EFEAHEET A R4 v
=R N~7 (BloHE#x)

(BR5E4 : A7V —ARRMFE 20 mg, 7V —RRHFHE 100 mg, A7 P—
RETRERE 120 mg, 72— R ER#HE 240 mg)

~HHAR XY U E~

ERk2 94 A (fFn 548 3 AET)
BT B



SR/

1. (FL®IT P2
2. KFNOKE, 1T P3
3. FERARRHE P4
4. FRRIZHOWT P11
5. XIS LI HBHE P13
6. HHICEL THET REFHIH P14



1. IXU®iC

IS DOF N - BEVEOHER DT DIZIT, BT SCEFITE SV o B A A RO
BND, 6T, IEOREREFOMESRIZ L0 | FUKEIRS 72 & ORI 72 3 1E A%
FPEHRBDBARIND T T, 2 HOERGNZ EIZHNERBFITRMLT 25 2 L BBEO
FRRE L 2o TR Y RFEMBOE & O AT EF 2016 O3 28 4 6 A 2 H MR E)
IZBWTYH, EHMERNEOHERAORE(LHEZXS Z L L ShTnd,

PRV ERR T, KEEASCL 2T 0 7 7 A VDBBEEOEIRSL & B DI
RHZENDD, DD, HMEROLZEMEIZBET A IERSH0ERET D £ TOR,
WMHEERGLOBEEEZIT D ERPRF SN BEIRH UTHERT L & L b, BIE
RMFEBL L 7B B3t & D 2 & A hE /e — 8 O B i 7= 3 S BE A
THZENEETHD,

L7 oT, BRHA T4 Tl BARBEESCZINE TR LTV D EFEIREN -
BRI EED & | DUT O RIS O it 70 8 2 HEE S 2 8L b MBI 8k B 2
F RO EFREEZ T,

I, RKHA BT A %3 MAZATBAE NEIR G EREIS OHE, /S EHEARR
BRI o . —AFEETE N B AR IRNBHE S . —MRAEE A B AR MR T2 R Okt
F¥EN B A/ NI « BAFZOWH IO b EER LTz,

KGR & IR D EMY, ATV — R Y 20mg, AT Y — R AT EHE 100mg, A7
— R 120 mg, A 7Y —R AR 240 mg (—ik4 =
R~ 7 (BAGFHEHLZ))

RELRDPRUIR UM E O H R % ) N

MEERDMEROAE  @H, RAIZIZ=RL~T GBI z) & LT, 1[0 240mg
% 2 TARFIFEIRE ST 1 18] 480 mg % 4 FRFEIFEIE CailiHiEd 5,
WE . NRICE=R N~ T (BaF##z) & LT, 1[E 3mgkg
(KHE) % 2 BEERMR CAREET 5, 7P, RE40kg PLED
INRIZIE, =R~ T GBI FHE#z) & LT, 1[E240mg % 2
W [ EIRR SE 1 [ 480 mg % 4 HIRR CAilifET 22 L b T
x5,

B3 IR 5E 3 H NP T M UAAE




2. AARN DR, 1EREF

7 — R IR ERE 20 mg. [FATEERE 100 mg,  FAEETE 120 mg K& O] S §RE
240 mg (—M4 : =ARN~T (BEETHERZ) . LUF, TARAL Euv)d,) ik, /NEFIEA,
TEMKSLEAZ Ly 7 24 BTV AR e =AY —X A7 A7 (BMS) ) 2
BAs L7t K PD-1 (Programmed cell death-1) (Z%}3 5 & Nl 1gG4 € / 7 v —F /LHLfk
Th b,

PD-1 (%, &AL L72 Y o 3Bk (TR, BMRE O F 2 7 0% 7 —T M) KOVE
BRI R BT 5 CD28 7 7 X U — (T MR OIEMHAL Z i BhHIZ IE & AUZHIE T2 2
T ICERT2ZAARTH D, PD-1 ITHURIRRAIIRIZIE BT % PD-1 U 7 K (PD-LI
KOVPD-L2) EfEA L. U o SBRICHfIEY 7P v LT U S ERoiEMAIREE &
BIZFREI L CTWd, PD-1 U H v RIFHUREESMBELIAMNC B b Ok & 72 IR 8B
LTHY, EMEREAELE LU L EGHEMEICI TS PD-L1 OFEL L itk DALF
WM & ORICADOFEREBIRN & 5 2 & 3G ST % (Cancer 2010; 116: 1757-66)
F 7o R R E B CIRARRTE TS EET DA v 2 —T = a2 B~ (IFN-y)
IZX > T PD-L1 OFRENFHE SN, 5B LSRRI 5 PD-L1 ORI & itk D
AL & ORNCIEOHEBARIR R & 5 & D H & 5 (Sci Transl Med 2012; 4: 127-37),
X 51T, PD-L1 Z @5 S E 728 AMiE, PUsRFER CDS Btk T Mifa ool fufs
TR AT S 525, PLPD-L1 Hi{AT PD-1 & PD-L1 & OfEA ZET 5 &2 OHlE
GEEIGEREIE T 5 Z EDRENTND, DI &5 PD-1/PD-1 U 72 RERERIE, 23
AR FURRF A7 T AR O OB A BT 5HFD—2 L LTEX LT
Do

ARFNE, SRR OFE R 6 PD-1 Offifas el (PD-1 U 7 RFEAREIR) 12/ A L,
PD-1 & PD-1 U Y REDEEEIET DI LICL D, DAFURRRNZ T Mok
PEAL K O AKIIENS 69 2 MBS =G VE A2 #9585 = & TRkt 2 PUEE 20 5 24
ZENHER I TV D,

TS OHIRN S | AFNTHENENEG 5T 22 G EEIC e 0 ED b0 L IS,
R X ) VOoNERE B RG L LR A S L, A, et ROEE
PEDIERS S Tz,

AENONE AT IS < E O SOSIZ L DEIERER & b o, B XIIETIZ
BLOWREMED 5, ARNORGH KR OEREGHRIZIT, BEOBIEREL ToI2ATV, RE DR
O BTG EITIE, FEH LT F RIS U REPIR 2 ik & BB 2 RO R Al & L Tl
BI72 8RR 22 ATV T DSIERIRT K D EIER 2 e 2 55 1 id. BB RE AL
RO GFHEDWE)IRALE 24T 9 R D D,



3. BREE
S T HEE O AR % o U RO A FRE I B 24T o 72 3 Ao e R A ER o
fE & R,

[ 2]
@O ENE TR (ONO-4538-15 #5)

HFEEMBMRBHEE N7 Lo YRy ~T XREFr GEla#z) CLF, 7L
YR T T L)) ITERPUE IR D 20 sk L O SUZEHRME O & A R
Uk LoREBFE (ECOG Performance Status 0 2OV 1) 17 il & %512, AAl 3 mg/kg
Z 2 JA RN CRERE Lz, FEMMEEE Th 528203 (ET IWG criteria (2007)
IZFHD < FYHIEIZ K B complete remission (UL R, TCRJ &9 ,) X partial remission
(LR, TPR) & 9H,) DOFEIE) 1X75.0% (95%EHEKM] : 47.6~92.7%) Th o7z, 72
B, FAMIEHE LCBIEIL 20.0% TH o7z,

© MWpsaE MARRER (CA209205 #%%) (Lancet Oncol 2016; 17: 1283-94)

H & MBI T I 7 L Y o~ T K D IRIEEZ T2 18 UL EOF3E
ATEEME O M)A V% U Lo iR (27— B B, ECOG Performance Status 0 &
V1) 80 Bl x5z, AAl 3 mg/kg % 2 BHIMIG CARMEHEL7Z, EHEFMERE TH S
Zh% (&GET IWG criteria (2007) 12853 < I EIC L % CR XL PR OFIA) 1% 66.3%
(95%IEHEIX[H] : 54.8~76.4%) T o7, 72ds, FANIHE L7-HIEIE 20.0% THh - 72,

@ EWHE THHE (NCCH1606 75k

2 LY AL EOREREEA L, o[RS MRS X DIREEO W (AR
T M A BAE O IR RR L) . 1 UL L 24 UL FOFEHRED R V% ) Vo iR O
R E /N AR [ TS B 2 e BT AHI 3 mg/kg 4 2 T [ IR C R T L 72,
ARBIRGFEESNTZ 26 Bl 5 B, HHAGR DU DoNEIL 1 BIHAAN DI, T D
e BARAZN R (ET IWG criteria (2007) (235 < JRBREALERTHIE) X CR ThoTo,

[ 41]

O EWNE DAHRER (ONO-4538-15 #R)
AEFERIIRHNRD b1, KA E ORREBEFENGE TERWVAEFL L RHIED
B, FEBLHEN 5%, EORIERIZT TERDO LB ThoTe,



#1 FERHN 5% LEOBIER (ONO-4538-15 RER) (L MMIrsSEH)

B A B (%)

FEARGE 17 B

(MedDRA/J ver.18.1) 4> Grade Grade3-4  Grade 5

2RIEA 17 (100.0) 2 (11.8) 0
MEIs LY > RbEE

25 ifn. 1(5.9) 1(5.9) 0

U 2 REREE 1(5.9) 1(5.9) 0
FE L ORkEKESE

eI 1(5.9) 0 0
PG WA

FOPR BRFS REA T E 3(17.6) 0 0
B Ik E

iz80 1(5.9) 0 0

(T 1(5.9) 0 0

T 1(5.9) 0 0

iCES 1(5.9) 0 0

GBI 1(5.9) 0 0
— % - EFEER X O G ORRE

97 2(11.8) 0 0

TSN R 1(5.9) 0 0

)=V 2(11.8) 0 0

FEEN 7 (41.2) 0 0

i 1(5.9) 0 0
JEYSER K OVEE RUE

PH R 1(5.9) 0 0

fitiZe 1(5.9) 0 0
BE, PERB X OWES IHE

HEAIZLE S RS 1(5.9) 0 0
AR AR A

JH R REAR A 2 1(5.9) 0 0

M R 1(5.9) 0 0

RSN 1(5.9) 0 0

P i Bk At 1(5.9) 0 0
Rtk KOs RE

KAV v AlffE 1(5.9) 0 0

KT YU 7 A nE 1(5.9) 1(5.9) 0

i S BIES 1(5.9) 0 0
B R B X OSSRk &

RA i 1(5.9) 0 0

HRERT 1(5.9) 0 0

RG] 2(11.8) 0 0
PR E

FEMED £ 1(5.9) 0 0

SR 1(5.9) 0 0

K= 2 —m RF— 1(5.9) 0 0
MR as . MEREs X OERm ks

e R o 1(5.9) 1(5.9) 0

FRGEDORSE 1(5.9) 0 0
FEREF KOV TRk m s

JHEE 1(5.9) 0 0

dE 1(5.9) 0 0

SIERRR B % 1(5.9) 0 0

% ) FENE 5(29.4) 0 0

L 4(23.5) 0 0




¥, MVEMENZRE 161 (5.9%) | MECTHEARIE/ X A XF—2 1 (11.8%) . K%K -
FEEOTH L # (5.9%) . IFHéRERED 141 (5.9%) . FURIEREREE 3 1 (17.6%) .
ffg e 3 51 (17.6%) KON infusion reaction 1 51 (5.9%) 2338® Hivl=, 7=, HIEM
HESE, OAR. Fige. 1 BUBEIRIN . SeE MR RIS PESRBE . IR, B HEREREE
R MR, MM - BEMRZE, EEE O RIS, FRMieZErmRiE, TR E, R KL
OSEDERITRD b2 hoTe, REWEHRBLURIUIEER S BAREERTY 25
o) ZBUEERETRT,

@ WAL MAHRER (CA209205 FER)

HEFLIT 238/243 ] (97.9%) 2O L, AFIE OREBEGHREE T RWAE
HHT 185243 B3] (76.1%) IZFRD BT, FELEMN 5% LORIERIZTERD LB T
Ho7,

2 RBREN 5% EDOBWEA (CA209205 388)  (All Treated Subjects)

ZRERIRSTHE B (%)

FEAGE 243 B3]

(MedDRA/J ver.18.1) 4 Grade Grade3-4  Grade 5

RIVEA 185 (76.1) 48 (19.8) 0
MEFs KOV > RbEE

Uit BRI E 13 (5.3) 6 (2.5) 0
N0 IsReE e

PR IR REA T 14 (5.8) 0 0
B IGhEE

20 14 (5.8) 2 (0.8) 0

T 34 (14.0) 2(0.8) 0

G 24 (9.9) 0 0

A 19 (7.8) 1(0.4) 0
—f% - EHEER L OGO REE

97 50 (20.6) 2 (0.8) 0

HEE 21 (8.6) 0 0
BE, PHERB X OWESIHE

HENIZAE D RO 33 (13.6) 1(0.4) 0
PR AR AR

ALT H#70 13 (5.3) 7(2.9) 0

AST #41 14 (5.8) 5(2.1) 0

U x—EHN 14 (5.8) 9 (3.7) 0
ERs R & O A MRk E

RE A 19 (7.8) 0 0
AR IR

SR 14 (5.8) 0 0
R X OV T ARk

% O FEIE 21 (8.6) 0 0

FeI5 28 (11.5) 2(0.8) 0

ks, FIEMERRE 15 61 (6.2%) | BUBUHRBMRLE/ X A 3F—19 il (7.8%) . KI5
% HEDOTH 66 (25%) . ATHERERETE 22 61 (9.1%) . A& 561 (21%) . HRARIR



ReREREE 28 B (11.5%) . Fh#RkED 40 5] (16.5%) . BHEREREE 4 6] (1.6%) . Kz -
BEEZE 1451 (0.4%) . EED LGRS 3 41 (1.2%) . FlRimAeZERAE 161 (0.4%) |
infusion reaction 38 51 (15.6%) . 7% 2 5l (0.8%) M UNSE S 2 5] (0.8%) 7538
b, £io. EIEMEE, DR, Bk, 1 RBERE . SeftE i M SRR |
BB 55 B OV F AR RERE 13380 S e o T2, AREWERRBLRDLI B E RS (K
RAERE 2 5T) 2B 0ENERE =T,

@ ENE [ fHRER (NCCH1606 #5k)

HEFEGIL 2526 B (96.2%) IZBDH HIL, AHE ODREBMENEE TERWEESR
503 23/26 1] (88.5%) 1273 bz, FHLHEN 5%LL EORWERIL TRD LB TH-
Too 728, 261D 5 B WHIAGAR T U DOoRBERE S 1, /N E AR R
25 TH T,

#£ 3 FEBIEHN 5%LL EORIEA (NCCH1606 3ER)  (ZMMATXIREM)

P e DA | B (%)

FEARGE 26 51

(MedDRA/J ver.22.1) 4> Grade  Grade 3-4"

RIVEA 23 (88.5) 10 (38.5)
R AR AR AT

U o SEREG D 14 (53.8)  6(23.1)

AST #41 6(23.1) 1(3.8)

I I ERE e 8 (30.8) 1(3.8)

s IR FBa A 8 (30.8) 0

U HRER B 6(23.1) 2(7.7)

A e Y L e 8 2(7.7) 1(3.8)

Y= NE IV NT U RT =T — B 2(7.7) 1(3.8)

ALT #4)0 3(11.5) 0

M7 L7 = BN 2(7.7) 0
—f - A EER L OB G OREE

FEEN 5(19.2) 1(3.8)
BeJ ¥ KOV TRk b

ERINTRZ SN 22 6(23.1) 2(7.7)

% O PEIE 3(11.5) 0
MR LY o SRkEE

=il 12(46.2)  4(15.4)
Rt L Ok EE

K77 2 v iE 5(19.2) 1(3.8)

i S BIES 2(7.7) 0
B IBkEE

il2n) 2(7.7) 0
B L ORI R

HHER 3 (11.5) 0
ERNEN IS SR ]

DAL 2(7.7) 0
B R d K UG A FL R

ik 2(7.7) 0
AR IR

Ep 2(7.7) 0
A



LYl B (%)

FEARGE 26 fl
(MedDRA/J ver.22.1) 4> Grade  Grade 3-4"
PR T e T e 2(7.7) 0
FOPR IR RE AR T 2(7.7) 0
* . KBR T3 Grade 5 DA HEHEUT Grade 4 & L TIEBIHEE (CRF) 1250
SRSz,

Ik, NTHERERRTE 7 61 (26.9%) . MiRtha® 4 61 (15.4%) . MBI/ < A4/ F—
341 (11.5%) . FURIREERERE S 3 61 (11.5%) . HEORJERETE 2 61 (7.7%) Kk OVE e
2 6] (7.7%) PR oz, £7-. 1 BUPEJRIHE, infusion reaction, 5 & 9 Bk, T
MAMERERE R Tk, BIE 25, AR, MIEMEMRE., fhsk, %, k& BIE R,
WEALPERRAE 28, R, BEEM B E, BEERMAEREE . (O, OlEREE . ki
FRIERRIE, RIBK - /NIBJ - EEDO TR, K - filEK, BIBBERERETE . JRIFEkp:, &
LI OERITFR D AR D~ 1o o RRIVERFE BURDLI LB 5 (REIR R A R H 25 1)
T E R R T T,



[k - ]

AR OREMIEDBEET LV EFIH LY I 2 b—ra 280 KHI 3 mgke (K
H) 303240 mg & 2 WHEFIE TG LIZEROARA O Mg HiREARE Sz, € oORs
R AHA 240 mg 25 LZBROBRER R, AH] 3 mgkg &b LIZERORE R & ik
LTmEZrd & PRSNZbO0, AANBREICEWTEAENI R SN TS
%« A& (10mg/kg # 2 A TR G) TARIZ&KRG LIZBROREE & & ik L CTRE
ZRTETHShE (TR, AT EEOBEICHIT 57 — 2125 E | AH 3 mgkg
(RHE) X% 240 mg % 2 WFEIFIFE THR G L 7ZBROARA| OIREE T & A 20 3L e &
DEE AR DRI LUSE 7T VPR S, UiZBIEIC O W TR DM T DAL R R
EREOME - HEOH THRME R O MR AZR TRV E THIS U,

R3 AAOEYBENT A —F

- B Cimax Chmind14 Cavgdl4 Cinax,ss Cnin,ss Cavgss
(ug/mL) (ug/mL) (ug/mL) (ug/mL) (ug/mL) (ug/mL)
S mefke Q2W (352 7608) <10-17?'264-5) (17-21‘,"333.9) (75}){3;71) (27.612,'107) (42.717,’?27)
240 me Q2W (513%Z03) <15§3§Zfﬂ (25i?i78) (10&?254) (41%2?58) (62a?%87)
10 mg/kg Q2W (14;?;19) (512?592) (79iﬁ§14) (33??232) (18i}§13) (23$7§86)

R (5%4%,95%40) . Q2W = 2T HEINE, Cmax @ WIEIEE 522 O di i LI R EE. Cminaia : HI[EIF G214
HBEIZRIT D EARIMIE PR, Cogas : PIEHEEH14H B £ TOFEIMEPIRE, Crass 1 EFIREIZE
U’éﬁgi‘%ml\]%iqj/%};f\ Cmin,ss . Eﬁ%ﬁﬁéi%ﬁé%ﬁm(%qﬂﬁﬁ\ Cavg,ss . ﬁﬁ’ﬁ%ﬁ:iﬁﬁéii@m%qj
TREE

T AR OREMEYBEET LV EZFIH LIz I 2 b— 3 Ik 0 AK) 480mg
Z 4 W TG SUIBERGE O ik - B TG U 7T2BROARH O fih I 5 23 et
INic, EORER., KAl 480 mg % 4 HFERE TG LIZBEOEEIREBIZI T 58 m
EHIRE (LT, TCagss) &V, ) 1%, AKI240mg % 2 H[E IR TEG L 72BED Cavgss
EHUT D E TSN (THR) o £z, 441480 mg & 4 HFEMNR CTHREG L7ZEREOE
FOAREEICRIT D emImiETIRE (LLF. [Craxss) EVVD. ) 1, AKI 240 mg % 2 #H
[FlR TG LTZBRD Craxss & I L TR Z R T & PHlSLZ b 0D, HANEBEEICE
WTARMENHER SN TWD i - HE (10mglkg % 2 BRI TG TAF 25
L72BRD Craxss & HHE L TIREZ 7R3 & PRI (FFR) . M T, #HEOmEEICEK
5T —ZIZHAD X KA 3mglkg (KE) F7213 240mg % 2 BRI, 2 L < TAA)
480 mg % 4 FWRINE TR G L7 BEOARR| OBgTE & & A0 T et & o B &2
THBRBLONTE T VPR SN, YEBEEICOW TRE M Thh iR, Bito Ak -
HEDF TH MR VLBV ZRIT R & PRI ST,



R4 AROEYBE T A —F

- R Crax Chind28 Cavgd2s Comax.ss Crnin.ss Cavess
(ng/mL) (pg/mL) (pg/mL) (pg/mL) (pg/mL) (pg/mL)

S meke Q2W (352 '760-8) (16-§?f0-3) (21.321 23.9) (75.%){3171) (27.612,'107) (42.717,’?27)

HOme W | s 1-712"103) (23-33?‘539-0) (30.‘5‘670.9) (105354) (41?57,'21358) (62.11(,)9187)

480 mg QAW (105307) (15.25?17.4) (37.?)?';)4.8) (14?,1 §36) (27.751,'?37) (62.11(,)9187)

10 mg/kg Q2W (14é,9§22) (86.959,.?32) (101,1 ?48) (323,9225) (18421,1 ;‘03) (232,7277)

i (5%45, 95%5) . Q2W :

2UERIIIE. QAW : 4TEBIMING. Cumax : #IIEIH 555 0O fig v L35 PR T
Cumind2s : A 51428 H B IZ351T 2 IR MG F IR E | Cavears : FIRIEE G428 B B & TOE) M FIRE,
Crmaxss © EHIRREIZIBIT B icm MIEFHIRE . Crmings : EFIRMBICI T D IR ILIE FHEEE, Cavess : EFIREE
(2R 2 R i R

10



4. HERRIZOWT

AR E UTHEABREHE (B20FHE) AT TWD Z &b, Y%Ez i
UICEMTX DM ChHIMENR S D, =D LT, RFIOEL 13w 70 B35 52 2 W - K
E L. AFIORGIZ X \EEZREIENZBH LRGN T 5 2 LB E /-, LIF
DO~@DFT T & 7= e i BN TR T 5 Th %,

O MEFRITHOWT

D1 FTid (1) ~ (5) OWVWTIIEYT IR THD Z &,

(1) JEAEFBRENEET 503 A BEEEEILS RS BRE RS A SR EE L SRR
HiEk A3 A RSB RUR e, B S A BRI /NS AUBLRRE, NS AL
e 7R £

(2) FEEREHEFPL

(3) HBENFIRAEDIEE T D B ABHEEEFE (S ARSI EHbT. 23 A BRI
Ik, YA IR HE R &)

(4) AAKRALFRIEE 23R E U, SNRIEB LA RE2 R | USRI L A2 iR
2 DNk IEAEITSR D Jia H AT - T B ek

(5) PUEMEREE AL & BRINGL O i g% FEHE I AR B B H 21T > T B Jifi

®-2 HIEAR T F U N RO FPRIE K ORI S B OO S b 47 7 ik & %
Rz FoEM (FROWTNNIIEE T HEM) 25, SR OARFNEE T 2 inED
HEAE L LTRESATHD Z L,

*

o [ERIGFFHUSHR 2 FFOPNHEZE T L7212 5 HFLLED D ARIE O EFIRIHE %
fToTCWBZ &, 96, 24U BT, BAERYERELZ T & LZRRESEZONHE %
{THoT WA &,

o [EHIGIFEUSE 2 EOYHHEZE T L21%IC 4 L EOBEFERBREZA L T D
ok, 96, 3MEDL R, AR O 23 A S IEE & A el R i S OHE
BIToTWNWAH I L,

o [ERIRFFISER 2 FOPMNHEZE T L7c1RIC 5 2L Eo/NRIE & OVNER A
Ea e/ NERERRREZ AT 5 Z &,

© BENDERELFREEDOEH|IZONT

I HRE BLCIE S 2 BMEE L E S, BRSO OB D . A2 - 2
AR OB P ONERISE IR 5 iR it A FFRNELE LG E OWE
. FERESNITAT DN D IEHINE > TN D Z &,

11




® BHER~DORZ DN T
@-1 HagkkmICEE§ 2 B

MR MERR B O EE AR BITERA N RAE LZBRIC, 24 BRRIR2IRIEHIO T, ik X
IR AR 23 T B L2 BIPERNICIS U CABRE B KON CT ZOFIVER ORI 4
FAREOR RN Y A IS I, BHICRHG TR AR 23> TN D Z &y

@-2 BERUEFHEIC L 2FEFEELAMSICET2EH

AR 2 MR R L OB e 2 AT b EREFEEDNEER =4V > 7/
HEOIERD ATV —= T ZfTWEIRE LR L LA TE 5 F — AERES
SN TNBZ L, B, BEEFICHOWT, DAERE L ZTOFRICHSICEmEnT
WnHZ &,

@-3 BIFERDZUTLRINITE LT

BIVER (FRYE MR BTN 2 | EAEMEEDAE, DR, Mk, B RARE . RIBXK.
INBS, BEO TR, 1 BBERE, BUEATIR. A2, IS TR, mifbrEiase
K. HURMRBEREREE . MEEABEREMRE . MhRREE. BEE. RIBEE. ML, BEEDOK
JEREE . ERIARZEARAE, infusion reaction, FEFE7ZRIMIKRET, MEKE RIEMRE, K5,
g, BEOBHR, SEIRERK, MEORERIR, WERFEE, OEEE (OERE) -
RIR « DEEPEISNMHESE) . ARZFEREE . NG H L, BEALSE) (Zxf LT Yikhiisx X3l
BRI O BRI 2 5 [EAD & U (RHWER OZWroxt s Iz L THRE R OSSR
EZITONLEMICHD L), EHITHEUIREN TE DEHINES>TND Z &,

12



5. ‘EXRLHBE
[Hxhiiz B4 % 31E]
O TROBFIZBWTAFOEEN RSN TND,

o AFEMBABHE L T LY o~ TITHGIE USRS O P38 38
BYEOE AR F U VB A BE

o 2UURALULEOIREREEZA L, ooREE MR X D RREO 20
(H Z& M A A O VBRI ILFF2) . B TR TE D i A o )
A RVNIGY::E<

@ TREIZEZNY T 2 BE AT 2 AR O PG K O A TTEZ DWW T AR OAFZPED

MESLSNTELY, AAOHREGHR LRG0,
o ALTFERIERIGROBA
o MOTUEMESA L O L TR Sh o B

[ 4z B9 ]
O FRICHEYT 2 BFIHOVTIEAR OB ERHEREL SATVD D &b, B 2/T

bz &,
o AHNDORITI R UIBBUEDORBEERE D & 5 BFE

TRIERTOFHMIZ W T FRRICE S T 2 B 12OV T, AAlOREIFHERE Sy

B, MOTEHEERIFUE RS 2 NGEITRY | HRICAHZENT 52 L 2BETE 5,

o MEMMEEOAI IO H 5 BE

o MR AR A CRHVE R 258 6O D A K ONEENME OO J BRI s 2 <o e it ¢
FEDONNZRIEMEZRAL N DD B

o HORERBOAD, XUHIEMHAZE L < IEXFERMEO B R B OB TR D
oraysecy

o EERBMEE (&R A 5 T) Ob 5 ERE

o OB IIBEE A AT DR

*  ECOG Performance Status 3-4 "V 0

(ED  ECOG @ Performance Status (PS)

Score EFe
0 | &<MERIEHTE 5, BFaiE U HEAEESHIRZ: <725,
| AARIICEL LUEENIHIR SN D, SITATRE T, BIEERIE > TOEEIIITO Z LN TE D,
B NFE, EEEE
2 TR CHGDOH DRI O Z LT T X THEELEDERIZTE W, HHD 50%LL B1E~<y FACE I,
3 RONTZEHSOEDED DZ L LnTE7R0, HHO 50%LL EE2 Xy Rl 2,
4 2LENT RV, BOOHFORD O LiFael TERY, BECy KRBT Tild,
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6. HEICERL THETNEFH

NATSCEFITIN 2 BIEIRGEER DR 3 2 BRI D & ARH O Rt & OV (448
O DIZLE R ERE B L ThBEERT 52 &,

TRIEBRLRIZIENE D | B UL Z OFIBETAH IR Ot 2+ L, RE 215
ThobETLHZ &,

EREWERA O~ XY A MZOWT

@

@

MR EN D oD ZENH DD T, AFOBEIZH 1= > Tld, BRE
W (REWL ARIEE, ik, FEEVE) OREFE M O X Ml A o i, Btz +5
(ZATH Z &, Fl, HLEIS U T CT, Mg~ —h —F 02 £+ 5
Z&,

AFNOFEILEE D infusion reaction (2 2 CTEARHI 43 kD T 5 U
i %AT>7c L CBRMET 5 2 & £ 72,2 B B LR O A A 5-FFIZ infusion reaction
DHHLOLNDZEHHLHDT, KFIEGH K OARA G T #IT A Z A
CERRET 5%, BEORBEL SIS 52 L, 70, infusionreaction &
FHLLICGA IR, R TOBELOERD TERIZEIE T 2 £ CHE - 08l
T5HZ &,

ORI REIRE . T ERAERERET R ORIBREENRH 5O b 2 & 03H 5D T,
AFN D ¥ 5B hERT M O G- B I E IR N0 i rE iR A (TSH. 1028 T3,
EHfE T4, ACTH, I 2o —VEORIE) #4252 &,
AHNOFEEIT LY BEORERISICERT 5 &3 2 bildikx e EBOW e
DHLOLNDZENHDH, BENRDOONTHGEITIL, BERLEFRITL U
R 72 05k & BRBR 2 Ff D[RRl & i U Cal bl 2 B nIRe W 217V 18R o5
FOSIT X 2 BWER 2 5o 2 35-51id, AFNORIE T I, R ORIE RE A
NEHOBRGELBET DL, B, BIERERLVE L OERGIZEVREIE
HOYGEERFRD IR WIGEIZIE, BB B AV LISt o Sz il Fl o8
LEETDZ L

PR TR, BB OE0 ARRE L T LEWERDBET 2 Enb 5729,
AR OEEHETHRIZHRWEMORBBUCH2ITEET D 2 &,

1 BUBEPRIS  (BIE 1 BUBEIRS 2 & de) Db bbiu, BERFES 7V F—T &
IZEDZENHLOT, Hig, ol NRH-FOER DR B MBEE O LA 12+
DERETAHZ &, 1 BBERFN DN ICiEREEZPIE L, AR 8l
AIOBGFEDOTY LB LT O Z L,

BIERFIC, FARE, IFERERES . TR, B{LMERE RPN b D Z &0 dH D
DT, EHHIITHERRREZITV., BEOREL+2I2BET 2 &,
SENERNHOLDONDZ LN DD T, IROEE OF M Z EHINI RS D
Z &, £z, RORFEDRRD bNIGEITIR, HONCERERBEL X2 T2 &
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IREEEET L L,
@ AAIOEERRBRICBNT, BEBRENS 6 7 ALNIL 8 M I &ic, TR,
BeEBIME D TAEME T 12BM I L ICHEIMEDRMEZIT > T\ Z L2 BB,
AN G-I E MBI B R A TR OMERE1TH Z &,
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EFEAHEET A R4 v
=R~ T (Bior#x)

(BR7E4 : A7V —AREFHE 20 mg, 7V —RRHFEHE 100 mg, A7 P—
RRMEERE 120 mg, A7V — R K EHE 240 mg)

Y2 99 H (4% 54 3 AKET)
BT BE



SN

1. 1IZU I P2
2. AANOFE. (FREF P3
3. ERIRRE P4
4, FERIZOWNT P18
5. &G XREMDEE P20
6. WHIZEEL THETNEHH P22



1. IILBIC

RIS OF M  ZRMEDOREROTZ DI, U SCEFICE S W2 E AR R D
BND, S5, IHEOREREMOMEAIC L0 | FURESR G 72 & OFH0 72 5B E R
FPEZRLDARIND T T, 2 b OERGNZ EIZHNERBFITRMLT 5 2 L BED
FRRE L 2o TR Y RFEMBGE & O AT EE 2016 O 28 4= 6 A 2 H MR E)
IZBWTYH, EHMNERNEOHERAORE(LHEZXS Z L L ShTnd,

BORVE R ESR T, KEERASCL 2T 0 7 7 A VISBEE D ESRS & B 5 I R
RHZENDD, DD, HMEROLZEMEICET 2 IERSH0ERET 5 £ TORM,
MHEIMOBEZMLSZIT 5 2 EnHIFF SN BT LTERT 5 & &bz, mIfE
RSB L 7B B 2tz & D 2 & AN AHE e — 1 O B i 7= 3 R S BE i A
THZEREHEETHD,

L7eo> T, AAA T4 Tl BRBEELZNE TILELN TV D EFIFR -
BHE RN S-S & | LT ORI O il 72 5 2 HEE T 2 8L b B e gk &%
HROEEFEHEZ =T,

I, ARTA BT A A%, MSIATBOE N EIE G RS SR, A FEABAR
BRI IR s . —MAERTE N B ARERIR NRHE S R OV At FE N B R B B2 00
b EER LT,

RG L I BEIRS - A TR EERE 20 mg, A7 Y — R AT 100mg, 4
— R 120 mg, A7 Y — RS 240 mg (—i%4 - =
P~ 7 (Bl FH#z))

REERDPEIR - TEE OISR AR AT » FRHE O FHE

WG ERDRMERORE  @E . RAICIZ=RL~T GBIE TR Z) & LT, 1[0 240mg
Z 2 ERIRINE S 1[0 480 mg % 4 AR RIE CAGEEET 5,
i OHFEEMEIES A & O 25813, B A=A Lr~7
GBfz MM z) L LT, 1 8] 240 mg % 2 MBS 1 (5]
360 mg Z 3 MR CREEET 2,

B I GE 3O /NP TERRUAAE




2. AHN DR, VERBFF

A7 — R R ERHE 20 mg, [FATEERE 100 mg, [FAGEEE 120 mg K& ORI ERE
240 mg (—f%4 - =R~ T GEE ), LT, TARA) Lvd,) i, NEREES
TEMASLEAZ Ly 7 24 BTV AR =AY —X A7 A7 (BMS) f) 2
BAs L7t K PD-1 (Programmed cell death-1) (Z%}3 5 & Nl 1gG4 € / 7 v —F /LHfk
Th b,

PD-1 (%, iEMHAL L72 Y o o%Ek (TR, BMREK O F 2 7 0% 7 —T M) KOVE

BRI R BT 5 CD28 7 7 X U — (T MR OIEMHAL Z B IE & AUSHIE T2 2
T ICERT2ZAARTH D, PD-1 ITHURIRRAIIRIZIE BT % PD-1 U 7 K (PD-LI
KMONPD-L2) EfEa L. U RERIZIEMES 7 F 2 fmizE LT v REROTEHEIIREZ
BIZFRET L CTWd, PD-1 U W NIFHURE MBI B b O 2 22 JEEHEMR I Z 583
LTk, BMERAMEEE) LR LB T D PD-L1 OFBLLIEOEF
HH & OMICADOHEBEBR & 5 Z & HE I TWwb (Cancer 2010; 116: 1757-66) ,
F o BB AR TR T MRS EAET 24 ¥ — 7 2 a5~ (IFN-y)
12X > T PD-L1 OFEIANFES N, 88 LSRRI IIT 5 PD-L1 ORI E ik o
AL & ORNCIEOHEBARIR R & 5 & D H & 5 (Sci Transl Med 2012; 4: 127-37),
X 51T, PD-L1 Z @5 S E -8 AMiaiE, PUsRFER CDS Btk T Mifa ol fafs
T AT S 525, PLPD-L1 Hi{AT PD-1 & PD-L1 & OfEA ZET 5 &2 OHilE
EEEENREIE T 5 Z EDNRENTWD, D Z LMD PD-1/PD-1 U T2 REEEIX, 2
AR FURRF A7 T MM O OB A BT 5HFD—2 L LTEX LT
Do

AFNZ, FEHRBROFE R 5 PD-1 O iEE (PD-1 U 7 FfEAHEIE) ITREE L.
PD-1 & PD-1 U REDREGEIETSZ LIk, BAPURERRNZ T OIS
PEAL KOS AKIIEZ 63 2 IS 35 PE 2 3903 % 2 & TR AR PSR 2R
ZENER I TN D,

IS OFEN S | AFNTEMEIER ) 2 B 2R EIC R0 55 b0 L HIfF S,
BB 2R & LTCBRRERZ R U, Az, et R OCRAEER R ST,

AFNOVEFRFIC 3 < BE O GIERURIC X 2 BIER S0 & &b, BEIEL I
D RS B AAOB G RO GH%IIT, BHOBEE HHITV. BESR
D BTG AITIE, BB L HUTIE U B 2 ik & B8 & FF oAl & L Col
LI2REERIB M 21T\, B OSRIERIRIC X D REIER A SN 5 5A121E, RIS RE AL
LRI OB EEDHYRLE 2T O LERDH D,



3. BEREE
1B BIBRABE 72 BT « P38 D H 98 O AR I G-I 217 - 72 T 72 BRI RER O pliis 2 37,

[H2hE]

OE B[R A RER  (ONO-4538-125405R)

22O LL DAL FHRIEIE 2 A5 D AR AES R S AN AT AT O TR IR R RE 72 A T - 8
O HFE T RIE T A EE (EEOFLARIE ALY EF5emlNIINLE T 5 IR
FE) BEA9301 (A ARNEE2260 % 5 de, AFIFEI0N], 77 B ARREL63M]) 25T,
7T R ERIRE U CARKI3 mo/lkg Z 238 ] [ @ CREENE L7z & 2 0F MR L4
PEAZ MR LT, FEFHIEEE Th o 2AEFHIM (LLF, T0S) Evvo, ) (R efi [95%
fEEIX] ) 1%, AFIFET5.26 [4.60~6.37] B H, 77 AR T414 [3.42~4.86] » A
ThO ., KENLT 7 BRI L FRIICHBERIER 2R Lz (O — RE0.63 [95%
{SHEX M : 0.51~0.78] . p<0.0001 [J&%Hlog-rank fE] )

10{ =& — AEIH
094 1

0.8 1
0.7
0.6

0.5 1

R

0.4 1

0.3

0.2

0.1 5

0.0

0 2 4 6 8 10 12 14 16 18 20 22

at risk & EFM/M(A)
 AEIEF 330 275 192 141 94 56 38 19 10 5 3 0
IStk 163 121 82 53 32 16 10 4 3 3 1 0

[X 1 0S @ Kaplan-Meier Bi#t (ONO-4538-12 35R)

@ E BRI [F  MFEFER  (ONO-4538-44/CA209649 F5R)

BB D720 e b BRI - 5428 (LLUF, THER2) &9 ,) BEMEOIRE
UIBRARE 72 HEAT - TR O B XX RE B A HE (BEOHOAREREEH LY BT
5cmBAPNICATIE S 2 ifE) BFE 158161 (HARNEZ 109614 5T, AAK|+ by ik 20
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78961 ALSEIRIERET2G1) ARG, AbLFIEIEE IR E LT, RAIHEFFRIEDOFR)
PR OV R Z G LTz, EEFHiSE H T & % combined positive score™ (LT, [CPS|
VD, ) =S5EMIZRT L mHEALFIHIM (LUT, TPFS) & 9,) MOCPS=54EHIC
BT HOSITONT, AHFHLFREIIEFRIEICR LG FRICAEBERIER 2 LT
(1, KX2) , &HIZ, FANTHE SIVTBEFIE L OF BEAREOEY TIZHE > THRIE
PITONTRER, BIWRGHMIIAE & SN 7=CPS= 1M K NITTEMIZ 1T 50SIZ oW\
b AHHEFREI T EFIRIEITS LG FIICA BERIER 2R LTe (1, 3) .
*1:HER2 H|ERHEXITARME D BFH | L OEIBIZIEEO LR & 5 IE O BF bHEANLREE L,
*2 LR AR (BB RN RIN) 285 L [OA4F %Y 775 1[0 130 mg/m? (A%
HfE) % 3 MMM CEMEIEL, #SZ B2 1000 mg/m? ((KEiERE) % 1 H 2@, 2 Bk
A%5%12 1 \BREE, UI@A X% Y 75 F 2 1[H 85mg/m? (EFHED) . AU F— Ly
7 A 1 [8] 400 mg/m? ((REMEFE) MO 7 /b4 17 F 20 1 [E 400 mg/m? ((REHAE) 4 2 8 i b
TRIEFHEL, 704 v 7 )L 2400 mgim? (RERHERE) 2 2 B BT TRARNEHE I 5% 12 12
HERSE] | ARHFI b ERECi, A%l (D1 18] 360 mg % 3 R X 1Z@1 [[] 240mg % 2 #
FIFRE CABEERE) & 2hEh ERROXUT@OAFE & O Lz,
*3 : JEEHHAR 1T D PD-L1 A8 Lol (EEMa, ~ 7 v 77— RO U 3Ek) &g
FfaEChR L. 100 % 3 U7 fiH,

#= 1 BMERE (ONO-4538-44/CA209649 FRER)

e fiE
AR TRHERE Bt [95%(E X ] NP R
(7 H)
ARFAH+ 7.69
g 473 N 0.68
PFS* cpszs  (LTIRIERE [7'036 059'17] [98%({HE X :
{LZERIERE 482 [5.55~6.90] 0.56~0.81]
ARFAH+ 14.39
O 473 o 0.71
cpszs LI R0 pog aneftach
{LZERIERE 482 [10.02~12.09] 0.59~0.86]
ARF 4 13.96
h e 641 - 0.77
os?  cpsz1 ICHIRIERE “2'5151 3134'98] [99.39%f5 5K :
E5RIERE 655 [10.64~12.25] 0.64~0.92]
ARFAH+ 13.83
i 789 . 0.80
ITT fepRite [12'5151 5164'55] [99.3%{ZHEIX ] :
TRZERERE 792 [10.87~12.48] 0.68~0.94]

*1 EEMTREO T — X |

*2 : HEfETIRE DT — % | *3 1 J@Hl] Cox tefil ¥ — FET 1



1.0

0.91

0.81

0.7 1

0.61
ARF AV ERRIERE

0.51 2,

0.4+

0.3 1

0.21

Probability of Progression Free Survival

)= gy - ]
- Ve D) e =R = =~

0.11

0.01
1 [ e e FE LR NSRS ENLIEIE | | T T T | | T

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

At risk %% HEAELEIT T S0 (A)
KFI+HbFeERE 473 384 258 181 132 89 60 39 23 10 8 1 0
(LS ERE 482 325 200 109 72 41 25 18 12 7 4 0 0

X 2 PFS @ Kaplan-Meier Bif#f (ONO-4538-44/CA209649 3RER) (CPS=54£H])

1.01
0.91
0.81
0.71

0.6
AF L HRIERE

0.51

0.4

0.31

Probability of Overall Survival

0.11

0.01

0 3 6 9 12 15 18 21 24 27 30 33 36 39

At risk 3¢ AEBBIH TS OWIR (H)
KEI+HpggEre 789 731 621 506 420 308 226 147 100 49 34 14 2 0
b fiERE 792 697 586 469 359 239 160 94 59 35 15 7 2 0

X 3 OS ™ Kaplan-Meier Hi#f (ONO-4538-44/CA209649 3XB%) (ITT £H)
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(PD-L1 FEBLIR BRI DA %h 1)

[E B[R 255 MAFRER (ONO-4538-44/CA209649 iRER) ICHLA AN SN I-BEDT — 4
(IS % | PD-L1 OFEFLRIBINIENT 24T - 1= A0 RRI T 2 & te) M OVZ4E
PEOFRERIZLUTOEEBY ThoTz,

AN HLFRIEDOF ML, CPS 28 5 K (CPS<1 K TN 1=CPS<5) DHEHLEMT
X, AL LIRERETh o7 (2, K 4),

728, PD-L1 OFBRHUIZ L 6T KAlOZEMET v 7 7 A VITFRETH -T2,

& 2 PD-L1 DREBUIRRFIDE R (ONO-4538-44/CA209649 FAER)

R

PD-L1 R ” - A — RS R HAEH
55 TREE P LSRR taswiktcn) o p i
AH+ 140 8.67
cPS<1 == F =i [6.93,9.69] 0.93
e 125 8.11 [0.69~1.26]
e [6.87,9.82]
AH+ 168 7.16
. =304 [6.83, 8.38] 0.93
PFS* 1=CPS<5 - 815 [0.73~1.20] 0.0257
TR 173 [7.03,9.07]
AHAl+ 473 7.69
CPS25 TSR IERE (7.03,9.17] 0.69
- e 6.05 [0.59~0.80]
== F i 482 5.5, 6.90]
AH+ 140 13.08
cPS<1 == F i [9.82, 16.66] 0.92
e [10.12, 13.83]
A+ 168 12.29
. e =305 5 [9.63, 14.26] 0.97
0S™2 1=CPS<5 - 11.99 [0.76~1.24] 0.0345
i 173 [10.87, 13.90]
AHl+ 473 14.39
CPS=5 TR EpRIERE [13.11, 16.23] 0.70
- 0.60~0.81
e e Y 11.10 : !

(10.02, 12.09]

*1 o EERETRR O T — 2 %2 - PRESTRR O T — 2 *3 1 JEREHI Cox Ll NP — RET L



1.0,
o8 oS
i,
; %
- g, o
% KHN+ bR AR

o
=

L.

Probatabty of Overal Survival
{=]
w

a
2

s
(AR 1'1“"’—*

0.z
0.1
OloI T T T Ll T T T T T T T T T
0 3 6 9 12 15 18 21 24 27 30 33 36 39
At risk £ SEVEZEIS T 206 OWIM (H)

ARIE/ICHE 140 129 112 89 72 51 40 29 20 9 6 3
ICT¥ 125110 92 77 61 41 27 15 13 9 4 3

1
2

0
0

|
o

1.0 x.‘l\%\

il
o

(ON)

o
~

=
-

ARF AL FRERE

Probabilty of Overall Survival
= {=]
= in

s
2

1=CPS<5

0.z
o1 e girt
(LS HRIERE
o 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
At risk % T BB 205 DR ()

AFE/IC #E 168 157 125 99 83 56 34 22 15 7 6 2
ICHE 173 154 133 112 81 56 33 21 11 6 2 1

0
0

0
0

1.0

o CPS=5

0.8 OS

or

b . Ty
AHN AL AR IR

Probabdity of Cverall Suraval
o o
L [}

L -
03 B, »
e ™ nn
0.2 i S e
e (b REERE il W
0.0
T T T T T T T T T T T T T T
0 3 6 9 12 15 18 21 24 27 30 33 36 39
At risk %z MEAEZBEIS T D OWIR (H)
AKHE/IC B 473 438 377 313 261 198 149 96 65 33 22 9 1 0
ICHf 482 421 350 271 211 138 98 56 34 19 8 2 0 O

Frobability of Progression Free Survival

Frabability of Progressicn Frae Sureival

Frabahility of Progression Free Sureival

1.0
o M"’;l CPs<1
&,

osl PFS
o7t H
05 :"’!E_
as 1"|
04 \_K
0z =
0z
= (LR IERE il
I:LDI T T T T T T T T T T T T

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

HEVRAEIS T 2B oW (A7)

140 110 72 49 29 22 11 5 4 2 1 0 0

125 82 53 32 20 11 6 6 5 4 2 1 0
1,0 e

<
o -,11 1=CPS<5
0s k"{»._, PFS
Y

o
N

=
m

a
in

[
-

B
[

o
b

0.1 P e /____ .
{LZEFRIERE L TR .
001, ’ i . . ., § : . i '-I-----I----;
0O 3 6 9 12 15 18 21 24 27 30 33 36
VR REIS T2 OWIM (A)
168 138 93 53 3% 24 11 7 4 3 2 0 O
173 127 91 58 27 12 6 3 1 1 0 O O
1.04=
>
i CPS=5
- PFS
o7
a8
s Y 5 N
A AL RRERE
0.4
e
a2 Rt "
% ‘jﬂw g, e _41—3"' "
1 ,ﬂ:%yﬁyﬁﬁi T T | e e i
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

AR BT 2o OHIR (H)
473 384 258 181 132 89 60 39 23 10 8 1 0
482 325 200 109 72 41 25 18 12 7 4 0 0

X 4 PD-L1 DFEBIRHEID OS KT PFS @ Kaplan-Meier Hif (ONO-4538-
44/CA209649 3R 5%)

(0S (£%1) : EX CPS<1, HHX 1=CPS<5, T CPS=5)
(PFS (%) : EX CcPS<1, HHEK 1=CPS<5, FX CPS=5)



QEFEILFZE I/MAHER (ONO-4538-37 #HR)

{LFFRERE D 720y HER2 [ OVEEYISRABE 21T - FRH O B T B H 65
B (EBOFRLAREEEAMEIY BT 5 om LINICAE T D) B 724 61 (AR
NI 395 il G te, AFIHLFHRE2RE 362 B, 77 2R HLFBRIE2 R 362 6]) %
KRN, 7T B AR HEFEIE A IR E LT ARF AL FRE O F WE & OV M 2 fist
L7z, FEFHEHEE O—>ToH 5 PFS (P RAE [95%EIXHD) 13, AH+ b mismE
T 1045 [8.44~14.75] B H . 77 BARHLFIRIERET 8.34 [6.97~9.40] WA TH Y,
AFNHALFIFIENL T T B AR HEFERIE S UG R B REE 2 /R LT (NP — R
Lt 0.68 [98.51% F#EX ] : 0.51~0.90], p=0.0007 [J&%H! log-rank #7E]),

Fo. b I —OOFEFHMEE TH D OS (FIAE [95%EHXM]) 1%, AH +1{b
FRIERET 17.45 [15.67~20.83] B H. 77 &R HLFRIERET 17.15 [15.18~19.65] 74
HATodY | BAIHEFFEL T T 2R HEFEEITS LG FRICA BRI R & S 72
Motz (ONF— FH 090 [95%E#EXM : 0.75~1.08], p=0.257 [J&H! log-rank #7E]),

*1 : HER2 HEARRESUTARME D BE TG4 & LT,

*2 1 AF| (1[5 360mg % 3 JAMIRHING CATRE) U7 T ERE . LR/ (R Eifi
BR) AOPA L7 [A%9 U 75 F 0 10 130 mgm? (REFERD % 3 38 I CAigE L
THT—=N e XRAZ L) AT Z 20U U LELEA] 40 mg/m? ((RRmAE) XIE A~ % £ 1000
mg/m? (KRS 4 1 H 2, 2 R0 5%IC VEREE |

1.0 Preg
0.9 —A—AF| A FHNVTSIFORY
n S-1RITHARYEE B RE
S-SR [ FFYIVTSFUORY
0.7 - S RIFHARIEZEVHHE
g 0.6
¥, 05 - o) .. N
$ 04 %
0.3 '"%
0.2 e @y
e <
0.0 , ‘ ; ‘
0 3 6 9 12 15 18
at risk# RIS ELEFHRA)
SRITLIIERY s 274 i85 o4 e o ’
TR e 352 25 s = 4 i ;

X 5 PFS @ Kaplan-Meier BEift (ONO-4538-37 3A5k)
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1.0 4
0.9
—A—AFL AFH)TSFORY
08 SHIRIFHRLBE U HHAH
07 -G- ISR AXFHVISFUORY
S-IRIFHARIBEGrRE
4 06
04
03 A
0.2
0.1
0.0 T T T T
0 3 6 9 12 15 18 21 24 27 30 33
EFHRA)
at risk#k
IMASIIIITLBU 360 346 318 269 232 193 169 150 102 58 23 2
TR ATIIIITBY 362 342 301 259 219 192 167 141 97 48 16 5

X 6 OS ® Kaplan-Meier it (ONO-4538-37 3ER)
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[Ze 2]

OENFEIMAHRE (ONO-4538-12 55#)

B EHGIIAKIRE 300/330 5] (90.9%) . 7T & AREE 135/161 5] (83.9%) (ZFD H AL,
TREREE & DR RBMR DG E T E RWE FEFRIIAAIRE 141/330 il (42.7%) . 7T &R
#F 43/161 B (26.7%) IZRE® BV, W ORETHILRD 5%LL EORIERIEI T #
DEBYTHoT,

F3 WTNOHOBETRIEERN 5% EDOBWER (ONO-4538-12 3AER)
Bt (%)

CHER PNy |

HoAEE ARFIHE 7T v iR
(MedDRA/J ver.19.0) 330 {1 161 7]
4 Grade  Grade 3-4 Grade 5 4 Grade  Grade 3-4 Grade 5

EEIEH 141 (42.7) 34 (103) 4 (1.2) 43 (26.7) 7 (4.3) 2 (1.2)
HEEE

T 23 (7.0) 2 (0.6) 0 3 (1.9 0 0
—i% - 2HEER L OGN ORE

9% 5 18 (5.5) 2 (0.6) 0 9 (5.6) 2 (1.2) 0
FJEE KO TRk R

% 9 FEIE 30 (9.1) 0 0 9 (5.6) 0 0

595 19 (5.8) 0 0 5 (3.1 0 0

2B ARHIREC B TRV MEIGR B 7 61 (2.1%)  BEEUH BARIE / 2 A/ F—9 1] (2.7%) |
KIG% « EHEED THI 441 (1.2%) . 1 BIBERRIA 3 1] (0.9%) | ITHERERE 18 5l (5.5%) |
% 1451 (0.3%) | HURARERERET 13 5] (3.9%) . #fkfEE 10 ] (3.0%) . BEH%nEk=
E 14 (0.3%) . THEMERERE 1 61 (0.3%) | FRlRMARIERAE 1 61 (0.3%) & U infusion
reaction 1 5 (0.3%) 2378 HiLiz, £7o, HIEMMEE, OfHK. sk, Ml
PBUDVESRBES . R PRE, BEE QRS MK - B, BERKEK DS E D FERITR
Lo To, REWEHREBLRIUIEEFS (MIRMREERT 2 51) 5 OEFER
R,

@EFELF AR RBR  (ONO-4538-44/CA209649 7kbR)

A EFGITIARA L FIIERE 776782 5] (99.2%) . b7FHEIERE 752/767 i (98.0%)
(2588 B AL, AR LFHE & OREBERNEE TE WA FEEFRIIAA H b7k
TE 738782 5] (94.4%) . LFRIERE 679/767 1] (88.5%) TR HLTZ, WDt
THELEN 5%LL EORWERIZTTERD LB Tholo,
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F4 DTN ORETHRERN 5% EOREITER (ON0-4538-44/CA209649 FAER)

%k (%)

Rkt AP (LRI
(M:iDRA/J ver. 23.0) 78231 76741
“4Grade Grade3-4 Grade5 4:Grade Grade3-4 Grade5
EEIEH 738 (94.4) 462 (59.1) 4( 0.5) 679 (88.5) 341 (44.5) 0
B W
HEL 323(41.3) 20( 2.6) 0 292 (38.1) 19( 25) 0
T 253 (32.4) 35( 4.5) 0 206 (26.9) 24 ( 3.1) 0
I - 195(24.9) 17( 2.2) 0 166 (21.6) 24 ( 3.1) 0
(& 73( 9.3) 2( 0.3) 0 61( 8.0) 0 0
SISPS 57( 7.3) 7( 0.9) 0 47( 6.1) 1( 0.1) 0
PR R R
Kt = 2 — {F— 221(28.3) 31( 4.0) 0 190 (24.8) 22( 2.9) 0
KRR = = — 1 3T — 137 (17.5) 16 ( 2.0) 0 119 (155) 14( 1.8) 0
BlhEr 59( 7.5) 2( 0.3) 0 61( 8.0) 1( 0.1) 0
MR A 42 ( 5.4) 0 0 38( 5.0) 0 0
SHYR 40 ( 5.1) 2( 0.3) 0 17( 22) 1( 01) 0
RRIR A
At v R 158 (20.2) 83 (10.6) 0 118 (15.4) 67 ( 8.7) 0
i/ IR SR 156 (19.9) 20( 2.6) 0 115(15.0) 19( 2.5) 0
TARGRUMT I ) NS A7 =5 122(156) 12( 15) 0 69 ( 9.0) 5( 0.7) 0
—-E 8
i B Ha D 112 (14.3) 23( 2.9) 0 77 (10.0) 13( 1.7) 0
TI=VT ) NI AT 2T —EH 89(11.4) 6( 0.8) 0 50( 6.5) 5( 0.7) 0
n
U R— 8 89 (11.4) 45( 5.8) 0 34( 44) 16( 21) 0
77 —EHm 71( 9.1) 21( 2.7) 0 22( 29) 2( 03) 0
M7 A Y HRAT7 7 2 —FHN 52( 6.6) 5( 0.6) 0 34( 4.4) 2( 0.3) 0
e v e o Hn 48( 6.1) 4( 0.5) 0 32( 42) 2( 03) 0
IR E 45( 58) 2( 0.3) 0 33( 43) 1( 0.1) 0
MR LY o SREE
2 1 203 (26.0) 47 ( 6.0) 0 171(22.3) 21( 2.7) 0
B A ERIB D E 191 (24.4) 118 (15.1) 0 181 (23.6) 93(12.1) 0
M /IR iE 157 (20.1) 19( 24) 0 145(18.9) 13( 1.7) 0
1 BRI E 63( 81) 5( 06) 0 55( 7.2) 11( 14) 0
—f% - EEEER X OG0 RRE
57 202 (25.8) 30( 3.8) 0 173 (22.6) 17( 22) 0
I 9 73( 9.3) 7( 0.9) 0 81(10.6) 10( 1.3) 0
FEEL 64( 82) 4( 0.5) 0 22( 29) 1( 0.1) 0
HEHEE D JAE 62( 7.9 6( 08) 0 45( 59) 5( 0.7) 0
s 2k 42( 54) 2( 03) 0 36 (1 4.7) 0 0
FEIE R KOV TR
FH - RIERFSTRATE A SAEERE 94 (12.0) 11( 1.4 0 81(10.6) 6( 0.3) 0
HIB 74( 9.5) 7( 0.9) 0 12( 1.6) 0
% O FEIE 54( 6.9) 1( 0.1) 8( 1.0
Rt L OvsREREE
RAEOR 157 (20.1) 14( 1.8) 0 139 (18.1) 13( 1.7) 0
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Bi% (%)

ke AFI (R (R
- 782151 767451

(MedDRA/J ver. 23.0)
4Grade Grade3-4 Grade5 4:Grade Grade 3-4 Grade5

A s

FOIR B R T E 70 ( 9.0) 0 0 2( 03) 0 0
BE, PEB X OWES IHE

EANITPE D BUR 66 ( 84) 11( 1.4) 0 30( 3.9) 5( 0.7) 0
G R E

W EEUE 48 ( 6.1) 4( 0.5) 0 10( 13) 2( 03) 0

7235 ARH AL F BRI B\ TR 466 141 (59.6%) | T HERERE S 203 141 (26.0%) |
infusion reaction 111 1 (14.2%) . FURIREEEERET 96 61 (12.3%) . HHEUTHALAEIE 68 i
(8.7%) . KM%k - /MG - HEED T 52 5] (6.6%) | IEMEMIZEE 42 61 (5.4%) |
HEOREEE 28 i (3.6%) . BHERelEE 26 1] (3.3%) . (LB 15 1 (1.9%) .
FRAR AR ZEARAE 13 61 (1.7%) . 28 761 (0.9%) . FE(LHREREE 6 41 (0.8%) | Fl
RAFSAEREE 4 B (0.5%) . M2k 3 61 (0.4%) . LB 2 B (0.3%) . 1 BUHEGRSS 1 B
(0.1%) . SEHfEHK 16 (0.1%) . FEEZE 161 (0.1%) M OVEFL 161 (0.1%) 2D 5
iz, E£io, EEMHEGE, MK - BRI, fhzk, mMEIRE %, EERmEES. Bl
FENT . TPARA, AREFEREE . MBRERIEMRE R ONEE; HH IR S o 7o, RENE
MZBURDUIBIHFS: BARRAEERE 2 5T) 2B 0EHERE =T,

Q@ E B[ /M ARRBR  (ONO-4538-37 7lbR)
B ERHGIIAK| LSRR EERE 358/359 5l (99.7%) . 7T &R b RRIERE 357/358
(99.7%) TR HAL, AF, 77 BRI E L ORRBEBNREE TERWVEE
FRITIARA b7 RERE 351/359 1 (97.8%) . 7° 7 & A+ 1L #E 349/358 151 (97.5%)
RO BTz, WTNNDORETRIRN 5% EORITERIZT FROLBY THoT-,
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#£5 WTNOLOBETREREARY 5% EDOBWER (ONO-4538-37 RAER)

B e 2\ B (%)
AR AR TSR LR
;%ﬁigDRAva221) 359 B 358§
o 4> Grade  Grade 3-4 Grade 5 4> Grade  Grade 3-4 Grade 5

2EIEH 351(97.8) 205(57.1) 3( 0.8) 349(97.5) 174(486) 2( 0.6)
AR RIEE

KRWHEREE = 2 —m/%F 201(56.0) 14( 3.9) 0 189(52.8) 8( 22) 0
S N 57 (15.9) 0 0 52 ( 14.5) 0 0
FRME = 2 — R — 51(142)  3( 0.8) 0 47(13.1)  10( 2.8) 0
SRR 24( 67  6( 1.7) 0 12( 34) 2( 0.6) 0
B Ik E

L 181(504) 10( 2.8) 0 180 (50.3) 12( 3.4) 0
T 125(34.8) 16( 4.5) 0 110(30.7) 14( 3.9) 0
i 72(20.1)  5( 14) 0 66(18.4) 3( 0.8) 0
AN 64(17.8)  6( 1.7) 0 46(12.8)  4( 1.1) 0
(LA 44(123)  1( 03) 0 26( 17.3) 0 0
it 19( 5.3) 0 0 17( 47)  1( 03) 0
AR AR A

Bt Hh BRI 157 (43.7)  71(19.8) 0 134(37.4)  57(15.9) 0
s IR S 144 (40.1) 34( 9.5 0 157(43.9) 33( 92) 0
P i Bk AR 77(21.4)  10( 2.8) 0 60(168) 9( 2.5) 0
TANRGEURT I/ F 54(150)  4( LD 0 44(123)  2( 0.6) 0
T URART =T —B M

TI=UTI) TR 41(114)  2( 0.6) 0 36 (10.1)  6( 1.7) 0
7 =7 —E N

MmH e U e s 34( 95  6( 1.7) 0 2( 61) 2( 0.6) 0
R E D 22( 6.1) 0 0 19( 5.3) 0 0
y—ZAEINLRT A 21( 58 6( 17) 0 9( 25 5( 14 0
7 =7 —EH
Rtk KOs E

AAEOR 187 (52.1)  29( 8.1) 0 196 (54.7) 23 ( 6.4) 0
—i% - BEEER X O S ENLOIRRE

e 72(20.1)  5( 14) 0 72(20.1)  2( 0.6) 0
R 59 (16.4) 0 0 62(17.3)  1( 0.3) 0
FEEN 32( 89) 2( 0.6) 0 14( 39 1( 03) 0
1S RE 27( 75)  4( 11) 0 26( 73)  5( 14) 0
KRG H X OVE TRk b

FE - RERFRMT RS 53(148)  5( 14) 0 48 (13.4)  4( LD 0
SiE (G

95 45(125) 2( 0.6) 0 14( 3.9) 0 0
Z 5 PESE 42 (11.7) 0 0 14( 3.9) 0 0
Fe 6 (5, 3558 7 20( 5.6) 0 0 21( 5.9) 0 0
2B 14( 39  3( 08) 0 5( 1.4) 0 0
BRI E 13( 3.6) 0 0 7( 2.0) 0 0
Mgk KOV >R bEE

#rifn. 68 (18.9) 27( 17.5) 0 66 (18.4) 19( 5.3) 0
/SR IB iE 23( 64) 8( 22) 0 16( 45)  4( 11 0
T H BRI E 19( 53) 8( 22) 0 200 5.6)  9( 25) 0
M. MaEREs K OVEhm R

Lo b 200 56) 1( 03) 0 10( 2.8) 0 0
18 PR

Jik=gT 23( 6.4) 0 0 16 ( 4.5) 0 0
Py s Res 5
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B (%)

LN

- A bR 7T R HALRIERE
%ﬁggDRA/J ver.22.1) 359 358 1l
_ o 4= Grade Grade 3-4 Grade 5 4= Grade Grade 3-4 Grade 5

FOIR BRFE REAS TE 24(C 67) 1( 03) 0 7( 2.0) 0 0
BE, hEB L OWE S HE

HEAIZPE S RS 32( 89) 5( 14 0 16( 45 2( 0.6) 0
AR pri s

TR 13( 3.6) 0 0 15( 4.2) 0 0
JHREIE SR B 5

TR e S 10( 2.8 1( 03) 0 14( 39 1( 03) 0
S R E

SBBUE 14( 39 3( 0.8) 0 9( 2.5) 1( 03) 0

7238  ARH AL AR I\ TR RE 282 51 (78.6%) | JHBERERE T 83 151 (23.1%) |
infusion reaction 48 5| (13.4%) . HWRARFEREREES 30 ] (8.4%) . BRUMRELARIE 24
(6.7%) . KM%k - /N2 - EEDO TH 24 6 (6.7%) . FVEMEAZE 15 41 (4.2%) |
HEEOREREE 14 4] (3.9%) . BHRERE 96 (2.5%) | AR 6 61 (1.7%) |
FrAR AR ZEARAE 3 1 (0.8%) . 1AUBEIRYE 361 (0.8%) . ATZ 261 (0.6%) . FEEZ2 M
bR 2 1 (0.6%) . AFAR4 2 5l (0.6%) . LMl 2 5] (0.6%) MOV EERBERERREE
141 (0.3%) &bz, Eio, BIEMEIIE, Ok, k. MK - filEK, BIE
IFde, WEALVERRAE 2%, MERBRIEMRE, RikZ. AREFEkEs. Mg, B, BRE S
EIRRITRBO bR oo, ABIEHFEBURDUIBERS (BIRRAMER %5 T)

EEDERERE TR,
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[ - HiE]

AR OREMEYBETT L ZFHA LY 2 2 b— 3 42k v, KK 3 mgkg (K
H) XX 240 mg % 2 JARIEINGE TG LIBROARR O Mg iR EDP S S iz, ZOf
R AHI 240 mg G LTZBROREEEIL. AH) 3 mgkg %G LIBROBREE & & ik
LTREZRT ETHIENTZb DD, ARNBFCBO CARER RIS TV D H
5 - & (10mg/kg % 2 BFFERECHRE) CAAIZ G UzBEOgE & & ik LR H
o LTRSS (FR) AT BEOFBEICE T 527 —Z 15 E | KA 3 mg/kg
(REE) 0T 240 mg % 2 HFFIFE CHG- L 72 BROARRF OBRE & & Ao 3 etk b
ORI & T D IRBE ST T APERE S, Y% OV TREIT DAL A R,
ERROME - HEOR TAEIMER ORI 2RIV E PRI,

£ 6 FADEYBRE T X —F

- B Cimax Chmind14 Cavgdl4 Cinax,ss Cnin,ss Cavgss
(ug/mL) (ug/mL) (ug/mL) (ug/mL) (ug/mL) (ug/mL)
3 melke Q2W (352 7608) <10-17?'264-5) (17-21‘,"333.9) (75}){3;71) (27.612,'107) (42.717,’?27)
240 me Q2W (51?1%.103) <15~22?.354-6) (25-31‘}?4}7.8) (10;,5254) (41?57,.21;58) (62.11(,)9187)
10 mg/kg Q2W (14;,9;19) (51.621 ';9.2) (79.90(3'51;14) (33?,9232) (18421,1 ;13) (23?,7286)

Pl (5%, 95%45) . Q2W = 2B FIRING. Cimax 1 FIEIHZ 515 O fe S MLVE TR EE, Cminaia @ FIEIHR 51414
A HICRT DB MiEFIBE, Caugas: AEFR 5140 B £ TOPHMFEFFREE. Craxs : EHIRIBICE
;éi%%‘miﬁtpﬁi%fﬁ\ Cuinss © EHIRIBIZI T D FARMIF FIRE . Cavess : EFIRABIZISIT 5 XM+
F o, ABIORERSEDBIREE T NV EZFIH LI I 2 b— 2 280 | KA 480mg
Z 4 JE IR IR T G- XUIBEAGE O AT - &5 TG L 72BR O AA O s H i BE D3 s
Ilc, TORER. AHAl 480 mg & 4 HFEN TG L7ZBEOEEIRBIZI T 5 F i
HEHIRE (LT, [Cagss) &9, ) 1&. AHI 240 mg % 2 JAHIHIFRE THR G L 72BED Cavgss
CHET o TS (F&R) . £72. KK 480 mg & 4 HHFRE TR LIZEREOE
FAIRBBICER T D@ METRRE CLTF. [Craxs) EV¥9. ) (X, AHI 240 mg % 2 JH[H
RE CTHE G LTZERD Craxss & L TREZ T & PHISNIZb DD, AARNEEIZE
WTEREPHER SN TWD YL - & (10mg/kg % 2 BEERE TR E) CTAKIZ &S
L7oBRD Craxss & BB L CTIRMEZ R T & THIS e (FR) . IR T, #EEOREICE
5T —ZIZHAD X KA 3mglkg (KE) F7213 240mg % 2 BRI, 2 L < ITAA)
480 mg % 4 I RINE TG L2 EROARA| O & & A0 AT & o B 4 fE
T HURER ST T VBESRE S, YEBEIC O W TRFIDM TN /R, Eito Ak -
HAEOM THIMER VLI 2R T v & PRl Tz,
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R1 AROEYBE T A —F

i - S Crnax Cmind2s Caved28 Cmax.ss Chnin,ss Cavess
(pg/mL) (ng/mL) (ng/mL) (pg/mL) (pg/mL) (ug/mL)
3 meke @2W (35-521 '760-8) (16-25?"%0-3) <21.321 ??3.9) (75}){3179 (27.612,'107) (42.717,'?27)
HOme@W | s 1-712"103) (23-?539-0) (30.2670.9) (10;,5354) (41?57,'%1358) (62.11(,)91 87)
480 mg QAW (105307) (15.25?17.4) (37.?)?‘;)4.8) (14?,1 236) (27.751,'?37) (62.11(,)91 87)
10mghg QW | (146222 | (365132 | Gotse) | (29325 | (sa 309 | (36370

R (5%, 95%45) . Q2W : 2 @M RIRE. Q4W : 4 B RIFE. Cmax : FIEIFE 554 D 8 MLIE FIREE . Cminzs

’?)j@&'ﬁ:‘?& 28 B E L:%cj-é%{&mlzjﬁal:}j%&?\ CavgdZR : %ﬂ@&%—‘?ﬁ 28 El E if@qzi@[ﬁl%t‘zp/)%}g\ Cmax‘ss .
TEHFIRTBIC T D B M PR L. Coinss @ EFIRIBICIS T D BARMIE IR, Cavgss : EFIRIBITISIT 5

Y1l 15 e e
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4. FEERIZDOVWT

S U A 7 EEEHE (RMP) (ZHED & | AHI D E I MR RIEE) ~ D 1 1 4T
NdHHER T > T, AFNOEEN#EE) 72 BE Z2W - FrE L, AFIO#FGICL Y BHE
7REWER 2B LT BRI 5 2 & BB R 7o D LLF OO~@DF T A& 72 i
RIZBWTHEHT H5R&ETH D,

O HERRIZOWT

@1 FEEo (1) ~ (5) OWVTNNITHEU T LM THD Z &,

(1) JEAFBREDIEET 20 AREERNLRPES G EN RS A S REEEIL AR B
HIER 2 AU RS B ISR e, sk s ARSI b A &)

(2) HrEksREmbE

(3) HEAFIRAEMEET D03 ARRFOEEERRE (DA BRI ERPE, 23 AR
Wb, AN ABIRERE R &)

(4) ARACFRIEEZRE L, ARG L FRIEZRR 1| TS RIS L a2 R
2 Ofiig FYEIAR D | 21T - TV D ek

(5) PrEEMEREREAIL S E BINR Ok R IR B R 21T > TV B itk

®O-2 BREOALFHRIEK OREIER TSR OXIS A4 72 505#% & #BR 2 R o= (FRO
WFNZRE S T D ERN) 23, HE2REEORANCET HIEROEEE L L TREIH
TnnHZ L,

*

o [ERIGFFEUSE 2 EOYHAHME ZE T L2121 5 FELLED D ATRIED BERAHE &
[THoTWBZ &, b, 2L R, RARMIRELS T & L2 BREEZOHHE 2
{ToTWVWBHZ &,

o [ERNRIFESHE 2 EOWHANHE ZE T L2512, LSS DN AL 2 & 5
HELL ORI ZOER 2 IT> TN D 2 &y

o [EHIGIFEUSE 2 EOYHHEAE T L121%IC 4 L EOBEFERBREZA L T\ 5
Z Ll 9b 3L R, LR DD A SRR 2 T oM bR S D R IRAHE &
{ToTWVWBHZ &,

@ BEANDOEFMFREHOEHIZOWNT

BRI A B T 5 B DS AL S, BERMZE D OfFRE A, Ao - &
EMEIRENE R OF IR OERSE ST 2 et A FFRNRAE L2GE oWt
BB, ENHCDIATOND RGN ESTND Z &,
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@ BEA ~DXRIGIT 2OV T
@-1 HEsAHIC BT 2 B

VR MEGE RS O TSR BIER T4 LI-BRIC, 24 BRSSO T, Mi%hiak X
IEEE R 1BV T, BEL L2 RIWER IS U CARBEE B K O CT O RIVEH ORI &4
HAAREOFERAY BRI S, BHICKHG TR IRH N E > T D Z &,

@-2 BERHFEIC L 5FEESINICET 22 N

ARSI D BEPTR 72 50 e O\ Re 2 A 2 BIRIERE D EltEl =2 ) v 7
EEDIEROA Y ) == T ZATOWERE L FwAE A TE 5 F— AERAH 2
SN TWD Z L, B, BIIAHNCOWT, BDABE L ZDOFEEIZHHIHm ST
WwWnHZ &,

®-3 BIER OZWLRIGIZE LT

BWER (REMMZEEIII X BREMGEDAE, (DR, MRk, SO RAEE., KiK.
NS, BEED TR, 1 BBERIE, BUEMFIE. AR, RS R, s brEinse
K%, HURIRBEREREE . MRS, MhRREE. BEE. RIBEE. ML, BEEDOK
JEREE . ERiARZEARAE, infusion reaction, FEFE7RMKRET, MEKERIEMERE, F5EZ.
gk, BEDOBHR, SEIREK, MEORERIR, WIERFEE, OEfES (OEE) -
RIR « DEEEIANNHESE) | ARZFEREE . TG H M, BEALSE) (Tef LT Yikhiier X3l
BRI O BRI 2 5 EAD & U (RUWER O ZWroxt s I L THRE R USHE
EZITONDLEMICHD L), EHITHEUIREN TE DEHINES>TND Z &,

iy
g
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5. B#EXRL R DBE
(B 2hiEIc B d % F1E]
O TROBEIZBWTARIORENERHIES N TN D,
o 2 OU EOLERIEREO & 2 IR VISR AR 2R LT - TR AR ORFIHME

5)
o BRI D 72 HER2 [2PE DR YIFRARE AT - fR38 BB (LK
& OHFHEE)

o (1) AFXFVVTITF RPNV EZE Y, (i) AF PV TFI7F0 KU F— vy
LAROTNAaT T, XiE (i) AFH VT TFoRRTH 7= - FAZ L - T
Z VN A U T AECSHA

C)I%Aﬂﬁmmﬁ%(mw&mmmmm%wﬁ%)&Ul%Aﬂ%mmmﬁ%
(ONO-4538-377fk) 1T\ T, i ((BFRIEXIT T 7 B R HbEFRE) &
i L, $ﬂ+m%%&@ﬁw@ﬂrénfwéottb\xﬂ@tﬁﬁ_;bﬁ
EREDORBFENE L R AR S (pll~152H) | £7-, PD-LIZFEILRIL
(CPS) 12XV ARKID LRGN EN IR DN RIEI N TND (p7~85H) , R
HI& LT, ZhbZ2E 2, PD-LIFEBLER A35%A0H (CPS5ATH) Th D 2 L MR

SN TR T, AEFRERMIC L D2IBRICOVWTHEBET 5,
* RFIOBWIEFE L LT, BR5E4 : PD-L1IHC 28-8 pharmDX % =] 2EAFRE I TV 5,

@ TREICEZ M T 2 BE KT D AF OB G K OMEHFIEIC OV TR, RAIOF M
DL SN THE LT, RAOEEGERIR LR DI,
o —RIBRM O TIRIBIR T TR W RE ISR B AH| o B 5
*  HER2 G0 B 1Tk D b7k & oS
o OTABIOHIMEN R SN TOIRMEOHUEMEIEEA] & OOF &5
o INEMBNRIE L LTS

(PB4 2 FH]

O TFRICEZYTILIEZIC OV TEIAAORENEDE SNTWDL Z b, 51T
Dipnz b
o KRHIDOBSTIHKT LIREUE OBEERE D & % B3

@ TRERTOFHMIZEB W T PRI S T 2 BE 1T OV T, AFIO B HITHERE S e
W, MOTEFRIUL N 22 WIGEICIRY | HEICAKZENT 52 L2ZBETE D,
. %E@Mﬁ%@A%Xi%@@%é$%
o JRER I AR A CRVE R 258 6 D B K ONE B 0 Sl i i 2 <0 i et Jifi 2%
%@%K*E@Zkﬂ#%hé%ﬁ
o HOREEBOEDE UTEMERRF L <IXFERMED B iR B OB EREO
»oRE
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o JRESEAEIE (EMERRBAIREZ GTe) ObDHEE
o FEEOBRYIIBEE AT HEE
e ECOG Performance Status 3-4*Y 0 3

(ED  ECOG @ Performance Status (PS)

Score | B

0 | &<MERIEEH TS5, Bl &lFE U R EAERNHRZ AT D,

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

BATHRECTHSOF DY O Z L3 X TAFELEAMERIT TE 2, A 50%A Eid~y R4 Tl 27,

RENTZHSOHOEY OZ L LnTERY, BFO 50%L L&~y R+ TiaZd,

AW

ELENT RV, BAOHOEY OZ L34 TERY, BEICy R+ Tl I4,
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6. REIZELTHEEBITREEE

I SRR TN 2, & IR B3 D R 2 ERFE 1T KD & ARH O FriE K OVl (Ef#
RO olicnE i tERe +oIc 8 L Cr AT 2 &,

TRIRBARICIENL S | BB XX E OFIRICAHINMER EREEZ +o3 L, REE 5
ThroEETHZ L,

KA e AL E OG- O RS 2 W 2356 PD-L1 BELR LR T 52 &
W E LAY, PD-L1 FBELRDFER T E 2 WIGA I, KAl & bFiE L OffHO
WA 2w W L B TR 5T A 2L,

FERBEIMERO~RT A MZONT

@

@

MEMEREBEN D Lo b Z ERH DD T, KFNOEGIZHT- > T, BKRIE
W (PRI RIS, ik, FEEVE) OffEsE M OWE X & 0 s, Btz +5
A5 2 &, Fo, MBS CTHE CT, MiE~— 0 —FDMm&x I+ 5
Z &,
AFN O EIXEE D infusion reaction (i x CEARFI 322kt D T 5 U
faAT > 72 LTt 2 Z &, £72.2 [8] H LABE O &A% 5-KFIZ infusion reaction
DHHLOLNDZEHHLHDT, KFIFEEGH K OARA G T #IT A Z A
CERAET 5%, BEORBEL SIS 52 L, 70, infusion reaction &
FHLLUICGA IR, R TOBELOERD TERIZEIE T 2 £ CHE /08l
T5HZ &,
ORI BRI E . TRAEERT R ORIBREERH 6O Z B3 HH DT,
AFN D ¥ 5B haRT M O G- B I E IR N sk re iR A (TSH. 1028 T3,
FERE T4, ACTH, M=oY —VEORIE) #FEhEd 52 &,
AFNOEGAZ X0 | WEDOREEISIZER T 5 & B 2 b D4 R R IEREE
DHLLNDZENDD, BENRDOLNLLGEITIE, BERLEFRIIS U
B 72 ek & Rk & e O Al & i U Cl bl e BRI W 2 ATV, IR DS
FOGIZ X 2 BWER 2N g0 23551 1E, AR ORFES T I, R ORIE BE A
NEVRIOBRGEEEBRTHZ L, B, BIBRERLVEYOEEIZIYEIE
HOYGEERFRD IR WIGEIZIE, BB RE AV LISt o Sz il Fl o8 in
HLEET D,
PR T % BOEBOE AR L T LEWERDBELT 2 Enb D729,
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