬂﬁ‘éﬂiﬁﬂwﬁfrﬁvﬁﬁﬁﬁ(ﬁ TOWVTH, AR OFFED
A INTELT, AROBRERR LR,
o —RBREZT TORVIRIBEIBRTRBRETIIFROBE TR E

e iETRBIRIE L LTOERE

o IRBTHEBRIEIZ L D pCR S50 DN BEITHT 15
o MOWBEIEEF & OPRS

[ZEticBET 5 FEH]

)

®

TR uuéﬁ‘é%%‘b_ob\ﬂﬂ:ﬁm%k%zsmu<‘: ENTWVWBRZ ehd, BEZT
blnz e,
. xﬂmmﬁtﬁbﬁﬁﬁmﬁﬁﬁwbéﬁﬁ

BEA OBV T TRICKRY T 5 BE IOV T, FAOREIHES LR
B, MOBRBFRER2WBEICRY | BEICAFRZERATLLZBERTE 5,
« MEEMRBOSHXIIBEEDSH D BE

o HREGRE CHEEERD 5 BE R OEEE ORISR BRY

ZEOMITREMEIER A LN BEE

‘-.aaﬁrr%@Aﬁ.Xiﬁzm&ap<iﬁ%ﬁ@aaﬁrﬁ$@%ﬁﬁm

HHEBE
o [RBBHRE (GLBMRBEELZET) OboEE
. REOBRREERET B
e ECOG Performance Status 3-4 #0 D g

(ED)  ECOG ? Performance Status (PS)

Score

&

0

| &R EETE 5, BFMEALRBEREIHRELITLE,

PRI LWEBNERIR S5 23, SITHRET, BIEERE- TOHERRITI 2R TE B,
Bl - BORE, EBEX

BITERETHLYOEDEY O LIX T XCRHREEAEZIZTE R, BPFD 50%LL Eidy FACRITT,

o PN I NG Y

BohESOEOEYOZ L UnTERY, BPD 50%L EEy FIHETCTRIT,

BT RY, BODHFOEY D Z L2 TERY, BERERy FIABFCRIT,
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6. BEITBLTHET & HH o

O WRTESICNL . SRS MR 5 RS K5 & AH OB IR IR
DT I BB RS TR L THLERAT S 2 &,

© WERBMBICES D, BE UL TOREICEMEROERES FARAL, B2
THLRETEI L,

® ERBHEAD<RIR Y MToNT

BEERRBR D b2 ZENHDEOT, KROFREITHTI=o Tk, BFKRE
W O(EREREE, mk, REL) ORRRUEN X BREOERES, 8182+
WITH Z &, £, HERISUTHE CT. WE~—V—S0RELERT S
e, ,

AR OB EITERED infusion reaction 1218 2 CERARIC+SREDOTE A1
BZE2ITo7- L CRET 5 Z &, £72.2 Bl B LD AP 5RF1T infusion reaction
BHbbhdZLbbdDOT, AABREHRUOKRFRERTRIZ AN, Z VT4
CERET D%, BEOREBLTHICBET ST L, 7218, infusionreaction &
BB L HEITE, 2 TOBERERAZEICEET 2 ETREL HLBE
TBHZ L, . :
FORIEEEE, TRARERERVIBRERSDDONE ZLRHEDOT,
AFI OB BRI R R E R P IZERIAIC N SIEEERE (TSH, #E8E T3,
TEBE T4, ACTH, P aNF YV —VE0RIE) 2FEETHZ L,
FROBREICL Y BECRERIGICERET 5 L5 2 bhbEe REESLHE
BHLLNZZERDHD, BERRBDONEGEAICIR, BELEERIISCE
PR 2R ek L IRBR B FOERD L EE U CEEIZER BT EITV. BEORE
R & BRIERAR RPN 2 BAICIE, AFIOAREIPLE, RUBIBRES
NEVRIDBREEERERTHI L, B, BIBRREFINVELOREIZLVENE
RAOBENRD bRWVBEAICIE, BIBRERVE VSO 0B
HEET D, ‘ :

BERTHR. ZBM» LB ARRL T LRWERARRET 3 Z LR DD,
AR OB EMRTRIZHEWERORBRICHDITEET 5.

12UERA (BUE | BRI &) b bbh, BERFEES FT7Y F—v X
KEAZERHAOT, 0B, B, BHZEOEROFKAESLOIFED ERIZ+
SEEBTHZL, | HERBIGRLONL-EAIRELZPFIEL, 1R ) V8
K OBELEDBENRMBEITY Z &, , |

BIERFAR, A2, RS, TR, BB EXRHbDbNEZ LB3H D
DT, EHRICIFEEREZITV., BEOREBZ+LSCBRTH L,

P AALERIER IR LT ARTG ORI R 2T T - BRORBERE THEAT SR

iT, AROBFRRBRICINT, BEHE2D 1 E/L 6 BRIZ L, ThB 12
R 2 IO 217 - TV o & 2851, ARIRE P ELICERR

ECHROWRETS 2 &,
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® BEEICRAMERMBEELE LTERT IRICIE, FAFOBRRRRICBNT, &
: ERRfEH S 2 FEMIX 12 BT L, Z0LET 6~12 Y AR Z L ICB DT %
fTo TV Z L EBBI, ARREFIIEHNCEHBRE CHROEREIT Z L,
2P, WEMHEREL LTHEATAHAIIL, AFOREHMIT 12 VAMETE
TAHIE,
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