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,
AR OEEHETHIZ S RWEM ORI 2ITEET D,
1 BUBE IR (BIE 1 BUBEIR S 2 5 de) b bbdv, BERPMES R 7o R— X
IZEDZENHLHDOT, Alg, HED, EHFEOREROBHRCMAEED L2
SEET DL, 1V EERBFNEDN -G ICITEEEZRIEL, AR ) H
FOFGEDHME) R EZITH Z &,
BIEATIE, P4, ITHEREREE . TR, B{EMEE RPN H LoD Z & ndH D
DT, EHWIIITHERERE LTV, BEOREZ H3ICBET 52 &,
SEIERNH LD Z DD DHDOT, IBRORE OF A EHICHET S
22



T &, ol IROBEEDFRD DNIGEITIE, #PNICIEREE 222 5 &
IRBBEEEET D L,
® AFNOEERRBRIZIBNT, BERENOH T FEMIT 6 B I L. TnlEE, 12
W Z LAZHRMEOFHI 24T > TWe 2 & 2 5B, ARG I 30E HIA I g
RETHROMERZITOI Z &,

23



EFEAHEET A R4 v
=R~ T (Bior#x)

(BR5E4 : A7V — AR REFHE 20 mg, 7V —RRHFEHE 100 mg, A7 P—
RRMEERE 120 mg, A7V — R K EHE 240 mg)

~ PR P B~

¥Rk 3 048 H (457F054F 3 AKET)
BT BE



SN

1. 1IZU I P2
2. AANOFE. (FREF P3
3. ERIRRE P4
4, FERIZOWNT P10
5. &G XREMDEE P12
6. WHIZEEL THETNEHH P13



1. IZT®IZ

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, HMEROLZEMEIZBET HIERSH0ERET 5 £ TOR,
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 ARITA BT A A%, MSIATBOE N B R A A, AmtEE AR AR
BRI 7o, —AFEENE N A ARBRIRNBHE S FEdR s FNEENE A B KR 72 &k O
—MRFEETEN B AR D /106 EER LT,

KR LT DEHS - AT U — AR A 20mg, A7 YU — AR AR EE 100mg, AT
— AR RLEETE 120 mg, A 7Y — RS EHE 240 mg (— %4 - =
A~ 7 (Bia T Z))

KR ERDEIRE - CIBRARBZRHELT - FRIE O MMl b i il

MELRAMERONE  @E, RAICIZ=R L ~7 (BIa R Z) & LT, 18 240mg
Z 2 MG S 1 0] 480 mg % 4 3 RIS C AR 5,
AV LAvT (BETHEEZ) COFHT 2561, @, lRAI
F=AR~7 (ElaHH#z) & LT, 18240 mg % 2 BHEHH
fR 313 1 [B] 360 mg % 3 A FR C AR ERHET 5.

B s B 58 3 OF /NP TERRUSAE

(%)

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

#z)) OBEEXITHHE, FEKOH&

IHRE ST R « UIBRARBE /AT » TH3& D B M 5 b iz

MEEOHE  =AL~7 (BlarHfiz) Lotz T, @%., AKIZA ey

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

TS 5,




2. AHN DR, VERBFF

A7 — R R ERHE 20 mg,  [FATEERE 100 mg, FATEEE 120 mg K& ORI ERE
240 mg (—f%4 - =R~ 7 GEE ), LT, TRAL Evd,) i, /NEPSES
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 /LHLfk
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 CTWb, PD-1 U W RIFHURE SN B b O & 22 Gk 58 B
LTk, BMERAMEEE) LU LB TS 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 AKII S 63 2 A A5 05 PE 2 3990 5 2 & TR AR P B 2 R4
ZENER I TN D,

IS OFEN S | AFNTEMEIER ) 2 B 2R EIC R0 55 b0 L HIfF S,
FEMER R B N AR 2 kP & U TR IRARIR 2 S0 L . AR, el R OV MR R
i,

AN VE T I < HBEE D RPERRIT X 2 ANERS2 6 & b, B XU
D RN B o AFIOE PR OB SR, BHOBRL AT, BEIR
D BTG AITIE, BB L HGUTIE U B e ik & B8 & Fe o R Aifi & i L Cil
EIREERIRI 24T\, BEE D RIERIGIC & 2 BIER A DI 5 A11E, BRI E R
T LA O EEDOHE YR AE EAT O MENH D,



3. BRERAE
YIBRANBE 72 1T « T8 D BEPE 5 Bz il oD A GRIRR I 2RI 21T o 72 3= 72 B PR #lBR o iliiE
%7‘]——\“@‘0

[H2hE]
O ENHE TAHFER (ONO-4538-417-%5%) (Clin Cancer Res 2019; 25: 5485-92)
FIFFHRKF L ALA R X RS R LK E O PRSI AIS AR O B
BRAREZ2EST - PR OEMEHgfE R i £ (ECOG Performance Status 0 &2 OV 1) 34 il %
KGR  AHA 240 mg Z 2 38 [ IR C AR T L 7o, EEAHIE B T o 5 245 (Modified
RECIST criteria (2004)(Z3&-2 < i) E 12 L D CR UL PR) 1£29.4% (95%(E#EX [ -
16.8~46.2) Th o7z, 7ok, FANIRE LTREMEILS5.0% TH -7,

@ EERLEF AR (ONO-4538-48/CA2097437:&8%5%)  (Lancet 2021; 397: 375-86)

(L FRERIDIE O GIBRA R 72 AT - B8 D B i JBE Bz il B 60541 (R AR FRFE60
BlxEte, KilEA Y A~T7 BB FHBZ) EO0FH (CLF, INHOEH) &9 ,) ™!
BE30361, fLFEYE (X7 FF8HK AT TFUoNFIINRTTF) LA MLF
T R RY T AKFE OO BE30261) A XfG, fLFRIEREA XTI E LT N+HIF
RO MR OV Z G LTz, FEFMIEE Th 2 24 AR (FRIE [95%1F
FEX [ ]) 1, N+IOFHRECT18.07 [16.82~21.45] 1 A ALSAHEIERET14.09 [12.45~16.23]
A TH Y, NHIFRB G I EFERIEICS UG R Bt R 2 /R LT (NP — K
££0.74 [96.6%/ZHEIX[H : 0.60~0.91], p=0.0020 [J&Hllog-rankif/E ], 202043 H25H 7
— &1y NET),

1 K 1A 3mgkg (KE) % 2 BRI, €V A~ GRETHIEZ) 1 1mgkg (KE) % 638

FIRANE CAUMSE L7, PR EICB TR, ARZRIICEE L, A €Y AT (GBZTHk
Z2) EAKIOB G T 55 30 43U LEORMMEZ 35\ TG 2Bk L=,



1.0
0.9
0.8
0.7
0.6
0.5
0.4
0.3
0.2
0.1
0.0

Probability of Overall Survival

L RREE

N+

Number of Subjects at Risk
N+I{EB& 303 273 251

L& =EE 302 268 233

226

190

12 15 18 21

Overall Survival (Months)

200 173 143 124

162 136 113 95

24

101

62

27

65

38 20 11 1 0

X1 2AFHE O Kaplan-Meier Hi#¢ (ONO-4538-48/CA209743 3ER)

(EfERLSh-8H)



[Z4tE]
OEWNF TR (ONO-4538-41757)
B EFGIT323401] (94.1%) IZRD HAL, AH L ODEREBEBVAGE CTERWVEEFR
1323/34451] (67.6%) (258 BTz, FEE NN, LORWERIZ FERDO LB THoT-,
#£1 FHEN5%LLEOBIEA (ONO-4538-41588)  (RRAVEARAT R S H)

B RIR BilE (%)

FEARGE 34 5

(MedDRAV/J ver.19.0) 4= Grade Grade 3-4 Grade 5
2EIEA 23 (67.6) 7 (20.6) 0
N G i i

FOPR BRFS REA T 4E 2 (5.9) 0 0
H IS

T 4 (11.8) 2 (5.9) 0
AN 3 (8.8) 1 (2.9) 0
LT 2 (5.9) 0 0
M - 2 (5.9) 0 0
—i% - &FEER L OB S OKEE

s 2R 3 (8.8) 0 0
W Ty 2 (5.9) 0 0
FEEL 2 (5.9) 0 0
R AR A A

U x—EHN 4 (11.8) 2 (5.9) 0
7T 3 (8.8) 1 (2.9) 0
U L SERER D 2 (5.9) 0 0
R L Ok hEE

EEXE IS 2 (5.9) 1 (2.9) 0
B R B X OSSRk =

RA A 3 (8.8) 0 0
KR X O T HRRRE

KI5 4 (11.8) 0 0
BER IR 2 2 (5.9) 0 0

7R, APREETE 2 1] (5.9%) | AFAERERRE 1 61 (2.9%) | FUIRIRFSREREE 4 (5] (11.8%) |
EVEL MM H 2 5] (5.9%) . K « BEED A 2 5 (5.9%) | 1 RUERIE 1 451 (2.9%)
WO NIz, Flo, BWRERE, EEORERE, FERAKERS, BIRIEiEREE
e, EIEREEIE, M2t - RS, infusionreaction, 5 & 9SS, L. k. B
BORRMRAE/ X A /X F— Sl MRS SR B . T2, BRIk IAR ZEARIE K OV b
PERRAE RITRD bR o 7o, AEWEHFEBUR DU ES: (R T 25 T)
EEDEFRERE T,

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

HEFERIT N+ OFFHRE 299/300 1] (99.7%) | {LSJIERE 277/284 5] (97.5%) (1278
DAL, TREREE & ORIEBIR G E T & 2W0A FHZRIT N+ OFHEE 240/300 i (80.0%) .
(LR IERE 233/284 ) (82.0%) (23R HiLiz, WM DOEETHRILRN 5%LL EOFIE
HIZFTFERO LB THoT,



2 WITNODOBETRERISWLL EDBIFEH (ONO-4538-48/CA2097433R5BR)

(R MM RE])
B (%)

2 E IR N+IDF bR A

FAGE 30031 2844

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

AR 240 (180.0) 91(30.3) 1( 03) 233 (82.0) 91 (32.0) 1( 04)
KR ¥ KO PR fRbE

Z 9 e 49 (16.3) 3( 10) 0 1( 04) 0
$95 43 (14.3) 3( 1.0) 0 15( 5.3) 0
BRI LB IR 5 16 ( 5.3) 1( 03) 0 2( 07) 0
H ks

T 62 (20.7) 10( 3.3) 0 21( 7.4) 2( 07) 0
LD 30 (10.0) 1( 0.3) 0 104 (36.6) 7( 25) 0
I 12( 4.0) 0 0 42 (14.8) 1( 04) 0
W 8( 27) 0 0 41 (14.4) 6( 2.1) 0
—f « BHEES OGO

DIRTE

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

9 25( 8.3) 0 0 44 (15.5) 12( 4.2)

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

U —B N 20( 6.7) 13( 4.3) 0 1( 04) 1( 04)

7T —EHm 17( 5.7) 7( 23) 0 1( 04)

T7o5=vT 7oA77 16( 5.3) 5( 1.7) 0 2( 0.7)

Z—EHm

WU

FHCER B REA T RE 32(10.7) 0 0 0 0 0
ONER PSP ON ey ek e

RA iR 22( 7.3) 1( 03) 0 0

o P e 15( 5.0) 0 0 3( 1.1)
Rt KOS AEREE

RARIOR 29( 9.7) 2( 07) 0 50 (17.6) 2( 0.7) 0
B, Pl L OWLE A OHE

AT S BUS 24( 8.0) 3( 1.0) 0 2( 0.7) 0 0
FHR SRR

RS 3( 1.0 0 0 19( 6.7) 0 0
MiRFs LV 3R bEE

i 6( 2.0) 1( 03) 0 102 (35.9) 32 (11.3) 0
I A BRI 2( 07) 2( 0.7) 0 71(25.0) 43(15.1) 0
/MR IR 2( 07) 2( 0.7) 0 26( 92 10( 35) 0
Bk i 0 0 0 22( 7.7) 8( 28) 0

728 N+ BFRERIZ I T, AR IRBEREFRE E 43 5] (14.3%) . ITHERERE S 36 141 (12.0%) |
infusion reaction36 31 (12.0%) . BRACTIRLARIE 34 1] (11.3%) | R 22 61 (7.3%) |
VMG R 20 1 (6.7%) . KMZ% - /¢ - EHEED TR 19 i (6.3%) . B pkRElmE
15 5] (5.0%) . FEEAHERERETE 12 #] (4.0%) . BEEORERE 10 ] (3.3%) . JFX
741 (2.3%) | EIEHERERETE 6 5] (2.0%) . ClEEEE 4 61 (1.3%) | 5%k 341 (1.0%) |
FIEFMEIAE 2 61 (0.7%) . S E MK 261 (0.7%) . ik 241 (0.7%) | HfkifnfeIE
FIE 2 1] (0.7%) . Bd7s - Bl 161 (0.3%) KRONMEZ 141 (0.3%) 235388 iz,

7



Fio, VARERSS, BUENTR. T2, b PERRAE 2, BEE A MmuklEE, mEkERiEfE
FE AERZ, ZRIFEREE. R M % OYEFLIZERD S LR o 7o, ARRIVERIFEBLIR I3 BEE
#5 (WARAEMRE25T) 250EHRETT,



(At - HE]

AFNOREMARYEEET LV EFIHA L2V I 2b—2 3 280, AHl 480 mg % 4
T R TR 5 SUTREAGR O I - B TG LB ORI O Mg PR E RS Be S h
Too T ORER. KK 480 mg & 4 HRIFEIIE TG L7ZBEOEFIRREIZ I 1T 2 ik 4
BE (LLF. [Cags) EVWVVI,) 1E. AHAI 240 mg & 2 BRI THE L7ZERD Coygss &
BT 2 LISz (F#R), 7. KA 480mg % 4 MR TS L7zBEoEF K
RRICBIT D &mmiEHIRE (BLF. [Chaxs! &9, ) (X, AH240mg % 2 MR
TG LTZBED Craxss &I L CRIEZ T & TRISHIZH OO, HRANBFITBWT
DEVENHER SN TWA AV - & (10mgkg % 2 BRI THKY) TARAIZ#S5 L
B Crmaxss & R L CIREZ /R T & PSSz (FHR) . Iz T, BEOBEICBIT S
F— AT AHI 3mglkg (RE) % 240mg & 2 FEIREIRE, 35 L < 13A%A] 480 mg
Z 4 ERIFR CTRG LB OARF OMREE & & B UIE R0 & ORI & R 5%
BOGET VPR SN, BZBhEIZ > W TR ThhzfE, FiRoRE - A o
W CHIM: R O eI AR R 2RI T L P S iz, £7-. B f fE s 1o
BT — X CESEHEELUEBRENSTET VERA LT, A% 3 mgkg (2 #RIET
#eh5) . 240 mg 2 BEMIFE CTHE) XX 360 mg QMM TRE) AU LA~T
(Bia#H %) 1 mgkg (6 MMM TEE) Z0FH L7-EROA Rk V22V 2 et
L7, LiLo Rk HEOR CHMER 222 =R IT v & PRl S iz,

&3 FHOEMERR T A —F

- B Cinax Crnind2s Caved2s Cinax,ss Cnin,ss Cavgss
(ug/mL) (ug/mL) (ug/mL) (ug/mL) (ug/mL) (ug/mL)
S meke 2W (35-52{ .760-8) (16.25750.3) (21.32{ .4?3.9) (75.1){3171) (27.612,'107) (42.717,'?27)
240 mg Q2W (51.712,203) (23.33?.539.0) (3023,.670.9) (10;,5254) (41?57,.81;58) (62.11(,)91 87)
480 mg Q4w (10%07) (15.25?27.4) (37.?)3,.;)4.8) (14?,1 236) (27.751,?37) (62.11(,)91 87)
10 mghkg Q2W (142,9322) (86.959,.?32) (10},1 ?48) (323,9225) (18421,1 §o3) (232,7277)

HJCE (5% 4%, 95% ) . Q2W : 2 A MIHIFE. QAW : 4 JEHI IR, Crmax : HIEIFR -7 D i MG IR EE . Crindzs :
MEEe 5% 28 B BIZH T 2 ARMmE IR, Cavgos : MEH5% 28 A H £ TOFEIMIE TR, Crmaxss :
EFAREBICE T 2 B EmMiEPIRE. Cninss 1 EFIRIBICE T 2 BARMIE P IRE, Cagss 1 EHIREEIZEIT 5 F
Yoy M ¥ Hh R



4. FEERIZDOVWT

IS U A 7 EEEHE (RMP) (ZHED & | AHI D E I 2 MR RIE B~ i 1 4]
N HHER T > T, AR OEENEE) 72 BE Z2W - FrE L, AFO#EGICL D BHE
7REWER 2B LTRSS 5 2 & BB R 7o D LU OO~@DF T A& 72 7 i
RIZBWTHEHT & TH D,

O mEFITHOWNT

D1 T (1) ~ (5) OWVWFTNNTEL T LR THHE,

(1) EAEFBREDEET D05 ABEEEERLS RS (BRTE RS A SR BE L SR
Higl 23 A RS B L RUR e, Mg A A RSB &)

(2) FEEHEREIRRE

(3) HBEIFIAE T ET D03 A HEEHRRE (D ARREEEE B, 23 AR
W 1IREBE, DA R EEEREER e &)

(4) ARACFRIEEZRE L, ARG L FRIEZRR 1| TS RIS L a2 R
2 OfiF FEHEIZAR D M 21T > T 5 figk

(5) PUEMEREZ AL S BINE O g% FAE AR 5w H 21T > TV D s

O-2  EMERRE T BRI O AL SRR K OVRIE 38 BLEF O St G 57 7 Jae & 8B & >
Rl (FROWTNNITEYS T HERM) 25, LB OAFNBE T DIBROBLHE &
LTRESNLTWD Z L,

*

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

o [ERNEFFEISH 2 FFOPMIHEZIE T L7-%IC 4 L EOREKRRRZ A L T\ 5D
&, by 3FELL T, EMEMIRE T R IE O DS A SRR A G T e REL g8 S O B IR
HHEZ T T WA Z &,

© BtADERMEREHEOKH]IZONT

RIS TG A B FE T D BMEA NI E S, BERRE S OfFmE 0 A2 - %
IR OB B ONERISFE IR 5 G et A FFRNEE LS E OWE
. FRESNITAT DN DIEHINE > TN D Z &,

10




@ BHWER~DRILIZDOWNT
@-1 fERRAHIIZEE 3 5 Bk

VLM AR R D B A BIE SR AE L2 BRI, 24 FERIRSIRIAHI O T, M%hiax X
ISR 12T, B L2 BIERNIZIS U CABRE B R O CT ZFORIWEH OE RN &4
HRAEOFER Y B FIZE S, B HICKHG FTRE/RR EHI 8-> Tn D Z &y

@-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 BHEADOZWrOx B LT

BIVEA (MEMERMZEEIZIN 2 BREAEDRE, Odk. Tk, BT RAREE ., KX,
INSE, EEDO TR, 1 ANERIE, BUEM . HFARA, HHEREREE . JFK. kMR
K. FRIBEEERE S T ERMAMEREREE, mhiklEE, BEE, RIEEE. MR, BEEOKL
JE R, FPRIMARZEFRAE, infusion reaction, HEFE7cMykmE, MERE RIEGERE, FEk%.
Pege, BEOBHR, SEIER, WEORERKS, MR EN, ClEEE (O FEME) -
IR « OSEVEIAMGHTS) . JRIFERES . TG, BEFLAE) 1Tk LT, Mz ik
W= B D B ME A2 A A AT & U (RIVEH OZWr-oR 2B U CHE L ONSCER
EZTONAEMICHDHZ L), BEHICTHUIRAEN TE DEH N ESTNDH 2 &,

iy
g

11



5. REMBRLRDBE
(A2 LB % F ]

@

TROBHFICBOTAROAIED RS TS,

o ACPBREIEE AT SRR - PR OB HIR BT ORI )

o ACHEBRIRIAEO BT AR - FEROBAIIER ST (1 ) A~ (f
(BT L O

TRCICRZ S T D AAN OG- K O ITEEIZ DWW T, AFIOF MRS HENL ST
BoT, KAOREIRE LB,

o AEFRIEARIGIREE ST D AA MR 5

o FIROHiBRE

[Z2atEic B+ 5 4]
O TFTRICELTLIEEICOVTEAAORENERE SN TND 2 Ehb, K5 21T

DN &,
o AHNORITIHR UIBBUEDORBEERE D & 5 BFE

TRIERT ORI B W T FRRICEE S T 2 B IZ W TR, AAlOREIFHERE S ey

D, AOTEPRERPFUE D R WIGEITRY | HEICAFRZETNT 52 L 2B TE D,

o MEMMEEOAI IO H 5 BE

o JRoE I R AR A TRV 2 58 6D D B K ONE BN 0 T T it 2 <0l Y il ¢
FEOMICRIEMEZEAN DD B

o HORERBOGIF, B L < IEHIFMEO B Oz im B OB TR O
o 5B

o A CEMmEMiaBREZ ETe) Db D EE

o OB IIBE A AT 5B

*  ECOG Performance Status 3-4 "V B35

(ED  ECOG @ Performance Status (PS)

Score

ol 2y
JE R

0

<R JEBTE 5, R L [F U HHF G HIRZ <ATR 5,

PRREIZI LUEBNTHIIR S 225, BATAIRE T, BAIEESEE > TOMERITTO LN TE D,
Bl - BEOFE, FHEE

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,

12




6. BEZELTHEETREFIH

I SRR TN 2, & IR B3 D R 2 ERFE 1T KD & ARH O FriE K OVl (Ef#
RO 7O B w2 o B LT bR« 2 L,

TRIEBRABIC e D | B UL Z OFEICHINE L OERR %2+ L, RE 215
ThboEETHZ L,

FREWEHO~F T A MZDONT

@

@

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

AFN O 51X EE D infusion reaction (i 2 CEARFI 322kt D T 5 U
faAT o7 LTt 2 2 &, £72.2 [8] H LABE O A 5-FFIZ infusion reaction
BHHLOLNDZEHHDDT, KFIEGH R OKRAGHE T HIT A 2P A
YERET %, BEHEOREBE+SICBIEET 52 L, 70, infusionreaction &
FHLLT-HE 12, R TORELOERNERIZEIE T 2 £ ThEE 2 o8l
T5HZ &,

ORI REIR . TRAEERET R ORIBREERH 5O Z B3 HH DT,
AFN D ¥ 5B haRT M O G- B I E IR N0 sk rE iR A (TSH. 1028 T3,
EHfE T4, ACTH, I 2o —VEORIE) #4252 &,
AHNOFEEIT LY | BEORERISICERT 5 &3 2 bl dikx R EEOW R
DHLOLNDZENHD, BENPRDOONTHGEITIEL, BERLEFRITL U
B 72 ek & R 2 e Al & i U Cl bl A BRI W 21TV IR DS
FOGIZ X 2 BWER AN gE o 23551 21E, AR ORFES T I, R ORIE BE A
NEVRIOBRGEEEBRTHZ L, B, BIBRERLVEOEEIZIYEIE
M OYBEEDRFRD B WA TR, BB BE ARV LISt O Sz il Fl o8
HEET D,

BeGAET %, ARS8 ARE L T LEWERADNBELT 2 nb b2,
AR OEEHETHIZ S RWEM ORI 2ITEET D,

1 BUBEPRIS  (BE 1 BUBEIRS 2 5 de) Db bbiv, BERPES 7V =T &
IZEDZENHLOT, Hig, ol NRH-FOER ORI MBEE O LA 12+
SEETDHZ L, VREREN DN ICITEGEZ R L, AR ) H
Al OF 5 E DY L EZIT 5 Z &,

BENT 2. P2, ITHREREE . TR, B{LIEIEERRH LN ZL03d D
DT, EHWIIITHERERE LTV, BEOREZ H3ICBET 52 &,
SEIERNHLDONDZ DD DT, IBRORE OF A EHIHET 5
&, o, ROBEFEDRRD ONIGEITIR, EeNCERERLZ2 T2 X
IRFEEEET L L,

13



@ AFNOEEFEHABRIZBWNC, LLTFDOX A 7 THEMEOFM#IT> T2 2 %25
BT, ARFIBG T EMICEBRE CHROMREITO Z &,
e ONO-4538-41 iklk : 6 HM = &

*  ONO-4538-48/CA209743 3R : FG-BAMA B 1 ML 6 WM Z & TR
128M L

14



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

(BR5E4 : A7V — AR REFHE 20 mg, 7V —RRHFEHE 100 mg, A7 P—
RRMEERE 120 mg, A7V — R K EHE 240 mg)

~EHE~A 7T I54 PREEM (MSI-High)
R LR - ERE~

S22 (5Ff 54 3 AETD)
JEAE S @



SN

1. 1IZU I P2
2. AANOFE. (FREF P3
3. ERIRRE P4
4, FERIZOWNT P10
5. &G XREMDEE P12
6. WHIZEEL THETNEHH P13



1. IICBIC

RIS OF M  ZRMEDOREROTZ DI, U SCEFICE S W2 E AR R D
BND, 6T, TEORFREMOESRIC LY | FUREZS e & O HH0 72 3R %
FFERSDPARBENDLHF T, 20 DOEEKNZ BICHLER BT IR 5 2 L BAERERED
R & 72 o TR Y RIFMBGE S & YR O BT EE 2016 (CEAL 28 4F 6 A 2 H MR E)
IZBWTYH, EHMNERNEOHERAORE(LHEZXS Z L L ShTnd,

PRV ERR T, KEEASCL 2T 0 7 7 A VDBBEEOEIRS & D IR
RHZENDD, DD, HMEROLZEMEIZBET HIERSH0ERET 5 £ TOR,
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,

L7 o T, RKIA RTA4 2 Tlidk, BBBEEL I E TR/ LA TN D EFIEFH) -
BHE RN S-S & | LT ORI O il 72 5 2 HEE T 2 8L b B e gk &%
HROEEFEHEZ =T,

I, RIA BT A %, MSIATBAE NEIE G ERE IR OHE, ASHEEANRR
BRI IR s . —MAERTE N B ARERIR NRHE & R OVt FE N B AR R F2 O
Db EAER LT,

WG L IR HEINL - ATV — RS EE 20 mg, A7V — R ATEEHE 100 mg, 47
DR ERE 120 mg. A7V — R I 240 mg (— R4
=AN~7 GBIETH#Z) )

K LR DREUIE « DS AALFIRIER (T U 2 1A YRR RE Ao 4T - R O EHE ~
A7 a¥T T4 FREZEM (MSI-High) 287 555 « ERE

MBEERHEROHE - @, RAZE=Ar~7 (B z) & LT, 1[8]240mg
% 2 W RIEIRR I 1 7] 480 mg % 4 M A FEIA C AR ET 5, A
U AvT GBIEH#L2) EOFHT 2581, @%E. BRAIZIX
=R ~7 GEfaf##az) & LT, 10240 mg %z 3 #HEHE
T4 BEHEFET D, TO%, =R~ 7 (Ea#kz) &L
T, 1181 240mg % 2 AKX IE 1 [B8] 480 mg % 4 JH[EI[EIFE C A
WEHET 5,

LUl T RN T e S e S

(&%)

MSI-High % &3 25 « EAREICRE T2 v — R A SEIEK S0mg (—i%4%4 : AU A

~7 (BETH#Z) ) OBREIIE., AELKOHE

2 BE XX D B DAL ICHEE U IR UIBR R RE AR A T - RO EBEE ~ A
7 a¥T T4 AREEME (MSI-High) %A 55505 « B

AELEONH&E: =AY (BEA#iz) EoftAIckBW T, 8%, A
AV A~T (Eaf#z) & LTI1E1mgkg (KE) % 38
[EIRE T 4 [ SR EET 5,

2



2. AHN DR, VERBFF

A7 — R R ERHE 20 mg, [FATEERE 100 mg, [FATEEE 120 mg K& ORI ERE
240mg (—#e4 : =AN~7 GBIEETH#Z) « DAT. TRAL Lno, ) i, M
i TEMAEH L AX Ly 7 24 BTV AL e~ F¥—X 27447 (BMS) #)
235PA%E L7 & h PD-1 (Programmed cell death-1) 1ZX%F3 5 & Ml 1gG4 £/ 7 v —F /LT
TKThs,

PD-1 (%, #EMAL L72 Y o o%Ek (T MR, 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 CTWb, PD-1 U W RIFHURE SN B b O & 22 Gk 58 B
LTk, BMERAMEEE) LR LB T D PD-L1 OFBLLIEOEF
HM & OMICADHBEBRN & 5 Z & HE I TWns (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
GEEIGEREIE T 5 Z EDRENTND, DI LD PD-1/PD-1 U 72 FERERIE, 23
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 K O AUABIENE k9~ 2 MBS TG M 2 58 5~ 5 2 & TRk e Puidgsh iR &4 o~ 9
ZENER I TN D,

ZID DN D AANTEMEIES AT 2 B AeIGEIRIZ 2 052 o & IfF S h,
KRG - BB 2R L UT-ERIRERR 2 0 L, AR, Rk & OB s
iz,

AFNOVERMSFIZ IS B ORERISIZ X DRIEREN S b b, EE L TIC
BLOAREMEN B D, RANOE G- R ORE#ITIL, BFOBIEL 04TV BEDRR
D BT AITIE, B L7250 U BP0 ik & RRBR A FF D AN & Effs L Chil
Y172 8ERIR I 24TV B OSIERSIC X D EIERA N SN 5 HA 12T, BIRRE RV
FUARIOBG DM YR AE Z AT O BN D D,



3. ERERAAR

S AACFEIRER I U T IR YRR AR 4T - R ORMEE~A 7 a7 74 bR
ZEM (T, MSIHHighl &5, ) ZA T BR05 - B O ARG 217 - /-
F R EERRBR O & T,

723, [MSI-High #9358 IZBAL T, [PCRIEIZ KLY MSI-High & HE S/
B #BXT D854 (k%) 121X TMSI-High (PCR {£) AT 5H4 ] L #i L, DNA
IAV y FEEBEPBEHEL TV Z AR SN EBEZERT 256 (K%) . T
72H TPCRIEIZ &Y MSI-High & HE S vz B 3@kt (LA, [HC)
VI, ) HEITRY I Ay FEERBRIE (LIT, TdMMR] &9, ) LHESN
7 EE | 2B 58A121E IMSI-High 243 % B ) L %70 L7z, IHC #EIC L 5 MMR
2 & PCRIEIC LD MSI M0 — B 1% 96.6~98.7% TV Tl D = LSRG ST
W5,

(2]

TSN I FEFRER (CA209142 #BR) 072

(A B P )

LRI O & 5™ IR UIBRABE /R HETT - R D dMMR % i3 MSI-High (PCR
W5 S BT DR - BRI 74 Bl A2 R, AAI 3 mgkg % 2 FERFE T A
L7z, FEIMEEA TH DR (RECIST 4 K74 > 1.1 U3 < BB ET:
EERHHEIC K 55882858 (CR) XIEEZe%h (PR) ) OFERIE. 31.1% (95%EFIXH :
20.8~42.9%) T -7,

(1) T indor Naralane M et al.: J Clin Oncol. 2002; 20: 1043-8, Bertagnoli Monica M. et al.: J Clin Oncol. 2009; 27
1814-21, Ferguson Sarah E. et al,: Cancer. 2014; 120: 3932-9, Wang Yang et al.: ] Mol Diagn. 2017; 19: 57-64.
Smyth Elizabeth C. et al,: JAMA Oncol. 2017; 3: 1197-203

(%2) CA209142 REROWLLD 28— b D 5 b ALIRIEIED & 5 MSI-High %4 3 2 #5015 - BB 2 5% &
L7zad— MBI A2 AFEMRER R OARA A Y A~T (BaFilfiz) L oOFHBREREORRIC
DWW,

) D7 oAb Y IV RPEMEEF L 04 XY U 75 F > XA U /7 Ak f & &t 1
OUEDOILEHRIERO B D EBENH SR E ST,

D BT 3\ T, THC BRIC XY S R~ v FIEHE X /327 Tl H MLHI, MSH2, MSH6 X PMS2
DVFNPOFIATED HIARVEAIT AMMR L HIE Shis,

ES) Bk & © fhH S407 DNA ICBWC, S IO~ A 7 a7 I 4 bv—h — &% & 32545
B, 2 EEU Eo~—T—I2oW T, 6 U LD~ A 7 0YT T A b~v—h— &M% LT 54
(2 30%LL LD~ — 21 —IZ2W\W T, PCR IEIC X D YA XD EFE D S hiz354 12 MSI-High &HE S
7=



#1 BRBEBAYDEERVENR (CA209142 HER)
(RECIST ver.1.1, HZMEMEITSREN, IERBEEMAEE, 20164E8 A 10 BT —F b v b4 7)

e A B (%)

r1>>

74 51" 53 {312
52422550 (CR) 0 0
%Bﬁﬂ%*ﬁ (PR) 23 (31.1) 19 (35.8)
@7 7E (SD) 29 (39.2) 21 (39.6)
1 ﬁ (PD) 18 (24.3) 10 (18.9)
RIS 4 (5.4) 3 (5.7)
7% (CR+PR) 23 19

(2%@3% [95%IEHEXEI] (%) ) (31.1 [20.8,42.9] ) (35.8 [23.1,50.2] )

D AR AR, 2 - AR R ER D 5 B, PRI L Y MSI-High (PCR) 2672
T EDMER S N3, *3 ¢ Clopper-Pearsoni%

(KA A ) h~T (BlaTHHz) EOPHES)

LB O H 5 Y IR YRR EE72 ST - %O dMMR ¥ X% MSI-High (PCR
W5 Y BT DA - B RE 119 Bl A2 RI2, AFK 3mgkg KO EY AT (E
fETH#H %) 1 mg/kg Z R HIZ 3 BRI T 4 BLSEE L72%, AA] 3 mgkg % 2
IR CaifidiE Lz, EEFHMEEE Th 5 24h% (RECIST H 4 K74 > 1.1 Mo
SLARBRBEEMEEIC X 5584885 (CR) XXl 234 (PR) ) OFERIL, 54.6% (95%
1SHEXR : 45.2~63.8%) TH o1z,

#2 BBBADERVENR (CA209142 FHER)
(RECIST ver.1.1, AMERITSREN, IWRBEEEMEE, 2007FE7TH 6 BT —F Iy b4 7)

B L4 A Bi%k (%)

=
l‘>

119 ™! 62 151"

5t228%) (CR) 4 (34) 2 (3.2)
o7 (PR) 61 (51.3) 37 (59.7)
Z & (SD) 37 (31.1) 15 (24.2)

# 17 (PD) 14 (11.8) 6 (9.7)
RRENE 3 (2.5) 2 (3.2)

7£%) (CR+PR) 65 39

(= [95%IEXRES] (%) ) (54.6 [45.2,63.8] ) (62.9 [49.7,74.8] )

1 AVERRAT R GER . 2 ¢ AMERRAT R SR O 5 B PRRERIC LY MSI-High (PCR) 244 %
Z LB S N B, *3 ¢ Clopper-Pearsoni%



[Z241]
VAN T FHERER (CA2091423k8k)  1F2

(AFH P )

BEFGIL TUT4 ] (95.9%) (258D HiL, BBRIE & ORRBBNEE TE WA
HFRIT 5174 5l (68.9%) (TR BT, FELFEN 5%LL EORIERIZT TRO LD T
HoT,

#3 FREWEN 5% EOBIER (CA200142 3BR)  (ZZAMMRITSHBER)

HERIRHE Bl (%)

FEAGE 74 {5

(MedDRA/J ver.19.0) 4= Grade Grade 3-4 Grade 5
2EIEH 51 (68.9) 15 (20.3) 1 ( 1.4
B IhEE

THI 16 (21.6) 1 ( 14) 0

L 7 ( 95) 0 0
—f - RHEER L OB G OREE

95 17 (23.0) 1 ( 14) 0

) 9E 5 ( 6.8) 0 0
B AR AR AT

U x—EHN 9 (12.2) 6 ( 8.1) 0

AST #41 5 ( 6.3) 0 0

ALT H#/0 4 ( 5.4) 1 ( 1.4 0

727 —EH 4 ( 5.4) 2 ( 2.7 0
Bl H KON T kb= &

& D PEIE 10 (13.5) 0 0

9% 8 (10.8) 0 0

R INIRZSING A2 5 ( 6.3) 1 ( 1.4 0

B2 R 4 ( 5.4) 0 0

¥, RESUHRRIE/ 2 A 3F—6 5] (8.1%) . AFHEREREE 6 5] (8.1%) . FhikfEE 5
% (6.8%) . FLIRMHERERSE 5 5] (6.8%) . infusionreaction3 il (4.1%) . BHEREMREE
361 (4.1%) . KMFK - /INGJ% - LD THI 34 (4.1%) | EEORFEEE 141 (1.4%) |
RIS RERERE S 1 151 (1.4%) M OWER 16 (1.4%) 23580 bz, £7-. FVEMERGZE S,
HAEAEE A, DA, Mgk, LBUBEIR. FFARA. IF4. m(bMEE &, TNEAEHEE
PR, Mk - BERRAR . FRARIMASZEARE, B MEES, mERERIEMERE, Z, 5&
I RS, DR B H I OYEFLIZERD B2 b o T2, ARIVER S BRI B
% (RREMRT 25T) 2E0EHEREZRT,

(KA VY b~T (B FHfz) Lot E)

FEFELT 118/119 1 (99.2%) (2388 Hiv, BRI & O RBEUR NS E TE RV
SEEEAT 87/119 B (73.1%) (TR BTz, FEELEN 5%LL EORWERIZI TRO L FY
ThHoT-,



#z 4 FREEN 5% EORBIERA (CA200142 3B  (ZZaMHENTSIBER])

FRE RIS HH Bl (%)

FEARGE 1194
(MedDRAV/J ver.20.0) 4 Grade Grade 3-4 Grade 5
2EIEH 87 (73.1) 38 (31.9) 0
MEE Z Y v GRREE

2 ifi. 8 ( 6.7) 3 ( 25) 0
N 3 i

FOPR BRFS REA TE 16 (13.4) 1 ( 08) 0
FRR IR RE T E 13 (10.9) 0 0
B IEREE

THI 26 (21.8) 2 ( 17 0
L 15 (12.6) 1 ( 0.8) 0
R 8 ( 6.7) 2 ( 17 0
/AR 8 ( 6.7) 1 ( 0.8) 0
H Pz 6 ( 5.0 0 0
— - EFFEER X O SO REE

I 57 21 (17.6) 2 ( 1.7) 0
FEEN 18 (15.1) 0 0
I 39 6 ( 5.0 1 ( 08) 0
A VTN R R 6 ( 5.0 0 0
7R

ASTHIN 17 (14.3) 9 ( 7.6) 0
ALTHN 14 (11.8) 8 ( 6.7) 0
U o —E N 10 ( 8.4) 5 ( 42 0
R L Ok hEE

RARIBOE 10 ( 8.4) 1 ( 0.8) 0
AR KOG G i ki

A 6 ( 5.0) 1 ( 0.8) 0
PR SRR

HHYR 7 ( 5.9 0 0
MR R, MELEs &k OMithR S

fitifigi e 6 ( 5.0 1 ( 08) 0
B $ KOV PRk

% 9 PR 20 (16.8) 2 ( 17) 0
Fei5 13 (10.9) 2 ( 1.7 0
B i 8 ( 6.7) 0 0

k. HURIRBEREREE 24 B (20.2%) . ATRERERET 23 B (19.3%) . Fhf-REEE 16
B (13.4%) . FERBUHREMEIE/ X A3 —13 ] (10.9%) . FEVEMERRE 7 41 (5.9%) |
RIFSAERSE 6 (5] (5.0%) . FIRFFSAERETE 6 5] (5.0%) . FEFEDRIEHREE S #] (4.2%) |
infusion reaction4 1 (3.4%) . KB - /DMEK - EED THI 4 6] (3.4%) . T HEAHERE
feE 3 5 (2.5%) | JIF4¢ 3 5] (2.5%) . CoERFESE 1451 (0.8%) . AMZk - Bl 1 451 (0.8%)
M OVEESE 141 (0.8%) 3F8 8 iz, F7-, EIEMEE G, Oz, Mk, 1 BRI,
FFARA, S LMEIRE 2, FiRiiieZeteiE, BB ikkEE, mEkERIEMERE, %, 5
&g, MRS, BEALITERD b o Tn, REWEAEIURIIZIEESES (FRER
TERT L2 ET) 2B 0EERE =T,



(ML - HE]

AR OREMEYBETT L ZFA LI 2 2 b— a3 102k 0, AKI3 mgkg (K
H) XX 240 mg % 2 ARG TS LIBEROARR O Mg iR EN S Sz, Z0Of
R KK 240 mg G L 7ZBROBEE R, AH 3 mg/kg G L7 BROBEEE & L Hg
LTz~ & THlsnzbon, AARNBEICEBW TARMENHE I TWDH
% AR (10mg/kg % 2 ARG CRS) CAAIZ RS LI-BROgE R & ik LR
e THlane (FR) . MA T, ERoBEEICKIT 27T —ZIKI3&x, KA
3mg/kg (RE) XiE 240 mg % 2 MG THG- L 7ZBROARK OURE & & A0 3%
2 & OREZ RS A IR SUGTE T VAMEE X, YEBEIZ OV TR T LT
R, ERRoME - HEOR CTHMMER NVZEMEICHf R ER T2V E TSN, &
72, MSI-High 43 2555 - EIGEEE OT — 4% 2 & - RHENRpEET T v, Bl
BEBFEOT —ZICEDSEMESNTRBISET V2ROV TEREF 2 E 2. AH
3mg/kg (KE) Xi%240mg &1 E') A~7 1mglkg (KE) % 3R C&E Lz
BRI BIRE A 22 534 Ulen EHER S Tz,

R5 FAOEKWHE T A—F

- R Cinax Chind14 Cavgdi4 Crnax.ss Chminss Cavess
(ug/mL) (ug/mL) (ug/mL) (ug/mL) (ug/mL) (ug/mL)

3 meke QW (35-521 '760-8) (10.17?'264.5) (17.21‘,"333.9) (75.1){3;71) (27,612,'107) (42.717,’?27)

240 me Q2W (51?1%.103) <15~22?'354-6) (25-31‘};7.8) (10;,5254) (41?57,'51;58) (62.11(,)9187)

10 melks QaW (14;,9;19) (51.621'739.2) (79.98),'51;14) (33?,9232) (18421,1 ) (23;7286)

FRAE (5%, 95%R) « Q2W @ 25 I, Crmax 1 #IEHE G142 O e M PIREE, Crinata : AR G-
14H BIZRIT D HARMLIETIRE ., Coveais : HIEIHRG#%14H B £ TOFHMIEFIREE, Cmaxss : E KRR
ELTZD%%E{%EP&%E\ Cmin,ss : Eﬁ%ﬁﬁéiﬁﬁé%{&ﬁl%qﬂﬁﬁ\ Cavg,ss : Eﬁ%ﬁgﬁcﬁbféqzi@ml?%ﬁ
e

IHiz, RFOREMEYBRBETVEAFHA LY Iab—2a il b, KA
480 mg % 4 I M RIME TG UIREAGR O YL « &% TG L7 BEOARA O ik i
FEEDNRRFRT STz, T ORER, KAl 480 mg % 4 HMRKIE TG LB EFIREICS T
LG FIRE (LT, [Cagss) &V, ) 1F. AHl 240 mg % 2 HEFR TG L
TeBRD Cavgss CFRIT D & PHIS N (FFR) o Flo. KA 480 mg % 4 HEFE IR T 5
L7eBROEEARBICBIT D immiEFIRE (CAT. TChaxs) &2 ) 1E, &K 240 mg
% 2 WHFMNE CHEE L7ZBED Cnas & L CTEEZ R T E RIS N OD, HAAN
BB THARENER SN T D HE - HE (10mgkg % 2 BB THRE) T
Fl a5 UT2BED Crass & I L TIREZ R T & FRISNE (FH) . AT, #E%D
FEIEICBIT BT — 2 2HES& . AAKl3mgkg (KE) Xt 240mg % 2 BBIMRE, #L<
EAH 480 mg % 4 T WIHIME TG L2 BROARK OBR TR & & A T etk & o
AT DIRESST T VPR I L, YZBEIC OWTREI M T /R, ERio
i - HEOR THINEL V2222 R I T v & PRl ST,



K6 AFOEMERLRNT 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 me/kg Q2W (14é,9§22) (86.959,.?32) (10},1 ?48) (323,9225) (18421,1 gos) (232,7277)

P (5%, 95%43)  Q2W : 2MAMEIHING, Q4W : 4JARIRING. Cumax @ FIIEIHE 5% D i & MLiE PR EE
Crmind2s : RN 5-1%28 H HIZ 31T 2 SR TE PR, Caveazs : I 5-1%28 A H &£ T O P i EE
Crnaxss © E T AIRREIZ I 2 e LI L | Coningss  7EWHIRRBIZ I 1T D S ARILIE PIEE . Cavess + EHIRTE
(Z35\T 2 SR



4. BRIZTHOWNT

AFN OB G- W 72 BE &2 - FrE L. AR oF 512 ;@E%ff TEFRZRB LT
BRICKHET 2 Z ERMER D LFOO~Q@DFT X T &= T sicB W THEHAT
RXTH5DH,

O MEFRITHOWT

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

(1) BEAFBRENEET 503 A B REEEILSRBES (FEIF RS A BRI AR L
Hiek A3 A B2 L RURE . MUY A BB IR 7R &)

(2) FrERERERDE

(3) HBENTEAEDFEE T D0 APSHEEEHT (03 A ISR ERibT, 23 AR
W 1IREBE, DA EEEREER e &)

(4) ARACFRIEEZRE L, ARG L FRIEZRR 1| USRS L s R
2 Ok FEAEITSR D SR H A AT > T 2 fiak

(5) PUEMEREESAILL T EHEIN O R sk K AR 5 M 24T - T D itk

O-2 M - B OLFRRIE R OF 'H/Eﬂﬁ%fé‘%ﬁuﬁ#@xﬂ“ Aoy IR RnEk L RER & RO R
il (FROWTNNIEE T DHEM) 23, SR ORFNET 2R OEMEE L L
TREINTND Z L,

*

o [EEMFFESE 2 FOUIMIMHEZE T L7211 5 FELLEDO D AR DB IRIHE 2
ITHoTWBHZ L, 96, 2L RIX, BAZEMEEZ £ & LEERIES S OHE 2
1ToTWBHZ &,

o [ERIRFFESE 2 FOWBIHHEZET LI2&IZ. Wbam OB ASMREZ & 5
FELUEOHLEIIB FOERZIT o TN D Z L,

o [ERNEFFEUSH% 2 FOYHHEZIE T L7-&IC 4 FLLEDOKKEREZAG LT\ D
Z &, OB 3FELLEIE., EIbESE O D A SRYERTE & G e iE b as R T OB IRAHE &
T TCWNAZ L,

© BENOEEMFEREBROMAHICONT

3R A 1 B BRI AEF 9 2 LA DS E S v, BUERAZED D OIFHRE D, A0 - &«
é‘fi’%%?ﬁ‘]‘%?&@ﬁ@ﬁ&m:%“ A D IRt AEFRDREAE LSS OWE
R FEPHLATOND AR E->TVWD 2 L,

10




@ BEA ~DXRIGIT 2OV T
@-1 HEsAHIC 3 2 B

VR MEGE RS O TS R BIER S T4 L-BRIZ, 24 BEREIZ2IRIAHIO T, Mi%hiak X
IEEE R 1BV T, BEL L2 RIWER IS U CARBEE B K O CT O RIVEH ORI &4
HAAREOFEREIY BHPIZE S, EHICRHG TR EH N E > T D Z &,

@-2 EERNEEEICL H2AFEELNHICHET 2 EH

DAZIRICED 2 i OB 2 A T A EREEFEDPRWERE=2Y 7
EHEOIEROAT ) —= T EHATOEIRE & fFlZ G TE 5 F— AERIKH 23
ESNTWAZ L, B, BiEHEICHOWT, RAERE EZDOFEICHSITAmENT
WhHZ L,

@-3 BHEADOZWr-ox B LT

RIVEA (MEMEMEEIZIN 2 BEAEEDAE., Ok, Tk, BT RAREE., KIBX.
MBS, BEEO TR, 1 RBERA, BUERTR. ITAA, IisneRasE . Tk, mfbmnseg
2. FURIMERERSE S . TRMAMEEREE, MiEE, BEE. RITESE. KK, EEDORKZ
JE R, FPRIMARZEFRIE, infusion reaction, HEFE7cMygkmE, MERE RIEMERE, Fik%.
Pege, BEOBHR, SEIER, WEORERS, WIRREN, ClEEE (O EHE) -
IR - DEMEIAMGHESE) | ARIFERES . MBI, EALE) 1Tk LT, MEkhEg X3
M= B DB ME A2 A A R AT & U (RITEH OZWr-OR I 2B LU CHRE L OVSCER
EZTONAEMEICHDHZ L) | EHITHEURUENTELEHINESTND Z L,

—
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5.

BEXRLE I DEBE

(A2 LB % F ]

@

TROBFIZEBWTAFIEME G L OARKE A B A~vT (BETHIEL) & Of

RGO IERRENTWND,

o BAALFERIERITHEE L IRGUIBR AR R ET - R OEHE~ A aYT T
A MZEM  (MSI-High) A3 2546 - Bk EE

728, MSI-High #3252 Lo\ L, =R~ (Bl fffiz) oar =
AW (B5E4 - MSI A& S » b (FALCO) . FoundationOne CDx 23A %7/ A7
2 7 7 A )L, Guardant360 CDx 23 AB{5 131V X Z IdyllaMSI Test [ =5 Lo /3o
F1 ) ZHOWTHERET 52 &,

TRUCEE Y T 5 BFITHT D AR OG- K OMEH G IEIZ OV T, REIOF 2D

MLENTELT, AFOBEGXG L0,

o T oAbV I PV URHEMESA XYV T TFUROA Y T IR
IRFZ X DIRIRIE D 7B

o fitRAHBIRE L

s AV AL~T (Bmfaz) DAOFUEMRELEA L PP L TR S5 BE

(ZefEicBd % HH]

@

@

TREICEHE T HEEFICOWTIARRN ORGP DL SN TNWDZ D, BH 21T
r YA ANGID
o ARFIDEAIT R UIBBUE DBEERE D & 5 B3

TEHRATORAMIZ 3T FRLIZRE S 3 2 BE IOV TR, AAI DR GITHERE S

D3, MOTEFRFE D R WIGEITRY | HEICAFZEHNT 52 L 2B ETE D,

o MEMMEREDOSH IO D 5 EHE

o R AR A CRIVE R 258 6 £ B K ONE B 0 Sl i It 2 <o i G 4 it ¢
FEOMIRIEMEZEAN DD B

o HORERBOAD, UHIEMERZE L < IEXFERMEO B R B OB TR D
o¥aysecy

o EERBMEE (&R A 5 T) Ob D EE

o OB IIBEE A AT D EE

*  ECOG Performance Status 3-470 o 4

(6)  ECOG o Performance Status (PS)

Score

FEFR

0

< MR JEBTE 5, AL [F U HHAEEDSHIRZ <ATZ 5,

1

PARAICI LW RN SHIRR S 412 23, STWRE T, BAEERE > TOEEIFIT S 2N TE D,
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6. MEICEEL THEBE T REEIH

O WASCEZEIIIN 2, MEREEE DRI 5 @RS 1T -5 & ARHF O Fritk M OV 1Ef#
D= DICHEIMERE T3 ICEMR L T+ s 2 L,

@ TBRIEBRIAICHENL G, B T Z DFEIETH MR a2 453 L. FE 4215
ThroEEGET5HZ L,

@ FEREWEHO~RT AL MTONT

MEMMEER S LD ZENHDHDT, KEIOEGIZHT-> T, BKRE
AR (PR RIS, Bk, EEVE) OMEFE R OISR X f A O %, Blga 145
175 2 &, Fo, BEIZSUTHEE CT, Mg~ —h —%50ORE%L ET 5
Z &,

AFN DO EILEE D infusion reaction (22 TEEAFFIZ 72 %D TE 5 UE
&7 -7 ECBtG 2 2 &, £72.2 [B1H AR O AHAI# 5-FF1Z infusion reaction
NHLONDZEbHDLDT, KFERE R OAFEGHHE T HIT A Z A
YEWET %, BEFEOWREE SIS 52 L, 70, infusionreaction &
FEHL LI A 12IE, BT OB K QYRR ERICIEE S 5 £ TRE L +oBlg
T5Z &,

FORIRBERERR S . T EMAEREREE R ORIBFEERH 5 oiLd 2 &03H 5D T,
AHN D ¥ 5B haRT M O G-I I E BRI N tkne iR & (TSH, ##fE T3,
EHfE T4, ACTH, I a9 —VEORIE) #FEhid 52 &,
AHNOFEEIZ LY | WEORIEFINTERE T 5 L& 2 BN DER % RREHIE
DHLOLNDZENHD, BENSRBOOLNTGEITIL, BELLZFRIIS L
B 72 ek & 8Bk 2 e o [ Al & i U Cli bl A BRI W 21TV B o
FOGIT X 2 BWER 2N g0 2551213, AFIORFES T 1L K OEIE BB R
IWECHIORGEEZEBET DL L, B, BIBRERLVE S OEGIZXE Y ENE
MOYEEDRTRD BN WGE T, BT B R E o DSOS fiil Al 60
HEET D,

BeHA&T %, BOREM O ARGE L T D RIERN BT 2 Z B3 H 570,
AR OEEHETHIZ S RWEM ORI 2ITEET D,

1 BUBEPR I (BIE 1 BRI 2 5 de) 23 Hodv, FERWEMES R 72 R—v &
ICEDLZERHLOT, M, Eul, MRHFEOMEROFEHC MAHED -7 12+
SEETAHZ &, VBRI SE TR G2 HIEL, 4R 8
AIOBGFEDOTY LB LT O Z L,

BIERF I, FFARE, IFERERES . TR, B{LMERE RPN L bND Z 03D
DT, EHWIIITHERERE LTV, BEOREZ H3ICBET 52 &,

A N e

2 |BMTREECTHSSDOEDEY O Z LT T R THEEEDEEITITE 20,

w

RBONTZEHSOHEOED OZ L LHTERY, AFO 50%L L Xy R+ TiaI 7,

4 |&<EFRy, BOOFOREIY O LITEL TERY, By R+ Timsd,
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o SEIVBERNOLDLND T ENHDHDOT, IROSE OF 2 EHICHERT 2

T &, ol IROBEEDFRD DNIGEITIE, #PNICIERERE 2227 5 &
IRBBFEMEEST D L,

@ AHOERRBRIZI N T, BE5FGG 24 BT 6 HF Z & A LIERIT, 128

2 S A DRI 1T > TUne © & & B0 AHIE U W0 (e
TRROMEREZITH Z &,
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EFEAHEET A R4 v
=R~ T (Bior#x)

(BR5E4 : A7V — AR REFHE 20 mg, 7V —RRHFEHE 100 mg, A7 P—
RRMEERE 120 mg, A7V — R K EHE 240 mg)

~ BRI~

S22 (5Ff 54 3 AETD)
JEAE S @



SN

1. 1IZU I P2
2. AANOFE. (FREF P3
3. ERIRRE P4
4. JigklzoWT P14
5. &G XREMDEE P16
6. WHIZEEL THETNEHH P18



1. IICBIC

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,

PRV ERR T, KEEASCL 2T 0 7 7 A VDBBEEOEIRS & D IR
RHZENDD, DD, HEROLZEMEICBET HIERSHERET 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,

L7eRoT, KA T A TiE, BARERELZNE TICELN TV A EFITH) -
BHE RN S-S & | LT ORI O il 72 5 2 HEE T 2 8L b B e gk &%
HROEEFEHEZ =T,

I ARITA BT A A%, MSIATBOE N B R A A, AmtEE AR AR
BRI o . —AFEETE N B AR IRNEHE S, FoEFREFTEENE N A AREIE T2 O W
J1ob EERR LT,

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

REERDPIETAER - ARTGUIBRARGE AT « FEFE DRI
RIEFER T DI AHBLHEE

REERDMEROHE . <ARIGUIBRAREEZHEST - FFORIENE >

W RANCIE=Av~T BB Z) & LT, 1[\240mg

Z 2 ERIRINE S 1[0 480 mg % 4 AR RIME CAGEEET 5,

L OFEEMIEEA & O3 25613, @, A=A 1r~7

(Bl z) & LT, 1H240mg % 2 AN, 118 360mg

% 3 B FEIEIRR S 1 7] 480 mg % 4 3 [ S CRim it 5,

< BB BT DIFZ BRI >

HWE, RAZE=Rr~T7 (B iiz) & LT, 1[E 240mg

% 2 W R RE ST 1B 480 mg % 4 @ EI MR CARERET 5, 7=

L. BEHMET R VAMETET S,

D /INBPSEL TR US4

et
3
=
Sl
M
o




2. AHN DR, VERBFF

A7V — R R 20 mg, [FLASEEHE 100 mg, [FAGEEE 120 mg K& OF AL
FE240mg (—fk4 : =R ~7 (BB LT, TRAL E0vo,) i, /MBS
i TEMAEH L AX Ly 7 24 BTV AL e~ F¥—X 27447 (BMS) #)
235PA%E L7 & h PD-1 (Programmed cell death-1) 1ZX%F3 5 & Ml 1gG4 £/ 7 v —F /LT
KThsb,

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 ITERT2ZA AR TH D, PD-1 IFHURIRRAIIIZIEELT 2 PD-1 U o K (PD-LI
KMONPD-L2) EfEa L. U RERIZIEMES 7 F 2 fmizE LT v REROTEHEIIREZ
BIZFRET L CTWb, PD-1 U W RIFHURE SN B b O & 22 Gk 58 B
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
ALEWIR & ORI EDOFBIRR N & 5 & O#HE S & % (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
GEEIGEREIE T 5 Z EDRENTND, DI LD PD-1/PD-1 U 72 FERERIE, 23
AR FURRF A7 T MM O OBEEE A BT 5HFD—>2 L LTEZX 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 K O AUABIENE k9~ 2 MBS TG M 2 58 5~ 5 2 & TRk e Puidgsh iR &4 o~ 9
ZENER I TN D,

ZID DN D AANTEMEIES AT 2 B AeIGEIRIZ 2 052 o & IfF S h,
BiEmEEE NG L UBRREBRZ E L, A, etk OERERHER SN,

AHNOVEEFZ LS < BEE DORE S L DEWERZ%N S 5 b, EEXIIRETIC
BLHAREMEN D D, AKNOEG-H R OEE#ZITIX, BFOBE L 01470, BEDR
D BTG AL, BB LT FRITIE U= MR 22 ek & 185k 2 R DRl & s L Ciil
GIZRBERIR W 21TV, IBE OSE RIS K D EWER NS 2551213, BIBRE AL
T UHIOE GO IRE Z 1T O LERD D,



3. HRIRBGE

O AACFPRIER I\ THEE U - ARIGYIBRRREZR 1T - BRSO, ORE®BICBIT 5
WML, KOO L HRIERIBIE ORIR IR RE /2T - B ORIEE O7KGRREC
I 2 AT o 72 B2 EE R RER O g 2 T,

[ 5h]
O [EERELFESE ISR (ONO-4538-24/BMS CA2094737K5%)

7 oAb BV 2 VU RPUEMIESEA N OV T T 8E & G e O AL IR RIS X
A OARTECIRASRE 72 AT ST PR O FE e FR 38811 (A AR N B 27401 % & e, AH|
RE193M . SPHRAELOSHI) At BRIT. # ¥ RPUEMEIEER (R & & vk ik
R YA XRI) R E L CARHI240 mg A 238 [ RIS CAEEE LT & 2 oaIM K&
Otz met Uiz, EEFHEEE T©H 2 24 MM CLF, ToS) twvw)H, ) (ke
il [95%(EHEX[H] ) 1%, AFIFET11.17 [9.99~13.73] & H . %IHE#E 8.54 [7.20~9.89]
HATHY | REFEIRRECR LG FERICEBERIEEZ R LT (¥ — KE0.79

[95% 5 #E X1 : 0.63~0.99] . p=0.0381 [JEhllog-rankf&EE] )
¥R X RLKIPIT OV TIXTS mg/m? A 3R CRIRNEE 5. X7 U Z X 'OV TR,
100 mg/m? & 7B 2194 7 /L L LT, %1, 8, 15, 22, 20K V36 H HIZHARNKZ ST L & &h

77
1.0
0.9
0.8 —a— AR
0.7
_O--Y88
G o-- JEREE
£ 05
¥
0.4
0.3
0.2 - Y
-oe0ods r p
T @k RN ensE B o
0.1 .
e S o
0‘0 1 1 1 L 1 L | L I | L 1 1 I L J
0 2 4 6 8 10 12 14 16 18 20 22 24 26 28 30 32 34 36
at riski £7FEARI(A)
AFpE 193 170 158 139 120 105 89 77 65 55 38 20 13 10 6 4 3 0 0
TR 195 182 157 116 100 79 66 55 48 39 26 16 11 6 2 1 1 1 0

K1 OS ® Kaplan-Meier BiR (ONO-4538-24/BMS CA209473 FRER)



@ FEFEILFES MR (ONO-4538-43/CA2095777K5%)

TR E PR LT I K 0 WP 5E 2282 (LU, TpCRY W95 ,) @D LI
IR o T2 B OIR EEMT94 ] (AARNEE 63 Bl ale, AAIRES32 6], 77
AR 262 B) XS, 7T AR EXEE LTARAI 240 mg & 2 HFEFME T8 F (16
), 20% 9 BHE @ EIHELGO 2 @EF%) 206 480 mg & 4 1 MR C A E

(&K 12 WHAM) L& 20FIMMER DL ML B Lz, FEFHMIEE Th 5 R
AP (i [95%(E X ]) 13, AFIHET 22.41 [16.62~34.00] B A, 77 &R
FET 11.04 [8.34~14.32] WA THY , AFIMEIT 7 B ARBEITH LILEHARINCH BT
FExRLE (A — R 0.69 [96.4%(Z X [H : 0.56~0.86], p=0.0003 [J&5! log-rank %
D

*1  ALEFRIEO LY A 2 R OV BRI 1L. National Comprehensive Cancer Network (NCCN) X &
European Society for Medical Oncology (ESMO) D H A KT A LAHE U 7= AR ER 0> 3 i [E] 313 sk
ISR DIBMERRATT) 2 & & Shis, R L, WPHRIETASRIEMIEER 2 S5 L U A v
LEhnt,

#2 it OIRBEA AL AR A T, American Joint Committee on Cancer (LA, TAJCCJ &9 ,) Sy
H (BT 1ICES< ypTl LEX T ypNI L ETH D Z & EEFR SN,

#3: FE2WIREIC AJCC R0 3E (56 7 i) 12363 < BRI TG I MM o/l (EEHAE A BR<)

T EE B A& I & DRV LRk IR S AN BTz,
4 FHNC LGS EEICYIBR S BESEAAN B LT,

09 { —— K HI#
08 { N -o-TS5uRE

Rt HE S0

0.2 -

0.1 -

0.0 T T T T T T [ § T T T T T T T
0 3 6 9 12 15 18 21 24 27 30 33 36 39 42 45

AF|FE 532 430 364 306 249 212 181 147 92 68 41 22 8 4 3 0
77t REE 262 214 163 126 96 80 65 53 38 28 17 12 5 2 1 0

X 2 ERAEFHIE O Kaplan-Meier BB (ONO-4538-43/CA209577 3BR)




@ [ERILFESE I B (ONO-4538-50/CA20964855k)

(L FIERTE IR ORIRYIBR AR RE 22 EAT - AR O RIEHEEFT1970 ] (HARANESE 394
Blegte, AFI+A Y L~<7"2 (BT, INIVO/IPI] w5, ) B 325 fiil, AHI+ 7
NFAa T N E N AT T F gt b ES (LLF. INIVO/Chemo) &9, )
FE321 0, 7AWV RN AT TF o rwagivfbg s (LR, [Chemo) &\
9, ) BE324 B]) Z x5z, Chemo Z %R & LT, NIVO/IPI KO NIVO/Chemo DA %)
PR OVZ e a2 Et Uz, EEFHEIE B X, tumor proportion score™ (LA R, [TPS) &
W, ) ZI%EMICE T D AR (LT, TPFS) &9, ) RTPOS THY |
BIREHMIEH & S- ITT E£MICEBIT 5 PFS KON 0S SMiaT ST, FDOfEHE., TPS=
1%EM L ONTT £ 5 0S 122V T, NIVO/IPI K T NIVO/Chemo #£1Z Chemo
FECXT L, W FICEBERIER 2R LT,

*1 YR B R E IR W ORI R IR T L (FICRT EREN ) L&,
REBR, SO 52 3D 2 B A5 She,

*2 0 ARFI11E] 3 mglkg ((KEH) % 2BMMME, 1V A~7 (EiE %) 1B 1mgky ((KE) %
6 MR CATEERE Uiz, DERBGRRIC WL, AR 2RI E L, 412V Aa~T (B
TR Z) IIARBNOEGHKET 1S 30 L EORBRZ W TREG 2 BtG LT,

*3: 4% 1Y A 708 LT, AAI1IE 240mg % 2 BN, 748w F 0 800 mg/m? H %4
VA7V OLHANPBEHAET (6 HM) . AT TF 80 mgmez 444 7 LD 1 HEICH
RN G- Uiz, AAlEALFEEEZ R BICE ST 258 3AF 2RIk E L, 7vdn o T
BN AT T F AIARFN OGS T 256 30 5L ERIR 2 BW TG 2B LT,

*4  JEEAARIC 31T D PD-L1 & %8 L 72BN 5o 814 & Shiz,

1 APEORKE Q0214 1A 18HF—F Iy b47)

TPS = 1% ] ITT 4£H
NIVO/IPI #f NIVO/Chemo #f Chemo %t NIVO/IPI # NIVO/Chemo #f Chemo &
(158 1) (158 1) (157 1)) (325 #1)) (321 1) (324 1))
?j;;f 4.04 6.93 4.44 2.92 5.82 5.59
[95%CI] [2.40,4.93] [5.68, 8.34] [2.89, 5.82] [2.66,4.17] [5.55,7.00] [4.27,5.88]
PFS NF— R 1.02 0.65 o 1.26 0.81
[95%CI] *! [0.78,1.34] *2 [0.49,0.86] * [1.04, 1.52] [0.67,0.99] *
*5
(7257}(% 0.8958 0.0023 B B 0.0355 B
(ﬁ?ﬁﬁ)) (0.015) (0.015) (0.015)
T;ﬁf 13.70 15.44 9.07 12.75 13.21 10.71
[05%CI] [11.24, 17.02] [11.93,19.52] [7.69, 9.95] [11.27, 15.47] [11.14, 15.70] [9.40, 11.93]
os YK 0.64 0.54 - 0.78 0.74 o
[95%CI] ™! [0.49,0.84] *¢ [0.41,0.71] *7 [0.65,0.95] *8 [0.61,0.90] *
*5
(7215 Kt 0.0010 <0.0001 o 0.0110 0.0021
(Fﬁ?ﬁﬂ)) (0.014) (0.005) (0.018) (0.009)

Cl: fE#EXR, *1 : TPSZ1%£EF TIiX ECOGPS (0, 1) KUEBlgas@EH (1 LI, 2@LL L) ZJ@hlR 1 & Liz@hl Cox Lhf
P— KET /L, ITT £ TIX ECOGPS (0, 1), g E (1 ELLF, 2 ML E) K OPD-L1 BRI (TPS=1%, TPS<1%Xix
HIERRE) ZJERIRT & LR Cox LBl — REF /L, *2 : AEAYECHG L7 98.5%CL i [0.73,1.43] Thot=, *3: HEK
HEIZ 5 L72 98.5%CL 1% [0.46,0.92] Th oo, *4 : HEKIEIZHIS L7z 98.5%Cl 1% [0.64,1.04] ThH o7z, *5: JG5 log-rank fE
(Cox Heffl W — RET N &L FEROBRIKT), *6 : FRIMEHTIZI T 2 HBAKEEIZKRE L7z 98.6%CI 1% [0.46, 0.90] Th-o7iz, *7:
o AR IS 38 1T B A B AKHES S L7z 99.5%CI 1% [0.37,0.80] Tdh -7z, *8 : hEEITIC BT 2B B KM KGR Lz 98.2%CI 1% [0.62,
0.98] Th o7z, *9 : FREMENTIZIST 2 BAKEICKHE L7z 99.1%CLi% [0.58,0.96] ThH o7z
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1.0 -
5 08 < 08 AR
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> s +
g 07 2 07 N
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= s = o. 1 o 3
5 06 | NIVO IPIEE § 4 ~ I/\I]\ O/Chemofif
3 os S 05 % ™ /
K s P
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3 2 *, A
203 2 03 +_ 5_’1‘
S 3 P
& £ P
0.2 g 0.2 » = £ —_——
Chemo ¥ " Chemofif g
i “hemo 4 o e e e
0.0 0.0 L
— ——— ——— —
0 3 6 9 12 15 18 21 24 27 30 33 36 39 0 3 6 9 12 15 18 21 24 27 30 33 36 39
(1 A = 45z (A 5 LA s
Number of Subjects at Risk EEABITITPLOHE (A7) Number of Subjects at Risk EEHEFTHLOHEE ()
NIVO/IPIE: NIVO/Chemo#
156 136 116 98 89 63 S50 40 31 20 11 9 4 0 158 143 129 105 88 70 S3 36 22 16 4 2 0 0
ChemoF# Chemo®%
157 135 105 72 52 36 21 12 8 4 2 1 1 0 157 135 105 72 52 36 21 12 8 4 2 1 1 0
. —
X3 OS®DKaplan-MeieriifR (ONO-4538-50/CA20964875%)
o0,
(TPS=1%2£H])
10 10 \"i\
0.9 "-"‘4‘ 0.9 %
* »
5 08 ~ 08 ™
s 3
z 07 2 07
@ B @
% 06 < : - 3 06
g S NIVO/IPIEE 5
3 05 *, 3 o0s
% R g
2 04 = 2 04
2 3
203 p 2 03
[ o o
% 02 Chemolff % 02
0.1 0.1
0.0 0.0
T —r—r—Tr—Tr T T T
0 3 6 9 12 15 18 21 24 27 30 33 36 39 0 3 6 9 12 1S 18 21 24 27 30 33 36 39 42
30 S 4 13 2 B O KBRS ® it L
Number of Subjects at Risk RERSTTPoOHM (5) Number of Subjects at Risk % EABIM T L ORI (B)
NIVO/IPIZE NIVO/Chemo#%
325 274 232 191 166 129 97 77 55 33 22 12 6 0 321 293 253 203 163 133 92 60 40 26 12 4 1 1 0
Chemo®f Chemo#¥
324 281 229 171 131 93 56 a1 23 9 5 2 1 0 324 281 229 171 131 93 56 41 23 9 B 2 1 0 0

X4 OS®DOKaplan-MeieriifR (ONO-4538-50/CA20964875%)
(ITT4£H)



(PD-L1 FEEURPLA D A 1)

[E B[R 255 A FRER (ONO-4538-50/CA209648 iRER) ICHLA AN HNIZBEDT — 4
IZH & | PD-L1 OFBURIBNIAT 24T > T A ME (RRII 7RI 2 G o) M OVZ4A
PEDOFERIZUUTO LB TH-o T,

NIVO/IPI &% T NIVO/Chemo (2B L T, PFS KX OS OWFHIZEWTH TPS<1%D
FEF M TIE Chemo & bbig U 72 IERAHEIIFED Lo 72 (3% 2, 5),

723, PD-L1 OFBLRMIZ L BT, KFlOLZ2MET v 7 7 A VITFREETH > 72,

#z2 TPS<1%DEZFHEDHER (ONO-4538-50/CA209648 FER)

TPS < 1% [H]™!
NIVO/IPI Ef NIVO/Chemo Ef Chemo %
(164 1) (163 f51) (166 1)
?jj;f 2.83 5.55 5.75
1.68, 4.1 4.44, 6. ) .
PES [95%CT] [1.68,4.17] [4.44, 6.93] [5.39, 6.97]
NP — Kk 1.45 0.95
[95%CI] *2 [1.13, 1.88] [0.73, 1.24]
Tjﬁf 11.96 11.96 12.16
10.09, 16.03 9.86, 15.54 10.71, 14.00
oS [95%CI] : ’ J : J [ ]
NP — Kk 0.96 0.98
[95%CI] *2 [0.74, 1.25] [0.76, 1.28]

Cl: fZHEXH, *1: PD-L1 HJERRE TH - 7o BEIIBRA S 7z, *2 2 FEf@NI Cox
i~ — FET L

1.0 I'U_a‘h’\
= 0.8 F 0.8
0.6 ZF 0.6+
- s
$ 044 NIVO/IPLE 2 04 NIVO/Chemo#
z B |
'§ i L-:-T"-h, i ;2
a 0.2 'l' o & 024 MmO Atk
" -0 O---0 Le0@---0
] Chemofft — - W
Chemo#f
0.0 4 0.0
0 3 6 9 12 15 18 21 24 27 30 33 36 39 42 0 3 6 9 12 15 18 21 24 27 30 33 36 39 42
Number of Subjects at Risk HEEABITT SO (7) Number of Subjects at Risk A {2 Bl e G oI ()
NvoTPIEl64 136 114 91 75 64 45 35 22 13 11 3 2 0 0 NIvoChemol¥ 163 150 124 98 75 63 39 24 18 10 8 2 1 1 0O
Chemol? 166 145 123 99 79 57 35 29 |5 5 3 o0 o0 0 Chemoftt 166 145123 99 79 57 35 20 15 5 3 1 0 0 0O
v : % =
5 OS @ Kaplan-Meier iR (ONO-4538-50/CA209648 3R5E%)

(TPS<1%£H)



[Z4tE]

O [EHEEILFEEMAEFE (ONO-4538-24/BMS CA209473 75k )

BEFGIIARAIRE 172/192 1] (89.6%) . *FHAHE 192/194 5] (99.0%) (ZFE & B L, IR
BRIE & ORFBIRNEE T X WA FHRITIAFIRE 129/192 41 (67.2%) | <t HEEE 185/194
B (95.4%) IZFH BTz, WT N DOFETIHELFN 5%LL EORIERIZER I D LBV T
HoTr,

£3 WDTHHOEETRIALEN 5% EDOBIEM (ONO-4538-24/BMS CA209473 FRR)

%k (%)

LR PAS &
el AT TR

(MedDRA/Jver.21.1) - 192 01 194 )

4 Grade Grade 3-4 Grade5 4 Grade Grade 3-4 Grade 5

2RIEA 129 (67.2) 33 (17.2) 0 185 (95.4) 127 (655 2 (1.0)
KGR X OV MRk =

W5 23 (12.0) 1 (0.5) 0 27 (13.9) 2 (1.0) 0

% ) FERE 17 (8.9) 0 0 9 (4.6) 0 0

BB E 3 (1.6) 0 0 97 (50.0) 0 0
—f% - REEER X OGO IREE

FEER 15 (7.8) 1 (0.5) 0 16 (8.2) 0 0

95 97 14 (7.3) 1 (0.5) 0 42 (21.6) 9 (4.6) 0

esNR 9 (4.7) 0 0 44 (22.7) 0 0
ER AR R AT

U 2 SEREE D 4 (2.1) 2 (1.0) 0 18 (9.3) 12 (6.2) 0

I HRERER D 3 (1.6) 1 (0.5) 0 75 (38.7) 58 (29.9) 0

H i EBRE R 2 (1.0) 1 (0.5) 0 72 (37.1) 46 (23.7) 0
H ke

T 20 (10.4) 1 (0.5) 0 17 (8.8) 2 (1.0) 0

PN 5 (2.6) 1 (0.5) 0 24 (12.4) 1 (0.5) 0

(s 4 (2.1) 0 0 16 (8.2) 0 0

TN 4 (2.1) 0 0 31 (16.0) 1 (0.5) 0

M@ i 1 (0.5) 0 0 13 (6.7) 1 (0.5) 0
oW

FOIR BB BRI T E 17 (8.9) 0 0 1 (0.5) 0 0
JEYSE B X OV A HUE

Pt g 3 (1.6) 1 (0.5) 0 11 (5.7) 6 (3.1 0
B X OeRREE

RARIHER 15 (7.8) 2 (1.0) 0 52 (26.8) 9 (4.6) 0
MRE LI 3 REE

21 4 (2.1) 4 (2.1) 0 47 (24.2) 19 (9.8) 0

I H BRI E 1 (0.5) 0 0 36 (18.6) 27 (13.9) 0

FEEWE L BR R i 0 0 0 20 (10.3) 20 (10.3) 0

H R Jg A iE 0 0 0 16 (8.2) 14 (7.2) 0
E SR B L O ARk E

ESIEiNn 2 (1.0) 0 0 21 (10.8) 1 (0.5) 0

5 P9 2 (1.0) 0 0 17 (8.8) 1 (0.5) 0
SR IR E

BT B 3 (1.6) 0 0 14 (7.2) 0 0

R = 2 — T — 1 (0.5) 0 0 47 (24.2) 1 (0.5) 0

FRGME = 22— 8 F— 0 0 0 21 (10.8) 1 (0.5) 0

I, AFBHC IS T FRBEREREE 22 1 (11.5%) | BEECREMRIE/ I A4/ $F—15
B (7.8%) . JFRRERET 13 0] (6.8%) . FVEIMEMGZE 12 1 (6.3%) . 4RERETE 8 fi



(4.2%) . EEOREREE 4 6] (2.1%) . MW 34 (1.6%) . B 241 (1.0%) .
ERelEE 2 1] (1.0%) | % 161 (0.5%) . RIBZ - /IMEJ - HEED T 141 (0.5%) .
TEAEEEREE 1] (0.5%) K ONinfusionreactionl ] (0.5%) MR bhiz, £7-., &E
FEMEESGE, (DA, Mk, VAUBEIRI, T A4, A LPERRAE 2, RIEHERERE =, Mk -
BERRSS . FRARMARZERE, A MR, MERE RIEMRE, kL. R, S &K
K OVLEIEE TR bivZe o To, AREWERIFEBLRDUIEE S S (RRIR AR 23
o) ZBUEERETRT,

@ [EEEILFES AR (ONO-4538-43/CA209577 5RER)

HEREGIARFIEE 510/532 1] (95.9%) . 77 & AHE 243/260 ] (93.5%) (258 HiL,
TR & ORBEBIR NG E T E WA FHGIIARAIRE 376/532 5] (70.7%) . 77 &R
¥ 119/260 1] (45.8%) (2R3 HALIZ, WI L DRETHELRD 5% Ll EORIERIEE 4
DEBY THoT,

K4 WTNHLORETHREED 5%, LORIEA (ONO-4538-43/CA209577 3RER)

pi1%% (%)

SN IPNG |

e, z!iﬁﬂff 77 tﬁ iEd
" 532 f5i 260 f5i

(MedDRA/Jver.23.0) 4= Grade Grade 3-4 Grade 5 4= Grade Grade 3-4 Grade 5
2EIEH 376 (70.7) 71 (13.3) 1 (02) 119 (458) 15 (5.8) 0
H kS

T 88 (16.5) 2 (04) 0 39 (15.0) 2 (0.8) 0

GBI 47 (8.8) 0 0 13 (5.0) 0 0
FERGF KOV ALk

9 FENE 53 (10.0) 2 (04) 0 9 (3.5) 0 0

5895 52 (9.8) 4 (0.8) 0 10 (3.8) 1 (0.4) 0
—i% - R EEL LOR5
NEDIREE

97 90 (16.9) 6 (1.1) 0 29 (11.2) 1 (0.4) 0

bliiyaPna 28 (5.3) 0 0 4 (1.5) 0 0
R AR AR A

TARTE BT I b 29 (5.5) 2 (0.4) 0 10 (3.8) 0 0

TR T =T —BHM
PR A

FOPR IR REA T 50 (9.4) 0 0 4 (1.5) 0 0

FROIR BB RE T ESE 35 (6.6) 0 0 1 (0.4) 0 0
B E L OV ARk =

RAA 30 (5.6) 1 (0.2) 0 4 (1.5) 0 0

I, ARAIBHZ IV CRR I RERE S 89 i (16.7%) . FFHEREFRES 49 B (9.2%) . #
PRBETE 35 61 (6.6%) . BEAUAHRAARAE 33 61 (6.2%) | [IEMEMGREE 26 151 (4.9%) . Lok
PR 11 /5] (2.1%) . infusionreaction 10 5 (1.9%) . EEOREREE 8 i (1.5%) . &
PEREREE 7 41 (1.3%) . RABZ - /5% - EHEED TR 7 41 (1.3%) | JIF%¢ 4 B (0.8%) .
D2 361 (0.6%) . EIEHERERESEE 341 (0.6%) . 17UBEIRP 161 (0.2%) . #FARILAR
FERRIE 1411 (0.2%) | AL 161 (0.2%) KOMWER 141 (0.2%) RRD LN, £, 5
E MRS, TRRMHERERES ., BUEFR, RS, ik, %, LEREESIEER, Mk
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AR g, JRIFERES, RGN, ERERREE T E, 2R Mk &UH%%"%‘J‘EH%* R
Siieo T, ARWERFEIURILIBEEFR (RARAEMEE 25T) 23 0RatA
%‘fﬂ—_\“j‘o

@ [EERELFEEIFEEAER (ONO-4538-50/CA209648 7X5R)

HEFEGIT NIVO/IPI B 316/322 5] (98.1%) . NIVO/Chemo #F 308/310 f51 (99.4%) .
Chemo #% 301/304 5l (99.0%) 258 Hav, JRBRIE & ORERBNEE TE WA ESR
4113 NIVO/IPI £ 256/322 5] (79.5%) . NIVO/Chemo #f 297/310 f4 (95.8%) . Chemo
7 275/304 5] (90.5%) (2O LT, 7ok, EERAERHGUT NIVO/IPI B 214/322 4

(66.5%) . NIVO/Chemo #¥ 180/310 4] (58.1%) . Chemo #F 128/304 il (42.1%) 1238
LT,

WD DOFETHILFEN 5%LL EORIERIZRS DLk ThoTo,

£5 DWTNLOBHETEIEN 5% LOBIER (ON0O-4538-50/CA209648 3RER)

B (%)

%zikﬁ A NIVO/IPIFE NIVO/Chemo# Chemo#

(MedDRAIver. 23.1) 32214 3104 30443

“xGrade  Grade 3-4 Grade 5 4>Grade  Grade 3-4 Grade 5 4=Grade  Grade 3-4 Grade 5

EREER 256 (79.5) 102 (31.7) 2 (0.6) 297 (95.8) 147 (47.4) 1 (0.3) 275 (90.5) 108 (355) 3 (1.0)
MEE LY SR EEE

2 1. 12 37 2 (0.6) 0 93 (30.0) 30 (9.7) 0 67 (220) 17 (5.6) 0

B H BRI i 0 0 0 29 (9.4) 8 (26) 0 20 (66) 7 (2.3) 0
PG MA R

FLR IR RE TTAE SE 20 (62) 2 (0.6) 0 7 (2.3) 0 0 0 0 0

FR B REAX T E 43 (13.4) 0 0 18 (5.8) 0 0 0 0 0
B b

{5 7 (2.2) 1 (0.3) 0 59 (19.0) 2 (0.6) 0 66 (21.7) 1 (0.3) 0

T 32 (990 2 (0.6) 0 60 (19.4) 3 (1.0) 0 46 (15.1) 6 (2.0) 0

B 26 (81) 1 (0.3) 0 182 (58.7) 11 (3.5) 0 158 (52.0) 8 (2.6) 0

=P 14 (4.3) 0 0 98 (31.6) 20 (6.5) 0 71 (234) 5 (16) 0

N1 18 (5.6) 4 (1.2) 0 56 (18.1) 7 (2.3) 0 49 (16.1) 9 (3.0) 0
—f - EHFEER X OGN OREE

7 J9E 7 (2.2) 1 (0.3) 0 20 (6.5) 2 (0.6) 0 17 (56) 2 (0.7 0

i 29 (9.0) 4 (12) 0 61 (19.7) 7 (23) 0 50 (16.4) 11 (3.6) 0

1B B 12 (3.7) 0 0 50 (16.1) 1 (0.3) 0 45 (14.8) 0 0

I D S5 4 (12) 0 0 33 (10.6) 8 (26) 0 26 (86) 4 (1.3) 0

SRR TN 0 0 0 17 (5.5) 0 0 12 (3.9) 0 0

FEEL 26 (8.1) 1 (0.3) 0 8 (2.6) 0 0 10 (3.3) 0 0
g A AR A

Z;i;i’\zt{ﬁ;ﬂ7/ 25 (78) 7 (2.2) 0 18 (58 2 (0.6) 0 8 (26) 0 0

T ARG RUET I

FFL AT 2T —FH 29 (90) 4 (1.2) 0 16 (52) 2 (06) 0 6 (2.0) 1 (0.3) 0

n

7 L7 = 8 5 (1.6) 0 0 39 (126) 1 (0.3) 0 32 (105) 1 (0.3) 0

E;ijg;/ 7Y 0 0 0 19 (6.1 0 0 9 30) 1 (03 0

B ER B 2 (0.6) 0 0 65 (21.0) 25 (8.1) 0 52 (17.1) 24 (7.9 0

IR/ 2 6 (1.9) 0 0 36 (11.6) 3 (1.0) 0 32 (10.5) 5 (1.6) 0

1 i ER s> 3 (0.9) 0 0 43 (139) 11 (35) 0 28 (92) 6 (2.0) 0
e & Ok bE

1&F b Y A 9 (2.8) 8 (2.5) 0 29 (9.4) 17 (5.5) 0 19 (63) 9 (3.0 0
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Bil% (%)

A BIRS A

Sokan NIVO/IPI#E NIVO/Chemoft Chemof
(M;;DR Aver. 23.1) 322431 31041 304451
“4Grade  Grade 3-4 Grade 5 4=Grade  Grade 3-4 Grade 5 “Grade  Grade 3-4 Grade 5

AR 19 (5.9) 5 (1.6) 0 132 (42.6) 13 (4.2) 0 130 (42.8) 9 (3.0) 0
R S PR

R4 4 (1.2) 0 0 19 (6.1) 0 0 17 (5.6) 0 0

itk = 2 —m F— 1 (0.3) 0 0 20 (65 2 (0.6) 0 15 (49) 1 (0.3) 0

jfﬁ'f*’/w:lﬂ“ 103) 0 0 26 84 103 0 163 103 0
Bk L OUREREE

BB RERE 1 (0.3) 0 0 9 (2.9) 0 0 17 (5.6) 0 0
MRk, oEREs L OERRRE

Leo< Y 2 (0.6) 0 0 42 (13.5) 0 0 53 (17.4) 0 0

Jitifi 2% 20 (6.2) 7 (2.2) 0 15 (4.8) 1 (0.3) 0 0 0 0
FERG 3 & OV T Rk

Jit S 2 (0.6) 0 0 31 (10.0) 0 0 32 (10.5) 0 0

Z D FEIE 43 (13.4) 3 (0.9 0 23 (7.4) 0 2 (0.7) 0 0

it 55 (17.1) 7 (2.2) 0 24 (7.7) 1 (0.3) 0 5 (1.6) 0 0

723 NIVO/IPI BEIZ 30T HUIRIRBERERRE T 70 1] (21.7%) | ITREREREE 42 51 (13.0%) .
PR AR 26 Bl (8.1%) | ARAUFIRALARIE, I A xF—23 fl (7.1%) . T E{LHERER
421 5] (6.5%) . FIFSHEREREE 17 6] (5.3%) . #hFEFEEE 16 4] (5.0%) . HEEDR)E
& 14 1] (4.3%) . KIGK - /MG - EEO T 10 5] (3.1%) . infusion reaction 9 il

(2.8%) . BHgAEREE 8 B (2.5%) . T 661 (1.9%) . LEkEE 6 6] (1.9%) . 174
PERIE 4 1511 (1.2%) | BER 415 (1.2%) . Mgk 240 (0.6%) . Lfif7k 2 6 (0.6%) . J&
L2 (0.6%) . 5& Mk 14 (0.3%) . BEALMEARE 2 161 (0.3%) . &S 1 41

(0.3%) . EEZRMEEE 16 (03%) . FFlkmARZERSE 161 (0.3%) MUK - BEE
2% 1B (0.3%) BNRD BN, £io, EEMEE, BUEZE, A2, mERERER
B FERE M ORIFERBEIIFR O B 720> o 72, NIVO/Chemo FEIZ 35\ CTHRERUT BRIE 2
A /3F—03 5] (30.0%) . FhREREE 83 5] (26.8%) . EHAEREE 74 1 (23.9%) . AFHE
REFEEE 32 4 (10.3%) . FLIRAREERERETE 30 5] (9.7%) . MIEMEMZE R 18 61 (5.8%) .
KGR « /IMEZE - BEEDO THI 8 il (2.6%) | RIEHEEERE 6 61 (1.9%) . infusion reaction
6% (1.9%) . HERMIERED 5 F (1.6%) . LIEFEE 461 (1.3%) | FFRIEZERE
3H (1.0%) . FEMAHERERE 2 4] (0.6%) . 1HUHERS 2 6] (0.6%) . 5 & 9K 2
B (0.6%) . HEED &R 141 (0.3%) KOYESL 16 (0.3%) 23580 Hiviz, £z,
FEIEMMSEE, O, Bk, BUERFR, HFARA, TR, SbLMEIRE . INK - BRI,
MERERFEWERE, fS%. RS, IRIFERSE K OMEE M MIEER O bz o 7o, REIWER%E
BURDLIIEE S S (FRMAEERT 2 51) 2B OEHERE =T,

12



(it - HE]

AFNOREMARYEEET L EZFIH L2 I 21— a3 12k v, KK 480 mg % 4
MR CTE G LIZBEOARA O MG HIRE NG SV, ZORE%R. AHK 480 mg % 4
TR TG L EROE FIREBICR T 2 FMEFIRE CLF. [Cags) &9, )
1%, ARHI240mg % 2 IR TG L72BED Cagss & FEIT 5 & TRIS N (FR)
F 7o, KK 480 mg # 4 HEIEIRR THE G L 7-BROEFIREIZB T 2 emiiig HiRE (B
Ty [Crmaxss] &I, ) X, KKl 240mg % 2 HEFFIRE THEG L7ZBRD Craxss & B L
TEEZRTETRISNIZEDOD, ARNEZ TV TEREER R STV D HE -
M (10mglkg % 2 FRHIHNE THRLE) TARAIZEKEG LTZERD Craxss & Hl U TR A2 7R
FTeTHlENn (FFR) . MAT, EHOEEICKT 57 —2I12HE5& KK 3 mgkg

(KHE) £z 240mg % 2 HEFERIFE, & L < I3 480mg % 4 A F MR TG L 7B
DAF DUk iE & & AN UL M & OB 2 MFtd 2 BEESOGT T VDR S L, Y
BEZ OV TREIDM TR, BRI - HEORTH R L VL 2MEIC
AR W E TR ESNT, Flo, BEREETICBIT 27 — X ITHESEHE L RE X
JSET VAR LT, AAI3mgkg (2 HMMBTERS) . 240 mg (2 HEHIFE T 5-)
1% 360mg BuEMIMMETHRE) LAY A~vT (BEHHEEEZ) 1mgkg (6 FH[H KR
TE) ZO0FH LTCBEOAIE R V22 et L7c iR, ERto Bk - RO TH
R e OVZ VIR 2 R IT 7 & TRIE N2, S 51T, AH| 240mg (2 @AM T
$eh) X% 480mg (4 MMM TR E) LLFRIEZ DR LT BERO A ME R O 2 %
a7 R, ERCo E - 'O TH DK O Z I MR ERI TR0 & PRIS
i,

K6 FHAOEMEENT A—F

M - Cinax Chmind28 Cavgd2s Chnax,ss Cnin,ss Cavgss
(ug/mL) (ug/mL) (ug/mL) (ug/mL) (ug/mL) (ug/mL)
3 melke Q2W (35-521 .760-8) <16-25?50-3) (21.321 ?(1)3.9) (75.1){3171) (27.612,'107) (42.717,'?27)
240 mg Q2W (51.712,203) (23.33?.539.0) (302&3,.670.9) (10;,5354) (41?57,.51;58) (62.11(,)91 87)
480 mg Q4W (10?207) (15.25?27.4) (37.?)3,.;)4.8) (14?,1 236) (27,751,?37) (62.11(,)91 87)
10 mg/kg Q2W (14é,9;22) (86.959,.?32) (101,1 ?48) (323??25) (18421,1 Z3‘03) (232,7277)

i (5%, 95%/5) . Q2W : 2 AMIMIRGE. QAW : 4 MM, Cmax @ PIEIH 5% O ferm L7 R E
Crmingzs : FIIEIHR 5-#% 28 B BIZH61T 2 MM IE TR EE . Cavgazs @ #IIEHR G- 28 A H £ T Al i i

FE. Crmaxss 1 EFRAEICIS U 2 e M3 IR EE . Crninss : EHREBICET D IAKIMIE P I, Cavgss 1 EHIR
BEIT IS 1T 2 -4 ML 37 i

13



4. BRIZTHOWNT

AFN OB G- W 72 BE &2 - FrE L. AR oF 512 ;@E%@EW%%%ﬁbk
BRICKHET 2 Z ERMER D, LFOO~Q@DFT X T &z T sicB W THEHAT
RXTH5DH,

O MEFRITHOWT

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

(1) JEAEFBRENEET 503 A BHEEEILS RS BRE RS A SRR I SRR
Hiek A3 A B2 L RURE . MUY A BB IR 7R &)

(2) FrEREREIRIPT

(3) HBENTEAEDFEE T D0 APSHEEEHT (03 A ISR ERibT, 23 AR
W 1IREBE, DA EEEREER e &)

(4) IAKRALFHERE AR E L, ARG LA RIER R | XUTSORIES b AR i
Bl 2 ORisg EAEITAR D a2 1T > T D itk

(5) PUEEMEREEEAI AL & BN OO i % L HEI AR B B H 21T > T B Jitiak

D2 O (LA ORI FEBING ORI 4 72 M0l & R & FEOIERT (T
DTN T BEEH) 75, SEBHBOARANBIT 2RO EEA & L CRES
RTVB L,

#

o [EEMFFESE 2 FOUIMIMHEZE T L7211 5 FELLEDO D AR DB IRIHE 2
ITHoTWBHZ L, 96, 2L RIX, BAZEMEEZ £ & LEERIES S OHE 2
1ToTWBHZ &,

o [ERIRFFESE 2 FOWBPIHHEZE T LI2&IZ, W bae 00 ASMREZ ET 5
FELUEOHLEIIB FOERZIT o TN D Z L,

o [ERNEFFEUSH% 2 FOYHHEZIE T L7-%&IC 4 FLLEDOKREREZAG LT\ D
Z &, OB 3FELLEIE., EIbESE O D A SRYERTE & G e iE b as R T OB IRAHE &
T TCWNAZ L,

© BENOEEMFEREBROMAHICONT

PR3 A I R BRICAEF 9 2 LA DS E S v, BRSO OFRE D, A - &
é‘fi’%%?ﬁ‘]‘%?&@&ﬁ&(ﬁliﬁﬂﬁ“ A D IRt AEFRDREAE LSS OWE
¥, FRHESCLIATON DRI E - T Z L,

® BUER~DORIRIZONT

@-1 FEERAHIZBE S 5Bl
[FVE PR B O BHEE R BIE 2L L72BRIT, 24 FFRIEZIERIKHI O T, 2i%iax X

14




TEHERI R I BT, B LZEIERIZS U TARRE L O CT 0 ITEH ORI 4
FERREOEENY BRIZEON, EHIZHIGTEERERNES> WD I L&,

Q-2 EERFEF L 2AFBLAMNICET L EM:

ARSI HE D 2 B 2 gk K O e 2 BT 2 BRI FEENEIERHT=2 1) v 7
EEOIERDOA T ) —=0 T EHATOEIRE & FlZ G TE 5 F— AERIKH 23
fiEShTnWBZ L, 2B, BiAHICOWT, RABRE EZOFBEICHIITAMmENT
WhHZ L,

@-3 BIERADORZWTLHRIGIZE LT

AWER (B MBI BREGEEDAE, (DR, TRk, SO RAEE., KiK.
NG, BEEO TR, 1 ABERIE, BIENTZR. A4, ITRERERRE . T4, B b nsE
2. HUIRMRPEREMRE T . TEERPRREMRETE . #hRRIRE. BEE. RIBESE. MK, EEDOK
JEREE . FRIMARZEMRSE, infusion reaction, HFE7/R MRS, MERERIEMEE. .
e, BEDOHR, SEIMRRK, WEOGRENG, WIER#EE, DEfEE (OEME) -
RN < DEEPEISNNHESE) | ARZFEREE . NG H M, BEALSE) (Txf LT Mikhiiex X3l
BRI O BRI 2 5 EAD & U (RHWER O ZWroxt eIz L THRE R USHE
EZTONDLEMITHD L), EHITHEUIREN TE DEHINES>TND Z &,

—
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5. B##ExIB L BE
[(B2h B3 % 1]
O TROBEIZBWNTAROEMENBEES N TN D,
o T btV I VU RPUEMIEG AN N T T 8H & & e O AL EEIE ISR
e ST AR OFRIEYIBRARE 2 AT ST R O BE R BE  ORA| Hm# 5)
o TR BIRIEIC LV pCR 2NFRD B D T BIER O BE (RHA
HEE )
o ALFRIERIBIE ORIBUIBRARRE /ST - PR OB LS (NIVO/IPI £ 53X
NIVO/Chemo #¢5-)

@ [EFRHLFEFH MRS (ONO-4538-50/CA20964855%) (28 T, MR & SN b2t
1% (Chemo) Hifft & ki L -C. NIVO/IPI 5- 3L I ENIVO/Chemo s 5- DB A /R S
TUW5, 7272 L. NIVO/IPIE-SUEINIVO/Chemo& G- DWW Uz B8V T b | LA
B & i U CEERAEFRORIENE L 2HHEANRBD LI (pl11SH) | F
7-PD-LIFE BRI (TPS) 2k 0, ARMWENER DMEAIRIBEIN TS Z & (pb~
8&MR) M5, PD-LIFER LR L7z L CAAIBR GO RS2l 5 2 ENEE L
VY, PD-LIZEBLR N 1% AN (TPS<1%) THDH Z & DR SN BE TRV T,

AFIUS OIEFEIRE ©HZET D,
*RENOBZWH L LT, 524 : PD-L1IHC 28-8 pharmDX 4 =] 2NERBEN TN 5,

@ TFRLCEEM T D RBEFITRIT D ARFN DR G K O FIEIZ DV TE, AR ORI

MLENTE LT, AROBEGXG L7720,

o WIREEZT TO R WIRIRUIBRANBE 22 HEAT SUL 8 D BB 1T kb9 2 AKI HL
L5

o fiTRIMHBIEIE L LTS

o ITHIHBNEIEIZL Y pCR 3FR® BV BREITH T DINGRMBIRILE L LTk
5.

o IFEEMIBIEE L L COMOPUEMEERA & OO ARG

(st B 3 % $E]

O TRICEYTHIRFICOWVWTUIARORENED L SNTWD Z b, &5 %217
YA AN
o ARFIDEATT 3T UIEBUE DBEEIED & 5 B

@ RERTOFHMIZIB VT RIS T 2 BEIZ OV TR, AFIO B ITHELE S uZe
D, MOTEFRIE N e WIGEICIRY | HEICAREZERTHZ L 2BETE 5,
o MEMMEEOAIXIIMEDH 5 BHE
o @SR AR A CHIE R 258D D B K ONE B M 0 FUR Bl 2 <o G ME fiti 2%
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FEOMIZRIEMEZ LD A B 5 B

o HOMEEROAD XUXEMERZE L IXHERM%EO B O EEDOBHERE D
b5 BE

o BB E (EMm&MRBHEL ST Ob b EE

o BB IIBEEE AT HRE

e ECOG Performance Status 3-4 "0 7 H&

(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. REZBELTHEETREXEHE

O WASCEZEION X, BUEIRFEES DR 5 BRFEIC D Z ARA O Feit KOG 1
RO DI B AE 3 ICHRE L Ch AT L,

@ REBIMAICENL D, BE T OFRICHE MR Okt Z2 Hosi L, FEz25
TobEhET5HZ L,

@ ALFRIERIGFE ORI IR AR GE A HEST - IO RIEREIZIV T, PD-L1 FELEL
R L7z ECAKIZ SOOI S 25 2 L 082 E L3, PD-L1 85
PR TERWIEEIIE, AAIZ S0 OFHRIEOBES 2 @O L L Ties
T5HZ L,

@ FERBWERO~RT AL MZONT

MEMEMEER D LOND ZERHDHDT, AFOEGIZH T > Tk, HIKE
R (PRI RIS, ik, FEENE) OfERR &L O X i o FEhn %, Bz +59
1719 2 &, Fo, BEIZSUTHEE CT, i~ —h —EORAEL EfT 5
Z &,

AFN DO EILEE D infusion reaction (22 TEEARFIZ 72D TE 5 UE
i aAT>7c L CThMT 5 2 &, £72.2 [ B BB OAFHI % 5-FFIZ infusion reaction
WHHLOLNDZ L HHDHDT, KAE M OARFE G TRIT A Z YA
CERET 5%, BEOWREBELH2IIBIET 52 L, 723, infusionreaction &
FHLL72E 121, B TOMEE R OERA ERICEE T 5 ThREZ +o#ls
T5Z &,

FORIRBERERR S . T EMAEREREE R ORIBFRERH 5oiLd 2 &03H 5D T,
ARFN DF5-BRAART M O G-I TR e RO Ny B RERR & (TSH., 1 T3,
FEHE T4, ACTH, M=oY —VEORIE) #FEhEd 52 &,
AFNOEGAIZ X0 | WEOREFOSITENT 5 & 3& 2 B DR % IR REIHRE
NHLLNDZERNHD, BRENRDOLNTGAEITIE, BELL-ELIIS U
B 72 ek & 8Bk 2 Re o Al & i U Cli bl A BRI W 21TV B o
FOGIZ X 2 BWER 2N g0 2551213, AFIORFES TP IE | K OEIE BB 7R
NECHOBRGEEZBET D2 L, 2B, BBRERLVEOREIZLYETE
R OYEERFRD IR WIGEIZIL, B BB AR VE - USO sz JilF o8 0
HLEET D,

B TR, BOAM N OH I ARE L CHORIERREBLT A2 Z XD 5720,
AFNOEERETZRICSRIER OB 3BT D,

1 RUBEIRIP (BE | BUBEIR I 2 5 de) b bbiu, BERWEES 7Y R—T &
IZEDZENRDHDLDT, e, El, WEEEDOFEROF B MO &2+
SEETDHZ L, 1 BEREN DS EICIE &G ERIEL, AR
FOFGEDHME) R EZITH Z &,

BIEATIE, P4, ITHEREREE . TR, B{LMEEE RPN H LoD Z & ndH D
DT, EHMIIITHEEERE LTV, BEOREZ H3ICBET 52 &,
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o SEIVEERNRHOLDONDZ ENH DD T, ROEF OFEL EWANHERT D
T &, ol IROBEEDFRD DNIGEITIE, #PNICIERERE 2227 5 &
IRBBFEMEEST D L,
® IRIGUIBRARE LT - PRI O RERE B T T 2 BRiE, AF ORI B
T, &EBMGD 1 ERIE 6 BWE Z & ZALIRET 12 8H Z & ISAZEDO R 2
T TN Z £ E2BEBIT, KAIFREG TIXE NS EHEHRAE TRROMREZAT O Z &,
©® ‘EREICRT DirRmIRE S L THERT 2BRICIE. AR OBRAKRRIZI N T, &
GBihar b 2 FMIT 12 BH T & 2T 6~12 7 A Z & ICAZMEORHE £
T TN Z £ E&BEBIT, KRG TIXE NS BERAE TRROMEZT O Z &,
k., INERMMIFIE L LTERT 25681213, AFloREHMIZ 12 VHMETE
THZ L,
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EEEREES A FFA4 v
=R T (EETHEEZ)

(R7E4 « A7V —REREE 20 mg, F 7P — R EHE#E 100mg, A7
— R REEE 120 mg, A7 U — R AR FRE 240mg)

~ R R~

T3 12 A ($Ffn54 3 AET)
JBAFEE



o g k~ w b

B &

LI
ARANDOFE, R
88 R i

(4ol ANE
BEXGR LD B

BEICER L CTRHET & HIH

P2
P3
P4
P7
P9
P10



1 X

IS DGR « ZEMEOFHERD T OIIT, IR CEFICESWEIERME KO b
Do BT, EFEORFEAMOEART LY | FUREIK G & OFH) 7285 E S = 3
WERRENDLIHT, TNODOEKLZHICHERBHRIZRMLT 5 2 L PBRBOREL o T

V. RREMBOEE & QRO AT R 2016 KAk 28 4 6 ] 2 HREEERE) I8V ThH, H
BHEFE L O O HEE A XD Z & & STV D,

BORMERMF EIR L, REERSCLZ RN T a7 7 A VBB OESRL E LR 5
LD DH, Zoled, AR OLEMEICET ERN &R 5 E TOM, YiLESRE

DOREZMLSZT D RSN BEEICH L THEAT S & L b, BERAMRE L
BRIC LB kIS 2 & D 2 L N ATRE /R — E DB 2 i 7o R B TR 35 Z L A EHETH
Do

LIEDBoT, KUA T4 TiE, BB INE TICHELN TV D EFEZN - B4
RN EED & LU O EFE S O fi 22 1 2 HEHE S 5 8LR 0 O MBI, B 25 MO
BHREAZTT,

REB. KHA BT A %, WATEGE NEIEMEREG R SRR, A EEE A B AR
JEZ ey —MRAEETE N B ARERIRNBHE S M Ot HiE N B ARREER 20O 10 b L 1E
ik L7z,

WG &R DRI ATV — R AR EE 20 g, AT Y — R S EE 100mg, AT Y —R
UM ERE 120 mg, AU — AR AR ERE 240 mg (— %4 =Rv~ T
(GEAR Tz ) )
RELRDMEIDR « JRFEA
MHELRAMERORE @i, mRAIZ=Rr~7 (Eiaf#fz) & LT, 18 240mg % 2
W R R 31 1 5] 480 mg & 4 JEFIEIRE C A EET Do
B 3E R 9T O NP TS




2 AHFORE. 1EREF
7 — R SR 20 mg, [R]ASTEEHE 100 mg, [F]AE FHE 120 mg K& ONF] S §FF 240 mg
(=4 =R~ 7 (ERFREHZ) © BAIT. TARAL Lo, ) id /NP TS
MEAZL VLY I A (BT VARV~ Y —X 2747 (BMS) 1) 23B% L7t k PD-
1 (Programmed cell death-1) (2%t %t R 19G4£/ 7 n—F AHETH 5,

PD-1 1%, IEMEAL L72 U o388k (T Mila, B MR OV T = 7 0% 7 —T M) K OVEH#ER
MRICHH$ 5 CD28 7 7 2 U— (T Ml OTEMAL 2 MiBhBIC IE & AUCHIEE3 55 T8 |
BT 2%/ TH 5, PD-1 IZFUFIRSMIGICHBLS S PD-1 Y > K (PD-L1 & PD-L2)
EREE LY BRI Y 7P A B RE LT Y S BROTEMLIRREZ AIZHAT L TV B,
PD-1 U 7y FiZHURIR~MfaLsMT b b Offx 2SRRI BL L TR0 | BB AR A
BN U7z AL 35 1 2 PD-L1 OB L itk O ZEAF I & ORI A OAHBIRILR A & 2
ZEMNHAE STV D (Cancer 2010; 116: 1757-66) , 7=, EVEROAERE CIIMMEE T
MRS EEAT DA 2 —T7 x> H < (IFN-y) IZX5 5 TPD-L1 ORBENFES N, 55 L
T MESARERRIC 31T 2 PD-L1 DR & it DA AFHIE & ORI IEDOHBIRR H 2 & OHiE b
& % (SciTransl Med 2012;4:127-37) , & 512, PD-L1 Z 3@l B S S-S A MM T, HUREs
FLH) CD8 [tk T Mife D HH e (5 =5 M 2 Jigs S & 5 2%, $t PD-L1 /AT PD-1 & PD-L1 & D
fEaalET 5 L 2OMEGEEENEER T L Z BRI TS, E0Z LG PD-1/PD-
1 U Ay MR, SAMBRSTURRR A e T Mlas b OB L A 2HF0—o L L
TEZLATND

AHANL, BB OME R 6 PD-1 Ofifast ek (PD-1 Y 4> FFEE) (/& L. PD-
1EPD-1LY By REDREEEIET S Z L2 BATURERFRENZ T MBOTEMEL & O
PRI 69 5 MRS IR VE 2 iR 5 2 & TR e B A R 9 2 L SR ST
W5,

THIVHDHENG | ARFNTENENEG ST 28 - R EICR VR b0 L IFF S, i
FEARPEBE 2R E LR Z i L, A2, 2t R OREMER R S v,

AFNDVE RIS B DORERINT L HRIWEREN O S bil, EEXIIETIZED
AIREVED B B, AR OG- H RO G5%I2I1%, BEOBE L 24TV, RENRO LN
e lid, B L2 FRITIS U HI R 2 ek & S8R & B AN & s U CRibl e @i
ATV, WO RISIC KD RIER B DN 25 E1IE, BB RE R VE CHOKREE
WY 72 E AT O R D %,



3 BEEREE
JRFEAS B O AR IR I GG 2 17 o 7= B 72 B R 5 R D a2 79,

[ 2hE]

[ENES T AHRER  (NM-K2002 3X5%)

JFRARBEERET  (BEEORBIE « fHE S 2 RS W THERE S LA IRIRIED & 5 B2 13K
GhEaTe) 56 il ARG, Al 240mg % 2 ERIEIRGE C AR EHE Lc, EEFHMEEE Th Sk
FERIERED B D B (45 B1]) OFEBhH (RECIST HA4 K74 > LIKIZE S Rl Eic L 5
CR XX PR) 1% 22.2% (95%(5#HIX] : 11.2~37.1%) Th -7z, 2B, FHANIETE L7-BHE
1X5.0%TH -7,

Flo ALFFREREO IV EE QL) ORFRIT, 18.2% (95%[EHHXH : 2.3~51.8%) T
K?Jof:o

RSB E TH D 2 L SERFRE TR S, HoEEEAR CT, FDG-PET, Lk FHHLE
NSRS O WG RS R OB IS U= B2 25 (FLIREL. BAR WRERLOCHERR) |
L0 TOREHBREEFEM L LT B FREAEE SR o 7o RR MM (R RN,
PEY L ER ORIEIER ) B, Al (LEREREOH I b L TRGR L S,

¥2 0 FROWTNITHEY T 5B,

IS UNOYR i Wk s ) ey

- MR (MEA) OHEHT D LMOBEERS

C S LV EER OB E AT B ROT LR

- BB L EIER OB G T DR R R

« RIS SRR N S UANE 5 O R M 2 9 % B

CEEE OB O EA U, MEIIEEN ORISR RUR (PSA) NEEZ R~ T BIkEE



[Z24tE]
ENEE AR (NM-K2002 7L5%)
AEFEFRIL 53/56 ] (94.6%) [ZFED Hiv, AL DRRELPGE TERWVAERRIT
35/56 5] (62.5%) (Z#8 BTz, FBLFEMN 5% EORIERIEI TERDO LBV ThoTz,
F2 REFEN 5% EORIEA (NM-K2002 FRER)  (REMENTREM)

HERIRHE B (%)

FEARGE 56

(MedDRA/J ver.22.1) 4 Grade  Grade3-4  Grade 5
2EIEH 35(62.5)  11(19.6) 0
Mg LY R REE

U HR BRI E 3(5.4) 2 (3.6) 0
PR A

PR b R T U E 3(5.4) 0 0
R IR RE AR TiE 9 (16.1) 0 0
B IBkEE

T 5(8.9) 0 0
AR AR AT

TI7=2T ) N UAT 2T —EEN 3(5.4) 0 0
TANRTGEUEBT I NG RAT =T —EHN 4(7.1) 0 0
RE N IS SR ]

Fiifigi e 3(5.4) 0 0
B ¥ K OV TRk RE

% O PEIE 6 (10.7) 0 0
B 9 (16.1) 0 0
R IR SN AL 3(5.4) 0 0

7pds. HURIHEREREE 9 1] (16.1%) . ATH&RERET 5 1] (8.9%) | MIE MR E 3 651 (5.4%) .
RERCTHRRAE X AN F —3 5] (5.4%) | EFHERERETE 3 141 (5.4%) . B 0D B2 [ 2 441 (3.6%) .
PRRIET 2 45 (3.6%) . infusion reaction 1 % (1.8%) . AFA® 141 (1.8%) KUK - /)
W55 - EEDO THI LB (1.8%) MBSz, £z, EREMBIE, Ok, Mk, 1SR
Wi, BHERFe, HFge. BEILPENBA 26, NERRBEREIRTE . RITHERRIEE . A - BB,
BIERRE, EERMIREEE, MERE SR, . MR, SEORE, DIEREE, JRIFEK
5. NEIGH f  OYBEFLIZER D Do 7o, REWEHIEBUR DU LB E S (R AR A E 2
rate) HEUEHERE T,

&

=

2 =

K
?éﬁ@
=
E

T



[ - HE]

AR ORERBEDEREET LV AFIA LT I 2 b—3 3 TR D | A 480 mg % 4 3 fHfH
bR TG ST AR O ANE - MEFE TG LIZBRORA O MG TIRE SR Sz, € OR
ROAF 480 mg % 4 H [H IR TG L2 BROEFHMRARIZ IS 1T 2 F s TP AL (BAF . T Cavgss)
WD, ) IE AAI240mg & 2 BFEFIE THREG LTZERD Cagss LHET 2 & Pl (T
#) o £z, AH480mg % 4 W H MR TS L72EROE FIRBIZ T 2 i@ MiE i (B
T [Cmaxss) &9, ) 1&. AHI 240 mg % 2 W FEHFE TH G L7ZBROD Craxss & HELL T
xzrdeTFllasnzbon, AANBHFIZEBOWTARERHRE I TV L - &

(10 mg/kg % 2 HEFEMRE THE) TAHRAZERKG LIZERD Craxss & i L TIREZ /=9 & Tl
Sz (FFR) , MaA T, BROBEIZET 27 —2I2ES5& A4 3 mgkg (KH) XX
240 mg % 2 EFEERR. A L <I3AHA 480 mg % 4 MR TR G LIEBEOARK ORGER & A
IIMESUT e & OBIEZ R D RS LUSE T VPR S L, HREBIEIC SO W TR 2MT
DIz, ERRoOME - HEOR THIMER VL 2L ER TRV E RIS,

K3 FEORYMEERNT A—F

. Cmax Cmindzs Cavgdzs Cmax,ss Cmin,ss Cavg,ss
Mt - =
(ug/mL) (Mg/mL) (ug/mL) (ug/mL) (ug/mL) (ng/mL)
51.6 27.2 31.0 113 62.1 776
3 mg/kg Q2W
(35.2,70.8) | (16.5,40.3) | (21.2,439) | (75.0,171) | (27.1,107) | (42.1,127)
727 38.3 437 159 87.8 109
240 mg Q2w
(51.1,103) | (23.3,59.0) | (30.8,60.9) | (102,254) (415,158) | (62.1,187)
145 29.7 53.0 216 713 109
480 mg Q4W
(102, 207) (15.5,47.4) | (37.0,74.8) (145, 336) (27.5,137) (62.1,187)
193 99.6 116 396 214 275
10 mg/kg Q2W
(146, 222) (86.5,132) (101, 148) (329,525) (184, 303) (236, 377)

R (59%/7, 95%.5)  Q2W : 2 M [EIRE. QAW : 4 JEMIEING. Cmax : WIEIR5-1% O d5 & MLE i EE . Crinazs :
el 5% 28 B HIZHT 2 HARMIE H#R L, Cavgaes : 1A 5-1% 28 H H £ TOVIMETHRE, Comaxss : &
FORRBIZ IS 2 e i HR L. Crminss : TEHRBBIZ I D BRARMLTE PR EE . Cavgss 1 EHRIEIZ IS £ 44 1M
THP R



4  HEFRIZOWT
AL U A7 EPEGHE (RMP) (ZHD X AHI D [ 3 22 M ERE AR TR B~ o0 1 ) 14l
R DHHiak T - T, AEFNOREDEO 2 BEZ2ZW - FFEL., AFOTRGIZE D EE
REMER ZFBL LTZBRICHRIE T 5 2 E N7z, LT OO~@D 3 T & 7- 7 fi
CBWTHHT L2 ETH D,

O MERIZOVT
O-1 FTeo 1) ~ 6B) OWTIMNICHEN TR THHIL,

(1) FEAEFTBRENTET 50 A2 HEEEILTRPEE  (FRE TR A2 RE LS
JRBE, HUBHS A SRR EEIL SR HUIES ARSI 72 &)

(2) FFEREREIFRT

(3) FBEFF AN E DG E T D S AFOEEERT (05 V2 PEEERE EWPE. 75 A2tk
BEW B, 3 ARSI RS HERE I 72 &)

(4) IMRALFFEEZRRE L, SRS L RESER 1| XUISSRIES LR 152
BB 2 Ot FEEITAR D i 21T > T 2 fi ek

(5) PUIEMERELES A AL 7 8 BN O Jie g% B IR D i HY & 1T » T D Jilak

O-2 JFREAWHEOZW K O (2% B ARERIEEFSm. RIS A AT A
RZA > SETH 2 Wi 2018.) Z 30 L. AL5ARTE M OVEINE I 8 BN O Seh i 2+
GYIRHI L R AR OERM (FROWT IS T HERM) 2. Mz R
DAKNCEET HIREOFLE L LTRBEISNTND I &,

o [EREFEEE 2 SEOPIHIHEZIE T L1215 FELL EDO R ATER O BREHE 24T
STWBHZ &, 9B, 24N BT, NARMEERZ £ L LIBRRIEEZOWHE 217 -
TWAZ L,

o [ERNEFFEUSE 2 FOUIMINHEZE T L72&IC 4 FLL LOBKRREBRZ AL TW\DH D
Lo b, 3ELL T, BRI KT 2 23 A MR & & e S ATRIR O SR IHE
FIToTWBAI L,

@ BENDEZRMFEREEDOAEH]IZONT

AR L I W BT T 2 YRR DL E S, BRSO OFHRE 0 ARE - L4
PESESRE G IR O BN O ERTE (9 D15 iR Bt AFFRNREAE LI2HE OWiE
B FRERNATON D IKHI R > T D Z &,




@ EBIERA~DHRIZONT
@-1 Mgk Az B3 2 B

EMEMR RSO EERBWER A TA LB, 24 FEFRZRIAEHI O T, MaZhisx 3
HEERE BT, BB LZRWERIZIE U CABREE LY CT FORIER ORI L
TRRRAORERDY BRI O, EHICRHSATREREH N> Tns Z &,

@2 BERUFEICL 2AEERIISICET S EM

IR ARSIRIC D 2 BRI 72 i e OiE 2 A9 2 IR RIE A DRIERE =2 ) v 7 %
BOTERD AT ) —= 0 T 2fTWEIRIE & a1 TE 2 F — LERIKHI A =
NTWDHZ L, ks, BIHEHICHONT, BDABELZOFRECTHFIJAMETND
ze,

@-3 BIfER OB B LT

RIVER (HVEMERZR BTN A . BESEMBE e, DR, iRk, BIEUmREAEE, K
NG EEEO TR, LRBERIA . BUEAT I, IPR4, ITHEREMR S 1T, b PEAR A
FUR IR | T IR (AR REIR S | PRI | PR S RIS IMAE . B oD B2
FR AR FEARAE , infusion reaction, FEFE7c MRS, MERERIEMAE, FifZ, Bk, HE
DER, SE IR, WEOGRERL, WIREREME, DIEEE (OEME) - RIK - O
WISMIGHESE) |« ARIFERSF, BT, BEALE) (T LT, YRk TR E R o B
P2 A 2 EERl L L (RITEH OB SIS L TR R OSSR A 21T bt b 4
Hcdh 2 &) | EBIZHEUZRLEN TE DEHINE > TN D Z &,

D
7
)
7

B O W



5 HEMBLRLBE
(G 5hIEIC B3 2 F1H]
O TROBHEIZEBWTAROFIMEN RSN TND
o [FERAHABALBIRTA KT74 ) (AREREETES) TS5, Wty
SR M OYRB IR A 2 520 U 72 B C, JRSIEER 25 N 72 b R M & 52l S 4.
Do, JEBORIE « M SO THER S A TRIRIED 2V B

@ TRLZEEYN T D AR OG- K OME R HIEZ W TR, RAIOFIMER ML S TR
59, AFlOEERE /B0,
o fhoPUEMEIEEA & OO S

[ 4PEIZ B3 2 FH]

O TR T 2BEECOWVTIARKIOEENEEZ L INTNWD Z b, FHE1T
y OVAN AN
o KRBNDRGTKE UIBHUE DRBEIERED & 2 BFE

@ VRHRATOFHRICIB W T FREICHE Y T2 BH T VT, AFOREIIHIE S 20

R M OTEFRERI DN 2N EIZIRY | HEICAKIZEHT 2 L 2BETE 2,

o [HEMMREEOEHIIEIEDH L EE

o MofBEi G AR A CRVE S 2380 5 B K ONEBIME O B BT e S0 e M it 2% 55
DR RIEPEZEALDN I &3 5 B

HOREREOGH, BRI L IIEREMED B Do R B ORERED
oY e

o lESEBAEEE (EMEHHBEE L G1e) ObHEE

o MDY I LA AT DB

e ECOG Performance Status 3-4 ™ g

() ECOG M Performance Status (PS)

Score EF

0 < R JEBITE 2, FHETL [ U HHEAERHIRZR <ATR 5,

PIRBZIE LWEENIHIR S 525, BTHRE T, BAFREH > TOERIITO 2N TE D,

! B R, R

) BATRRETH S DH DRI O Z LT T N THREEERIZTE 2V, Ho50%LL EiTy RALTil

=7,
3 [BHNTESOHEDEY DI E LTERY, HEO0%LL EE Xy R2sF1-Cil =9,
4 ELENT RV, BAOHOEY O Z L34 TERY, BEICy R+ T4,




»

FECERLTEETREEH

AT SR A, SOEMRGEFER DRI 2 BRI & KRR DR K& OV A

MO DI 2 FWa T3 B LT b+ 2 2 L,

TBRBARIZESL G B T E OFIRITHIMER OEEZ + st L, RE L5

ThboEETHZ L,

FEREWEFAO~ R Y AL MZONT

o MEMMEERNGLLNDZ ENHDHDT, KEIOEGIZH T > T, AR

(PR PRISE, nZmik, FEEVE) ORER K OWIHE X fif i O£ hi%, BligEr -+
1792 &, . MBS U THES CT, IE~— W —FOMELZET 52 &,

o AHFNOEHIXHEE @ infusion reaction (2 2. TEARFIZ 447 72 ki D T & 5 e
ATl BTGS2 2 &, 72, 2 [BIA LU O AA|FL 5152 infusion reaction 73
HobNDZLEbHDHDT, AAFKE T M OAAF G TRIT AL XY A
ZRET 2%, BEHEOREZ H0I085T 5 2 L, 728, infusionreaction % FEHL
L7eaiZid, 2TOBELOIER P ZRICEE S 2 £ TREZ +08I8ET 2
Z &,

o FRRMRBEREFE T . TEMAEREREE M ORIBEENH SDONDLZ ENHHD T, A
F DOFe 5-BRGERT M O G-I I E WA I N W RE R A7 (TSH. EHE T3, 16
BE T4, ACTH. frP =Ly —VEORE) ZFEhT 5L,

o AFOHEGITLY | WMEOKRIERINIER T D EF X B DR R BIRRE
WHHONDZ N D, BEPEO NG, BB L CFRITS U
FHRY 72 15k & RRR A R DR RN & HE U Cl bl 2 @GR W 217V 8 D5 I
S XD REWEH N BN 2 A ITIE . AR ORFES T Ik R O RE A VE
YHIDEEFELERET DL, B, BB ERNVE L OREIZID RIER O
FNED BN VAL, BB R VE LIS O IEIF OBt E E
ERAR

o REMKTHR, BOERNOE HRE L T LRIERDNEELT 2215720,
AN OG- T B BIERH OB A3 ITEET D,

o IAUHESRIE (BIE 1 BUBEIRG 2 Ede) b b bodu, BERWMES R R—3 R
ELTENDHLOT, A, Eols, WRMHSFEOREIR O FEHCMBEE O L7207k
BT 52 L, 1 ERBER LN T REETIE L, A2 ) VRGO
HEDHEURELZITH Z &,

o BUENTR. FPARA, ATHEREFEE . T2, BH{LMIE RN HOEDONDL 2 LRH DD
T, EWWITITHEREMA 21TV, B OWREL 0T8T 5 2 &,

o REINERNBHLONDZ ENRBHDHOT, IROBEOHEZ EMHRT D

10



T L, Fol IROBENED DN HEIIE, WONCEREEEZZ2 559
BEEZEETLZ L,
@ AANOEERFERICIBWNT, 6 W Z LIZHARMEORI 21T > TWeZ L2 BEIT, K
Al G-I E RIS BHER A CRUROERB 21T O Z &,

11
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BREEREETA R4
=R~ (BEETHEBEL)

(BR5E4 : A7V — A REFHE 20 mg, 7V —RRHFEHE 100 mg, A7 P—
RETRERE 120 mg, 72— R EFH#HE 240 mg)

~ R ¥ b PO~

T4 3 A (545 3 AWET)
REFEAE
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3. BRI P4
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1. IILBIZ

=S5 DF N « B RMEOREROT-OIZIL, I SCEEIZE S W2 Ee AR D
5D, 5T, IWEORAHMOEANC LV | FUREIKSL 72 & OFE 0722 5T RE %
FFEIEMPARINDLH T, 2N O DOEHKNZEICHLER BT IR 5 2 L3RR
AR & 7o TR Y RIFMBGER & SO IR T #2016 (FRk 28 A 6 A 2 HEERE)
IZBW T, EHMERLEOFEHORKE(LHEELZ XL Z L LS TnD,

BFORERE ST, B ERSCLZ 2T 0 7 7 A VREBEFOESKEL &7 5 25
RHZENRDHD, ZOD, HMEROLEMEICET A ERNH0EMT 5 E TORM,
WMELEHL DO BE LR ZIT 5 2 EPWIRE SN D BFICK L THERT 2 & &bz, BIFE
FDFEEL U= B 72 kb 2 & D 2 & S ARE 72— 8 O B 23 7= 9 B B < A
THIENEETHD,

L7eRoT, KA KT A4 TiE, BIFERES ZNE TITHE LN TV A EFLIH -
BEEr) R EES & | DUF ORI O fri e H 2 HEE T 2880 b M E R B &2
F RO EFHE R~T,

B ARITA RT A %, MSIATEOE NESE SRS S, A E AR AR
BRI s | — ek FE N B ARERIR NBFE 2 R O FE N B ARIBRE B 72 O W
HoH EAERR LT,

RG L I BEIRS - A TR T 20 mg, A Y — R AT 100mg, 4
— R ERE 120 mg, A7 Y — R ETE 240 mg (—%4 - =
M~ 7 (BinfHHz))

RBERDMETDE - R R DT AR BRI

B LRAMERORE @, RAICIZ=Rr~7 GElaH##fz) & LT, 15 240mg

% 2 BRI ST 1 18] 480 mg & 4 WM CAGEiET 5, 7=

L., WEHEIZ 12 PAMETET A,

s/ NBPER S TRk A

i
(o
S5
St
M
D%




2. AARN DR, 1EREF

I 7 — R IR EE 20 mg., [FATEERE 100 mg,  FLAEETE 120 mg K& O A §RE
240 mg (—f%4 : =R~ GBI Z) . LT, TARK End,) 1, /MRS
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
) ICERT2ZAE AR TH D, PD-1 ITHURIRRAIIIZIEBLT % PD-1 U o 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, EMEREAMELE )L L EGHMEICI TS PD-L1 OFEBL L itk DALE
WM & ORICADOFEREBIRN & 5 Z & 3 HE ST % (Cancer 2010; 116: 1757-66)
F 7o R R NE B CIRARRTE TS EET DA v —T = a2 B~ (IFN-y)
IZX > T PD-L1 OFRENFHFE SN, 5B L EMEREICIS T 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 -8 AME, PUsRFER CDS Btk T M ol 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 MM O OB A BT 5HFD—2 L LTEX LT
Do

ARFNL, FEEERER OFE R 6 PD-1 Offifasi ek (PD-1 U 7 RFEAREIR) ISR 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,

AN VE T I < HBEE D RPERRIT X 2 ANERS2 6 & b, B XU
B RN B Do AAIOEG PR OB ERITIT, BEOBEE TYITO, BHSR
D BTG AITIE, BB L HUIE U B 2 ik & B8 & Fe o R Al & L Col
BN 72 BEBZB T 24T\ IBEE OGERSIC L ARIEA RSN A AT, BIREE RV
LRI OB G DGR AT 5 MR D B,



3. ERPRARE
PR b RZ R 3 1 DI i4 fil B 1 O AGREF I G 217 o 72 T 72 B R 3R 0 B s & 7
-a—o

[ B 2hi]
EAt [ MIARFRER  (ONO-4538-33/CA209274 #-ER)

75 JE = PR B b B R O 88 BB 1709 1] (H AR NG 49 Bl & Srde, AFIRE 353 41,
77w AREE 356 ) AR, T ERERE LTARA 240 mg & 2 I R RE T A
HE RE 12 AWM Lzt EcoFEEROZeERet LTz, FEMEEE Th D
AR (LR, IDFS) &9 ) (FYfE [95%(EFEX D) 1E, AFIHET 20.76

[16.49~27.63] B H. 77 AREET10.84 [8.25~13.86] WHTHYH ., AALIIT T+
REECR UREH RN BRI 2R Lz (NP — R 0.70 [98.22%(5#EH[X[H : 0.55~
0.90]. p=0.0008 [/&%! log-rank f&iE]. 20204E8 H27T BT —Z v A7),
] BERE, BERIUIREZFERE L, UTOWTNNICELY T IBENTRE SN, B, A7V —
=V TR TR Y A T IR R A5 3850 & Ut B I THE & Sz,
o« VAFTFL (BLF. ICDDP) E\19,) & TeHiniiiBmes %52 . 6 o Bk A2 it
B ypT2-ypT4a 1T ypN+ D HEE,
* CDDP % & ToHRIHBIEILEEZ = T TR O3, Wi ORBEMEM SRR pT3-pT4a T pN+

Th Y, 5> CDDP % & Lol MBI FIE DS RIS ST A 2 1A L T 2 /B,
10

09

08

07

06

0.5

0.4

03 77 B

Probability of Disease Free Survival

02

01

et
O SaT el 2SBS0 DAY Y 30 233 586 307 M2 A5 B S

At risk AR R EIHT 226 O HIH ()
AKIEE 353 296 244 212 178 154 126 106 85 68 57 51 36 23 20 3 1 0
7 wREE 356 248 198 157 134 121 105 94 80 65 54 50 37 22 19 10 2 0

X 1 DFS @ Kaplan-Meier B (ONO-4538-33/CA209274 3R5§r)




RS EAL B DA Zh)
[E I [R5 MIAE R ER (ONO-4538-33/CA209274 #5%) (T AN BT HBEDOF — 21T
X DFS IC oW CIEISERN BN R RN T 21T o o RIT TR LB Y TH o 7=,

F1 JERREEALBID DFS OFER (ONO-4538-33/CA209274 FRBR)

R Sl e

W Cuww m wmin oo Damaen 0% 0407

RS WE o ovun 5 maen  mmm ) B 0Sen)
R exm n nen  swise oy Mmoo

— HEEREE, *1 o REREM Y ViR (N4, NO SUSRIAZ O U 2 )Ei% 10 B, NO 2o U > <Hidk 10 {#
LLE) | PD-L1 BBURM (=1%. <1%XITHIEARE) . CDDP & tefiiaifilpEiEi (. #) Z@RIK+F & L=E5] Cox
AN — TV
1.0 5
0.9 4

0.8 4

0.7
ANFRE

Probability of Disease Free Survival

!
0.4 / oy,

N -
03 - AN 2 A - A A A - - M- A
0.2 1
0.1
0.0

0 3 6 9 12 15 18 21 24 27 30 33 36 o 42 45 48 3l
At risk 3 IEMEA BT 25 OB ()
AFIBE 279 238 199 173 146 124 97 80 63 47 38 34 27 17 14 3 1 0
ZFwREE 281 195 150 118 98 86 71 61 49 38 32 30 23 15 12 7 2 0
2 JEBLEREERICKT B DFS @ Kaplan-Meier i (ONO-4538-33/CA209274 35R)



1.0 -
0.9 —
=
Z 08
s
=
ﬁ 0.7 1 75 R
(]
Tt
b 0.6
o ------
& :
.g 0.5
A / - - - - - - - A
sl A
=
= 0.3 -
[
=
S 024
(a1
0.1
0.0 -
T T T T T T T T T T T T T T T T T T
0 3 ] 9 12 15 18 21 24 27 an 33 36 39 42 45 48 51
At risk % MEAEAET T O 08I (A7)

AHIRE 44 34 28 25 21 20 19 17 15 14 13 11 6 4 4 0 0 0
FSEREE 52 36 34 29 26 25 24 2422 18 14 14 9 3 3 2 0 0
X3 BREAFEFIZEITS DFS @ Kaplan-Meier it (ONO-4538-33/CA209274 3R8R)

1.0
0.9 -
=
2 0.8
5
w 0.7 1
[+
2
= 064 :
% 7T Rt
2 il e
&
—————————— DA~y ol - -ty - - - - - Addv A
S 041
=
E 0.3 -
© /
=
e A
0.1
0.0

i} 3 i 9 12 15 1% 21 24 27 30 33 36 39 42 45 48 51
At risk 3% MEVEZ BT 25 oMM ()
AK 30 24 17 1411 10 10 9 7 7 6 63 2 2 0 0 O
FS5eAREE 23 17 14 1010 10 10 9 9 9 8 65 4 4 1 0 0
M4 REERELEMICEITS DFS @ Kaplan-Meier Hiff (ONO-4538-33/CA209274 3X5R)



(24 14]
[E B4 [R5 MAHFAER  (ONO-4538-33/CA209274 7klk)

BEFGIIAFIRE 347/351 1] (98.9%). 77 & REE 332/348 1] (95.4%) (2788 51,
TREREE & ORI RBIR NG E T & RWE FRHRITAAIRE 272/351 1] (77.5%) . 77 B REE
193/348 B (55.5%) IZ#B® BTz, WTNORETHRILRD 5%LL EORWERIZ FEO
LB ThoT,

=2 WTNOOBETRERN 5% EOBIYEA (ON0-4538-33/CA209274 FAER)
B (%)

BRI

o A 7I R EE
FEARGE
(MedDRA/J ver. 23.0) N 351 91 N 348 91
%= Grade Grade 3-4 Grade 5 % Grade Grade 3-4 Grade 5

FRIVEH 272 (77.5) 63 (17.9) 0 193 (55.5) 25(7.2) 0
gl

FOPR IR B R U E 33(9.4) 0 0 3(0.9) 0 0

FOPR IR B REAR T E 34(9.7) 0 0 5 (1.4) 0 0
BB E

T 59 (16.8) 3(0.9) 0 38(10.9) 1(0.3) 0

RITIN 24 (6.8) 0 0 13 (3.7) 0 0
—f% - BEEFR L OGN ORE

) E 24 (6.8) 2(0.6) 0 17 (4.9) 0 0

95 57 61 (17.4) 1(0.3) 0 42 (12.1) 0 0
R AR AR AT

77 —EH 33(9.4) 13 (3.7) 0 20 (5.7) 5(1.4) 0

M7 L7 =8 20 (5.7) 1(0.3) 0 11 (3.2) 0 0

U R—E N 34(9.7) 18 (5.1) 0 20 (5.7) 9 (2.6) 0
Rt KOsk E

RARHOE 20 (5.7) 2 (0.6) 0 11 (3.2) 0 0
KGR KO Pk

& D FEIE 81(23.1) 0 0 40 (11.5) 0 0

P95 53 (15.1) 2(0.6) 0 19 (5.5) 0 0

RNk I 19 (5.4) 2 (0.6) 0 4(1.1) 0 0

2B AFIFEC I T, FRIRIRBERERR S 65 151 (18.5%) | AR MifRIE 44 151 (12.5%) |
JFREREREE 29 ] (8.3%) | THFRREDS 29 5] (8.3%) . EFHEREMEE 25 4] (7.1%) . [ME
PEAfPE 19 51 (5.4%) . infusionreaction 16 3] (4.6%) . KAiZZ - /NGZE - EHE O T
11 151 (3.1%) . /LofigkhesE 7 41 (2.0%) | B 0 F2 &R 6 51 (1.7%) | Oafihzk 3 441 (0.9%) |
FIERMESIE 2 4] (0.6%) | EIEHEEEREE 2 41 (0.6%) . Ak 141 (0.3%) . 17ApER
i 141 (0.3%) . A4 161 (0.3%) . S 161 (0.3%) KNS E 9 EER 141 (0.3%)
DD BTz, £z, BUEFR, R, LIRS R, TR MoKk - #E%K,
FRIRIMILAR ZEARAE . AR MIRMETE . MERE RAEGRE, AEEZ. ARIFERPS. MG H i M OV
FLIFFRO e o 7o, RRWEAZBURIUIEER S (BAREERE 2 5T) 25T
LA R 2”7,



(A - ]

AR OREMBEYEEET L EZFA L I 2L —y a2k, KK 480 mg % 4
TR T 5 S UIBEAGR O ik - &% TR LB OARF O iR E 23 G S
7o EORER. AHAI 480 mg & 4 HFMIR THR G LZEEOEFIRIEBIZB T 2 F i 4
B (LLF. [Cagss) &9, ) 1E, AAlI240mg % 2 MG T L L72EED Cagss &
T D e Flan/e (FR) . £/, KK 480 mg # 4 MM TR S LZEROER
WRBIZHR T D@ IETIRE (LLT, [Crass] &VM9, ) 1&. AHl240mg % 2 JH[H][H]
R THEG LIZBRD Craxss & B L TRl Z R T & THIS L2 OO, BARNBEIZE
TRBMENHER SN TWA YL - A (10mg/kg % 2 BN THYE) TARAIZ#E5 L
ToBRD Craxss & HLBE L CTIRAEZ R 3 & PRS2 (FR) . M T, #EEOmEICR T
HT—HITHADE KA 3mgkg (ARE) A L <L 240mg Z 2 BEFRIIE, IIAHA 480
mg % 4 MR TG U2 BEOARF O & & AW UT 2 & OB A R 25
BB ST AR S, YHBEIC O W TRIM TO- SR, FRoME - AR
D] CHIME K OV IR 22 22 R T & FRIS LTz,

£ 3 FAOEWHEL T A —F

Mk - R Cinax Chind28 Cavgazs Crnax,ss Cnin,ss Cavgss
(ng/mL) (ng/mL) (ng/mL) (ng/mL) (ug/mL) (ug/mL)
3 mefke Q2W (352 .760~8) (16~25750~3) (21.321 £3.9) (75.3171) (27.612,'107) (42.717,’?27)
240 me Q2W (51?1%.103) <23-33?'539-0) (3023'670.9) (10;,5354) (41?57,'51;58) (62.11(,)9187)
480 mg Q4W (10?207) (15.25?17.4) (37.?)?;)4.8) (14?,1 336) (27.751,'?37) (62.11(,)9187)
10 mg/kg Q2W (14é,9;22) (86.959,.?32) (101,1 ?48) (323,9225) (18421,1 Z3‘03) (232,7277)

PO (5%, 95%/5) . Q2W :

2MEEHIRE, QAW : 4WEMMIFE. Cmax : FIEIHEE G54 D i MLIE IR EE
Chminazs : FIAI13E 54428 B B IZH1T D IAKILIE FIRFE . Cavears : FIEIFEEH-1%28 B H £ TO BT HIRE.
Crmaxss : E T RBEIZI T 2 B @ MIE P IREE . Cringss © ETIRIBIZIS T B HARMIE FIREE ., Cavess © EHIREE
21T B TE PR E




4. FEFRIZDOVWT

AFN OG-8 72 BEEZZW - FEE L, AFOEGIC L EEREWERZREL LT
BRIZKHIGT 5 Z EmpE 72 LLFOO~@D T XTI sk iz W THEHAT S
RETH D,

O MEFITOWVT

D@1 TFEEd (1) ~ (5) OVWTNNLITHEY T HMXTHDHZ &,

(1) EAEFIRENEE T D03 A BHE LRSS (BB RS A ROEHE L SR
HIIEEAS A RS B R R BT . HUs s AU 2Rl 72 &)

(2) HrErEREIRPE

(3) HEMFIRAFENFEE T 2 03 A2 EEEEFIT (DS AU REEER R, 25 A iais
W igFElE. S AR HEE R R &)

(4) ARALFRIEEZHE L SCRIEG LA RIEZ R 1 USRI bR B
2 ORERRFEEICLR D R 21T > T D filiak

(5) PUEMEMER AL & EAINE O fas EEIZAR DR 21T > TV D Jiiax

O-2  JREE LB DAL SR TE K OVRINE ] S BURF OO 56t SRS 47 72 il & e & R D EE Rl
(FROWTINITEE T DERM) 25, YEZEBMOAFICET LIBROBMEE L LT

BE SN TWD I &,

*

o [EHithEFFEE 2 EOPHIHME ZME T L7212 5 ELL ED D ATRIED BFRIHE %
[THoTWBZ &, Hbh, 28D R, BARMIRES T & L2 BREEZOHHME 2
{ToTWVWBHZ &,

o [ERRFFIGER 2 FOMPIHEAE T L7cRIZ 4 FELL EOWIREGE DR IRBHE
BT T0DH T E, 5b, 2 RIE, JRES ERUE O M AFEWIRIE &2 & T ATRHR
DEFRHHE 21T > TN D T &,

@ BEANDERFREEDEHIZONT

RIS I A B F T D RMEA N E S, BRSNS OfFmE 0, A - %
IR OB B ONERISE IR 5 G et A FFRMNEE LTSS OWE
. FRESDITAT DN D IEHINE > TN D Z L,

@ EWEADIRIZ2WT
®-1 BIVEFRBEORHSEEIZ B3 3 Eik

MR PERR B E O EE R RIE N RAE LZBRIC, 24 BRRIZIRIKHI O T, Yk X
IEEE IR 123 T, FEEL L2 BIEANCS U CABRE L L OY CT ZE OFEIEH ORI




HAMRADRERD Y H PGSO, EBISIS A RER AR 8-> TnDd 2 L,

@-2 BERUEFHEIC L 2FEFEELAMSICET2EH

AR 2 MR iR L OB e 2 AT b EREFEEDNEER =4V > 7
EEDCHERDOA T ) —= T HTOERE L IF#ME LA TE DT — LAERIRH 2
HENTWDEZ L, B, BiAHIICOWT, DABE LZOFEFEICHIITAmENT
WnHZ &,

@-3 BHER DZKLRIRICE LT

BIVEH (FRYE MR BTN 2 | EAEMEEAE, O R, Mk, B RARE . RIBXK.
IBS, BEO TR, 1 BBERE, BUEATIR. T2, IS TR, mifbrEiase
&, HURMRBEREREE . MRS, MhRREE. BEE. RIBEE. Mk, BEEDOK
JEREE . ERIARZEARAE, infusion reaction, FEFE7RMKRET, MEKERIEMERE, KL,
gk, BEDOBHR, SEIRERK, MEORERIR, WERFEE, OEEE (OEmE) -
RN« DEEMEISNNHESE) . ARZFEREE . MRS H M, BEALSE) (Txf LT Yakhiax X3l
BEZRBERE O BRI 2 5 EAD & U (RHWER O ZWroxt eIz L THE R OSCH
EZITONDLEMICHD L), EHITHEUIREN TE DEHINES>TND Z &,

10



5. Bt L nBE

(B2h I B3 % 1]

O 5@ R R O B IC B W T, ARIOA R BEEE N TWD  (FEE
ARBRICBW TSR E SNEZREOHEMIT p4 B2R), 7277 L, FEREALIC L AHlD
BREN BRI DEEDRIE STV D (p5S~6 BR) Z b, B - REmEE
IZBWTIR, INATABRIEIRE 2 B E 2. AHILSNOIGRERIE L BET 5, £,
CDDP % & T it A BN RIEIE O 70 W 1B T 2 BEfFIRIE & L L= ARBI O H )
PEIZRATH D Z LD, CDDP %0 H4&eRPUEMIEEANIC L AIEE N FIiE72 56
WZIZ TN D OIRFREA BT 5,

@ TFRCICEZN T 2 BB T DAFN OB G L O TIEZ OV T, AFIOAZPED
MESLSNTELY, AAOHREGHR LRG0,
o OFUENEELA & OGRS
o fiTRITMIIRIE L L ToORE
o RIBUIBRARER BT T 2 &G

(2t B4 2 5]

O TFTRICEZYTLIEZIC OV TIEIARAORENERE SN TWDLZ &b 5 %1T
Dlpnz by
o KA LSBUE DB D & 2 B3

@ BHRATOFHIIZ BV T RREICE Y T 5 BE IOV TE AF DR GTHERE S e

D3, MOIEFERIE A 2 WG EICIRY | HEICAFZEN T2 L2 BETE D,

o AEMMREDOS O UIBED & 5 B

o i R CRVE R 2580 D A S ONEEHE O O RN S < e fiti 2
FEONCIIEMEZAL DA DD B

o HORERBOEOE SUTBMERRHE L IO B 2Rk 8 OBER O
% 8AE

o EEEAEIE (EmeieBAEE 2 5T) O 5 EE

o KOG SUIRE AT L 8E

11



e ECOG Performance Status 3-4 "V o B

(E)  ECOG @ Performance Status (PS)

Score | EFe

0 | &<MERIEEH TS5, BT LlFE U HEAERPHRZ AT D,

PREIZI LUEBNIHIIR S 225, BATAIRE T, BAIEESEE > TOMERITITO LN TE D,
Bl - BEOFE, FHEE

BATHRECTHSOF DRI O Z L3 § X THEELEAMERT TE R, B D 50%LL EiFZ~y R Tl 29,

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

AW

ELENT RV, BAOHOEY OZ L34 TERY, BEICy R+ T4,

12




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 REIR . TRAEERT R ORIBREERH 6O Z B3 HH DT,
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
DHLLNDZENHD, BENRDOONTHGEITIEL, BERLEFRITL U
B 72 05k & BRBR 2 FF- D[R Aill & i U Cal bl 2 B nRs W 217V 18R O 5
FOSIT X 2 BWER 2 5o 2 35-51id, AFNORIE T I, R ORIE RE A
NEHOBRGELBET DL, B, BIERERLVE L OEEIZEVREIE
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 &
IZEDZENRHLOT, Hig, ol NEH-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+2IZBET 22 &,
SENERNHOLDONDZ LN DD T, IROEE OF M Z EHINI RS D
Z &, £z, RORFEDRRD bNIGEITIR, HONCERERBEL X2 T2 &
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IREERET DL L,
@ AFIOEERRERICIBWNT, BERBES 96 HEEFTIX 12 AMI L. 96 A NS
160 BB ETIZ 16 ML, FNLIEIL, 24 B Z & ICHEMMEOFMA21T > T -

Z L BB, ARG TIXERRICEGRE THROMERBZITI 2 &, B, K
HoBEHEIL 12 W HETET 5,

14



