REERMEET A KT A
=R~ T (BETHBER)

%% 10

(AR7E4 « A7V — R RWEFE 20 mg, A7V —RRE##E 100mg, A7
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1 I

EHEGOFNE « ZEVEOFERDTZDIZIT, IMICEFICESWCEIEREEA AR 51
Do SHIZ, EFEORFEAMOUESRT LY | PUREIK G2 & O 228 B E R 3R

REINDTT, b DEREMZ LB REE RIS 5 2 LR OBRBE L 2> T

BY . RFVEBOEE & SOEO AT B 2016 ((FAL 28 4F 6 H 2 HREERE) 1BV TH,
BrIER L F O OREHEELZX S Z L LS TnD

BHEM T EIELIL, EEERASZ 2N T 0 7 7 A VDRBFEOEREL L LR D
LEDBDDH, Zold, AR OLEMEICET RN TSR 5 E TOM, YiLESRE
pnDBEZ R 25 2 NI ENBE TG L TERT S L L bz, RITERAREEL L
BRICHEE RIS 2 & D T L DN ATRER —E DB 2l 1= TR TN 32 Z &N EETH
Do

LI2ino T, KAA RTA4 Tk, FAREBELINE TIIE LN TV D EFIRE - B
HIRMNCEED & DU D EIES O 72 ] 2 HEE T 5 8L 0 O BB B 27 MO
BHREAZTT,

B, RITA T A %, WATBAE NESE L BRSO . NISHERTTE N B ARERIR
WEG e, —MAEEE N B ARERIRNEE S K Ot HiE N B AR R T2 0m 1o b L 1E
ik L7,

KL IR BRI AT YRR 20mg, AT YR A EE 100mg, A7 U —R
REFRE 120 mg, A7 P — AR s EHE 240 mg (—ix% - =R~ T
(BfE T Z) )
REERDPRETDR « I
B LRAMERORE @, MACIZ=RL~7 GBEFH#z) & LT, 118 240mg % 2
HFMR X 1 [\ 480 mg % 4 IR CREEET 5.
B ik FE ¥ NP TR




2 AHFORE. 1EREF
7 — R S EE 20 mg, [RLASEEHE 100 mg, R EHE 120 mg K ONF] AR F#HE 240 mg
(—fk : =R ~7 (BEIEFHBZ) . LT, [TRAD Lvo, ) &, /NSRS TS
HEAZ LY 7 A (BT VARV~ Y —X 2747 (BMS) 1) 3% L7zt bk PD-
1 (Programmed cell death-1) (2%t %t R IgG4 &/ 7 n—F AHETH 5,

PD-1 1%, #EMAL L2 U s8R (T Alld, B Ak OV F = T /0% 7 —T fifld) K OVE#ER
AIRIZHEELT 5 CD28 7 7 X U — (T MR OIS L A2 fiBhavIC IE & AICHIET 5 08 12
BT 5% /IR TH 5, PD-1 ZHUFERMIGICHEELT 5 PD-1 Y 7> K (PD-L1 ¥ PD-L2)
EREA LU USERICHNRIME S 7 L B B LT U Vo SEROTEHEIIRREZ AU L T 5,
PD-1 U v NIFHURIRMIALISMNC b N DRk~ 22 EEHHARIC B L Tl v | B RANEERE
BN L7z AL 35 1 % PD-L1 OB L itk o ZEAF I & ORI & OFHBIRILR A & 2
ZEMHAE STV S (Cancer 2010; 116: 1757-66) , F7-. EMERAAEES CIIMHMBRE T
HIENFEAET DA v X —T7 T~ (IFN-y) (255> TPD-L1 ORBENFHFEI N, 5L
T EIGHERRIC 31T D PD-L1 DFEHL & it o A7 & ORICIEDOFBERR & 5 & Ot b
&2 (SciTransl Med 2012;4:127-37) ., X 512, PD-L1 %5l 3B S 7228 AL, Busihs
FLHy CD8 [tk T Mifa DM (5 =5 4 Ji58 < & 5 23, $t PD-L1 $iif& T PD-1 & PD-L1 & D
A EILET D &2 OMEEEENEE T 5 2 EBNRINTWD, %D Z &5 PD-1/PD-
1 UH Y B, SAMBEATURRE R T Ml 6 OWREZ B 2HFO—>2 & L
TEZLATND,

AHANL, BB OKE R 5 PD-1 Ofifast ek (PD-1 Y > FRFEE) (/& L. PD-
1ELPD-1YATY REDKEEZMAET D Z EIZXY | BATURFERAZ T MIIROIEMHAL R O
ARG 2 MM S IR VE 2 R 5 2 & TR AR PUIRE R A R T 2 L SR S T
W5,

ZAIH DR G  ARANTEMEEE T DB ARIRIRIC R 0 55 b O L IFF S AL, TR
AR E AR L LIBARRBRZ Fhi L. Ak, Ltk R ORI ML S 7,

ARANDVE B I < FEORIERISIZ L HRIEREN O S b, EEXIIFLTIZED
AREVED 8 D AR OG- RO EG#ICIE, BEOBREZT0ITTV, RERRD b
a2, FBH USRS U H M2k & BBk 2 RO ERAh &g U Ciili bl 2282k
ATV, WEORERISIZ LD RITER DN 256113, BB EE RNV E CFOREED
YR UE 2 AT O MENR D D,



3 BEEREE
R AN BRI O AGRIF G 21T o 7= 25 72 i AR 5RO il &2 7~ 9,

[ 2hE]

ENES T AHRER  (NM-K2002 35%)

FRAPREERET  (BEEORTE - fHERS I LSO THER SN ATRIEIED b 5 B2 13k
GhEHLTz) 56 il A x5 AR 240mg % 2 3 [ R C R EE Lo, FEFEHEEE Th Sk
LRIERE D B B B (45 B1]) OFEBhH (RECIST H4 K74 > LIKICE S Pl Eic L 5
CR XX PR) 1% 22.2% (95%(5HHX ] : 11.2~37.1%) Th o7z, 7B, FANIRTE L-BE
1X5.00CH-o7-,

Flo ALFEREEO IR0 EE QL) ORFRIT, 18.2% (95%[EHXH : 2.3~51.8%) T
HoT,

1 EEAEBERTH D Z LA RMRE TR S, 2 OMIEEE A CT. FDG-PET. Lk FEBH(LE

RS A S O WG RS L OIS U= MR 72258 (FLIREL. B AR WIRERRE CHRFR) IC
L0 TOREHBREE M L BT B EREASEE SR o 7o RR MM (RN,
PEY L IER ORIEIER <) B, Al (LFEFREREOHEICI DL TRG L S,

#2 0 FROWT NN T 5B,

IS IR i ks ) ey

- MEBHERE (MEA) OZEHT D LMOBERS

S I INOER s NI TR S e )y

- BB L EIER OB AT DR R R

o SRR 55 SRR P 45 AR D M % A S % B

B O EER OR A L, M UIIEEN O R REUR (PSA) 2@ 45 BikEs



[Z4tE]
ENEE AR (NM-K2002 7L5%)
AEFRIL 53/56 B (94.6%) (TR Hiv, AL ORPRARVBEETERWVAEEFFLRIT
35/56 Bl (62.5%) |ZFE® b, FEEN 5% EORIERIZFRO LBV Tholz,
2 RIFFEN 5% EOBRITEA (NM-K2002 FRER)  (REMENT N REM)

FRERIKR A B (%)

FRGE 56 14

(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 s

PR BB R TU A E 3(5.4) 0 0

R IR A RE AR TiE 9 (16.1) 0 0
B IBkEE

T 5(8.9) 0 0
AR AR AT

TI=UT ) IR T =T —EHIN 3(5.4) 0 0

TANRGEUEBT I ) NI RAT =T —EHN 4(7.1) 0 0
R E N IS SRON ]

fiifigi e 3(5.4) 0 0
FERE ¥ KOV TRk R

% O PEIE 6 (10.7) 0 0

B 9 (16.1) 0 0

RN SN A 3(5.4) 0 0

72k, HUIRIREERERREE O 1 (16.1%) | JIFHREREES 5 41 (8.9%) . BB ML 3 1] (5.4%) |
BERBCTH AR, < A /3F—3 {3l (5.4%) . T HERERE 3 (31 (5.4%) . L D R IETE 2 5] (3.6%) .
FfEREE 2 41 (3.6%) . infusion reaction 1 5 (1.8%) . A4 14 (1.8%) KUVKIGZK « /I
fask « BEDOTRILE (1.8%) MR bz, £z, HEMBEIE, LK. fHik, 1R
. BUENTI. AT, BEMERRE 78, T ERARERET . RITBRREREE . M - Silst, ki
RIEARIE, HEBRMEMEE, MERERIEGEE, ML R, SEIBER, DIEREE, JRIFEK
o TS OMEALITER O DR o Tz, AEWEMFEBLRDUIEE RS (RFRR MR A i s
wEile) HETEREREZ TR,

3



Bk - HE]

KRN ORERFEDEEET VARMA LI I 2 L—3 a3 X0 KA 480 mg % 4 3 [HfH
b TR G SUTBEAGR O AL - MBS TR G L IZBROARAF O Mg P IRE S BE Sz, T OR
R A 480 mg % 4 JEEIHIFE TG L7ZBR O EHARRBIZ 38 1T 2 ) Mg ik B2 (LU T T Cavgss!
VD, ) IE AAI240mg & 2 BFEFIE THREG LTZEROD Cagss LHBT 2 &Pl (T
) o ETo. AH480mg & 4 AR TG L7ZBROEFIREEBIC B T 2k m Mg iR (UL
Ty [Cmaxss] &9, ) 1&, Al 240 mg 7z 2 MR THEE L72ERD Chaxss & L Tl
xzrdeTFllasnzbon, BPANBEFIZBOWTARERHRE I TV L - &

(10 mg/kg % 2 EEEE THREG) TARIZEG LTZERD Craxs & ik L TIRE 27~ 3 & Tl
shiz (FFR) . AT, BROBEEICET 27 —2I12E5& 0 KA 3 mgkg (KH) XX
240 mg % 2 EFERRE. A L <134 480 mg % 4 MR TR G LIEBEOARR ORER &4
IMESNT 2 e & OBIE Z T DR SR SUNE T VP S L, HREBIEI O W TRE DT
bivlciiik, Lok - MEOM THMER VL EMEICHMERAER TRV E FRIS T,

K3 FHDOKYBR T A —F

. Cmax CmindZB CavgdZB Cmax,ss Cmin,ss Cavg,s
Mt - =
(ug/mL) (ug/mL) (ug/mL) (ug/mL) (ug/mL) (ng/mL)
51.6 272 310 113 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)
2.7 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)

HLfE (5%, 95%5) . Q2W : 2 JMIFINE. QAW : 4 FRIMING. Crmax : WIIEHE 54 O fi i MLI% H#EHE . Crninozs -
W54 28 A BIZH T 2 B AERMETIRE, Cagoos : FIEHR 5 28 H H £ TOFHIMIFENIRE, Crmaxss : iE
FARRBIZ T 2 s MG PR EE . Crminss 1 E FIRRBIZIT 2 B ARIMLTE FIRE ., Cavgss 1 EFIRRBIZI T 2 FH 1
TE TR



4  FERRIZOWT

EHG Y 27 EHEE (RMP) (ZED &, AHIO B3 L2 2 BB ~ D i /iR
W LR T > T, AH ORGP EY)2BE L2 - FrEL, AFoTRGIZE EE
7REWER Z 3B LTRSS T2 2 & BNRERTZD . LFOO~@D 3 T &/ 3
RIZBWTHEHAT 2 RETH D,

O MERIZOVT
O-1 Fieo 1) ~ (5) OWTFNNITEY T DR THHIL,
(1) BEAFEREIEET 208 ABFEEEIL RS (F0E RS A LS
JRbE, HUES AR HOEEEIL R, kS A BRI R e &)
(2) FrEREEEIRRE
(3) HBENFULAIEDFEE T 2 23 A B EEHT (A A2 EERE EIbE, 23 A2
Bt 1IbE. 3 A HEE R 7 &)
(4) SRACFIIEE A E L, SORIEE LRI 1 IS RER LA
WL 2 DRiEX FEHEITAR D Jim 24T > TV 2 ftiak
(5) PUEMEREEE AL & BN O i3k S UE 4R 2 i 21T - T 5 itk

O-2 JFRAHEOZW KO (2% B ARERIEE S, RIS AN AT A
RZA v ETH 2 Wit 2018.) Z 30 L. AL5ARTE M OVEINE I S8 BN O S 2+
Gy TR NGk & AR A FEOERT (TROWTNONIEEYS T 2 ER) 23, YR
DAKNCEET HIREOFLE L LTRBESNTNDZ &,

o [EREFEEE 2 EOPIHINHEZIE T L2 5 FELL LD VTR O EREHE 21T
STWBHZ &, 95, 24N BT, NARMEEZ £ L LI-BRREEZOWHE 21T -
TWAZ L,

o [EENGRFFEUGH 2 FEOPMNHEZE T L7122 4 FFUL EOERRRBRAHF LT\ D 2
Lo OB 3L EIE, R KT D 0N A SRR L 2 & o S ATRTR O IR IRIHE
BT TCNWDH T &,

@ BENDEZRMFEREEDOEHIZONT

AR L I W BT 2 YRR DS E Sy, BUEARZED D OFHRE O ARE - L4
PESESREHIE R O B OERTSE (69 DRt AHFFRNRAE LIZHE O E
B FBRERNATON DT > T D Z &,




@ EBIERA~DRIRIZDONT
®-1 kMBS 2 B

VMR B O BB RRAIEA DS54 LT2BRIC, 24 B RHI O . Yk X
EHEREER IZ BT, BB LZRWERICIE U CABEHE LY CT S ORIVER OB 245
RRRAORER DY BRI O, EHICRHSATREREH N> Tns Z &,

©-2 EFRUEEEIC X DAFERISITHEY 5 E M

N ARSIRIC D 2 BRI 70 e O e 2 A9 2 IR RIE A DRIERE =2 ) v 7 %
BOTERD AT V) —= 0 T 2fTWEIRIE & a1 TE 2 F — LEBRAHI D <
NTWDHZ L, B, BIHEHICHONT, BDARE LZOFEECHFIAmME TN D
ze,

@-3 BIER 0K NICE LT

RIVER (HVEMERZREICIN 2 . BESEMEEE, DR, iRk, BIEUmREAEE, KRk
NG EEO TR, 1RBERSE . BUEAT R, IPARA, ITHRERR T, 1T, ELPERRAE 2%
FUR MR RERE . T EE BB S | PhRtbeE | BEE | RIS, MK, EEORRHESE,
FR AR FEARAE , infusion reaction, FEFE7c MiRPEE . MERERMEMAE, FilZ, Bk, WE
OGSERE, I, DS (DS - R0k - OEAMNGES) | AREFERE
RS, BEFLSE) (TkF L CL YRtk XU M A B O B 2 T 2 R & i
L EEROZWCxHGICE L THREL OB Z TN &FICH DL L) | BHHIC
YR ALE S TE DIRHI - TN D Z Ly



5 HEMBLRDLBE
(b B9 2 ]
O TROBEZBWTARIOANEI RSN TN D,
o FERAHNALBDIEITA T A ) (ARERERGYS) TS, Wt yin
SRR ORI A A FEf U7z T JRIENBER DS AN 7 b R RS NEET & R2 b S,
Do, JEBORIE « M S W THER S D TRIRIED 2V B

@ TRIUCEY T AR OG- L OMFEH HFIEZOW TR, ARAIOFIMERHESL SN TR
59, AFlOEERE /2B,
o fhoPUEMEIEEA & OO S

[Z MR § 2 9]

O TR T 2BEECOWVTIARKIOEEN LT L SN TND Z b, FHE1T
PR L,
o KRBNDRGT KT UIBHUE DBEIERED & 2 B

@ BFEAIOFHIEIZ BV T FRICEY T2 BEFICONTL, AAOE G THESE S 700

R M OTEFERIL DN 2 NG EIZIRY | HEICAKZEHT 2 2BETE 2,

o [HEMMREEOEHIIBIEDH L EE

o MEBEER A TRV R 2380 L B K ONE B 0 T i it i 28 <0 5k Yu i it 2% 56
DI IIEIZA LN T DI D B

o HOREREOGH, B L IO B Do R B ORERED
5B

o lESEBAEEE (EMEHHBERE L G1e) ObLEE

o FEREORBYLUIBE R A AT DR

e ECOG Performance Status 3-4 ™V B35

() ECOG®Performance Status (PS)

Score TE %
0 A MER EBTE 5, BFaiL R CHEAENHIRR <ITX 5,
1 ARRICEL LUVEENIHIIR S D0, BT AlHE T, BRI TOERITITO Z LMW TE D,
B NF S, FBIEE
) BATRRECTH S OE ORI O Z L3¢ X CHREENERIZTE 2V, HHDO50%LL EiZ~<y RALCil
=9,
3 BOHNT-EHADHEDEY DL LNTEXRY, AFO50%EL FaXy R TilI4,
4 2LENT RV, BOOHFORD O LiFael TERY, BECy KRBT TiZd,




»

FECERLTEETREEHR

A SCEEITN 2, WERTEER D3R T 5 G I & ARH D Rtk K OVl =48
RO DI B ER A+ L ThORT 2 &,

TBRBARIZESL G B T T OFIRITHIMER OEEZ + st L, FREE5
Tho5ETHZ L,

FEREWERADO~ XY A2 MZoOWT

MEHEMEER D S5 d Z LN D DT, KFIOEGIZH T > Tk, BRAER
(RER PRI, ik, FEEVE) ORER KO X S & O E RS, #igx -+
1792 &, 7, MBS UTHES CT, I~ — W —FOMmELZET 52 &,
ARFNOFE 1L EEE O infusion reaction (2 X TERRRFZ 43 72 k5 O T & 5 i
AT ETHMAT 2 2 &, £72, 2 BIH BABEOAA# 5K infusion reaction 73
bobNDZLEbHDHDT, AAFKE T M OAAF G TRIT AL Z YA
ZRET 2%, BEHEOREZ 00853 5 2 L, 728, infusionreaction % FEHL
L7emailid, EToELOIERPTRICEET 2 £ TREZ 0885
Z&,

HURIREERERR . T EAHREEE R ORIBREENH LD Z LN HHDT, K
F DO¥e 5-BRAART M O G-I T E IR N B RERR A (TSH. ERfE T3, i
BE T4, ACTH. M=y —VEORE) ZFEhT 5L,

AFNOEIZ LY, WEDOHRIEFOSITER T 5 & B 2 b Dk R ECHRE
WHHONDZ N D, BEPED LNTHEITIT, BB Lo FHLRIL UTE
FHRY 72 15k & RRR A R DR RN & HE U Cl bl 2 @B W 217V 8 D5 I
SIS K DEWERD N S 58I 2IE, AFIORES T 1k e ORI BE AV
VRIOBRGFEEEBRT DI L, 2B, BB EERVE ORIV EIER DS
FRRD LR VEA IR, BIBRE R LVE USSR A OB IS & E
T %,

BT, BB OB ARGE L T LEIERDNBET A2 Z R H 5729,
AR OFEHE T B BIER OB A3 ITEET D,

1 BUBEPRI (BIE | BUBEIR G 2 &) 2 d b bdv, FERPMES F 7o F— R
BLHZERHLOT, Hig, EO, EHEOTEROFBICMAEIED LI+
BT 52 L, 1 EREN LN T REETIE L, 42 ) RGO
HEDHEUREZITH Z &,

BIEATS. P4, ITHRREREE . TR, BLMEIRERRH L ONDL Z LBHLHD
T, EWWITITHERERA Z 1TV, B OWREL 01T BlE8T 5 2 &,

10



o AFIOERKRABRIZIBWT, 6 I L ICHIMEDOFEIZT> TN Z L aBE
(2. ARG FITELICE R E THROMERR 21T 5 Z &,

11
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KEEHEETA FTAL4 v
=R~ T (Blor#x)

(BR7E4 : A7V — A RFEFE 20 mg, 7V —RRHFHEE 100 mg, A7 P—
RETRERE 120 mg, &7V — R ETHH#HE 240 mg)

~ PR % b B~

SHAE3I A (Ff445 AED)
B4 FEE



ER/N

1. 1IZUHIC P2
2. AANOFE. (FRET P3
3. BRI P4
4, JEEklZOWT P9
5. H&EGXR LM DEE P11
6. WHITERL THETNEHHE P13



1. IILBIZ

=S5 DH N « B RMEOREROT-OIZIL, I SCEEIZE S W2 Ee AR D
5D, 5T, IWEORAHEMOEANC LV | PUREIKSL 72 & OF 072 8T HVE %
FFEIMPARINDLH T, 2N O DOEHKZEICLER BRI 5 2 L3RR
AR & o TR Y RIFMBGER & SO FA T #2016 (FRk 28 42 6 A 2 HEERE)
IZBWThH, FHERLEOHHORBEHEEZXS Z LS TWn5,

BFORERE ST, BB 2T 0 7 7 A VBB OESK L &7 5 5
B ENRDHDH, ZOD, HIMEROLEMEICET A ERN ST 5 E TOR,
WMELEIL O BE LR ZIT 52 EPWIRE SN BFICK L THERT 2 & &b, BIFE
FDFEEL U= B 72 kb 2 & D 2 & DS ARE 72— 8 O B &3 7 9 A B < A
THZENEETHD,

L7eRoT, KA KT A4 TiE, BB ZNE TITHE LN TV A EFEIEH -
B RIS & | LT ORI O i 7o 2 HEE T 2880 b B R EE & %
F RO EFHER~T,

B ARTA BT A %, MNATBAE NEIE G ERERR SN, AARTEAN AR
BRI s . — e FE N B ARERIR NBFE 2 R O E N B ARIBIRE B 72 O W
Db EAERR LT,

RGe L 7 BEIRS, - A VR ERE 20 mg, A7 U — R SEETE 100mg, 4TS
— R EEERE 120 mg, A7 Y — R AR EE 240 mg (—i%4 - =
M~ 7 (BinfHHz))

RE LR DMEUISE - PRI BRI IT DI BRI

RELRAMERORE W, RAIIZ=R L~ (B FE# %) & LT, 18 240mg

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

2L, WEHEIXZ 12 PAMETLET A,

/NEPER B TR

i
3
S5
=y
He
D%




2. AANDORAK, VERBF

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

PD-1 1%, ¥&MAL L72 Y o o%Ek (T ffa, B O F 2 7 0% 7 —T M) LOVE
BRI R BT 5 CD28 7 7 X U — (T MR OIEMHAL Z B IE & BUZHIET 2% 2
T ICBRT 2R AR TH D, PD-1 IFHURIRRHIILIZIEELT 2 PD-1 U K (PD-LI1
K ONPD-L2) EfEA L. U 2 SERICHEINES 7L A miE LTV R ERoiE M ik e %
BIZFREI L CTWd, PD-1 U H v RIFHUREE RSB B b Ok & 72 IR 7B
LTHY, EMEREAELE )OI L EGHEMEICI TS PD-L1 OFRBL L itk DALE
WM & ORI ADOFEREBIRN & 5 2 & 3G ST % (Cancer 2010; 116: 1757-66)
F 7o R R fE AR CIRARRE T N EE T DA v X —T = H >~ (IFN=y)
IZX > T PD-L1 OFENFHE SN, 5B LI EEREICIS T D PD-L1 ORI & itk D
ALEHIR & ORI EDOFBARRN 5 & OHE S & 5 (Sci Transl Med 2012; 4: 127-37)
X 51T, PD-L1 Z 3Rl RHE S B8 AT, FURRRA CDS BHME T Mo Hifa &
TIPS S 525, PLPD-L1 HUAT PD-1 & PD-L1 & OfEAZET D & Z O
EEIGEREIE T 5 Z EDRENTND, DI LD PD-1/PD-1 U 72 RERE&IE, 23
AR TURRF A 72 T ML OWEBEEZ BT 58 FD—> L LTEX LT
Do

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

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



3. BRPRARE
PR b RZ R 3 1 DIt il B 15 O AGREFIZFEAM 2 17 o 72 T 72 B R 3R 0 Bl s 2 7
-g—o

[H2hi]
EAt [ MIARFRER  (ONO-4538-33/CA209274 #-ER)

i JE IR T R B B O 12 BB 1709 5] (A AR N 49 filz=Ste, AFIEE 353 41,
7w AREE 356 ) ERIFRIC, T ERERELE LTARA 240 mg & 2 3 R R T A
HE kE 12 AWM Lzt EcoFEEROZetERest Lz, FEMEEE Th D
AR (LR, IDFS) &9 ) (Yl [95%EFEX D) 1E, AFIFET 20.76

[16.49~27.63] B H. 77 AREET10.84 [8.25~13.86] WHTHV ., ARALIIT T+
REECR UREHEMICE BRI R 2~ Lz (ONF— R 0.70 [98.22%(E#EH[X[H : 0.55~
0.90]. p=0.0008 [J&%! log-rank f7E]. 202048 H27T BT —% 1w A7),
* R, BEULREERERLE L, LTFOWTRMCES T BENRMEE SN, BB, A7 U—
=V VR TIR Y A 7§ B IER R 23380 B LT R AU ATRE & ST,
e« YZXFFF (BUF. [CDDP) &\19,) &&TeiliaiffiBhfeisa 2, Wi OBk i Wi
B ypT2-ypT4a XL ypN+ D EFE,
* CDDP % & ToHRIlBIEILE A = T TR O3, Wi ORBEMEM SR WSR2 pT3-pT4a i pN+

Th Y., 5> CDDP % & Lol MBI RIE DS RIS ST A 2 1A L T 2 /B
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(24 1]
[E B L[R5 M ARFAER  (ONO-4538-33/CA209274 7klk)

BEFGIIAFIRE 347/351 6] (98.9%). 77 & REE 332/348 1] (95.4%) (2788 B,
TREREE & DR RBR NG E T & RWE FHRITAAIRE 272/351 1] (77.5%) . 77 B REE
193/348 B (55.5%) IZ#BO BTz, WTNORETHRILRN 5%LL EORWERIZ FEO
LB ThoT,

=2 WTFNOOBFETRERN 5% EORIEA (ON0-4538-33/CA209274 FAER)
B (%)

Do A )
Eﬁggf” # R — 5 KB
(MedDRA/J ver. 23.0) N 351 91 348 ¢
%= Grade Grade 3-4 Grade 5 4= Grade Grade 3-4 Grade 5

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

FOIR IR B RE L 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

BTN 24 (6.8) 0 0 13 (3.7) 0 0
—f% - BHEER L OGN OREE

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

I I7 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
e KOsk E

RAROE 20 (5.7) 2(0.6) 0 11 (3.2) 0 0
KRR 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

R NR S IN A 19 (5.4) 2 (0.6) 0 4(1.1) 0 0

728 AFIFEC I T, FRIRIRBERERR S 65 {51 (18.5%) | AAL T MifRIE 44 151 (12.5%) |
JFREREREE 29 B (8.3%) | THFRRETES 29 1] (8.3%) . EFBEREMEE 25 4] (7.1%) . ME
PERfPE 19 51 (5.4%) . infusionreaction 16 3] (4.6%) . KAZZ - /NEZE - EHE O THi
11 151 (3.1%) . Lok 7 61 (2.0%) | EJE D FZ &R 6 51 (1.7%) | Laihizk 3 41 (0.9%) |
FIEREIAE 2 41 (0.6%) | EIEEEEEREE 2 41 (0.6%) . Ak 141 (0.3%) . 17ApER
i 141 (0.3%) . A4 161 (0.3%) | M2 141 (0.3%) KNS E D EER 141 (0.3%)
DD BTz, £z, BUEFR, R, MRS R, T REMKRRREE . Mok - #EK,
FRIRIMLAR ZEARAE . AR MIRMEE . MERE RAEGRE, AEEZ, ARIFERDS. G H i N OV
LIFFRO e o 7o, RRWERAFBURIUIEER S (BAREERE 25T) 28T
LA RE T,



(A - A&

AR OREMIBEYEREET L 2R LI I 2 L—2 a2k, A% 480 mg % 4
TR T 5 SUIBEAGR O ik - &% TR L2 BEOARF O iR E 23 G S
7o EORER. AHKI 480 mg % 4 FFEIE TG LB OEFIRIBIZ BT 2 FH i 4
B (LLF. TCagss) &9, ) 1E, AAlI240mg % 2 HF MG T L L72EED Cagss &
BT 5 e FlEan/e (FR) . £/, AH480 mg & 4 HFEHE TR S LZEROER
WRBICHR T DimME TIRE (BLTF. [Craxs] &9, ) X, A 240 mg % 2 38 i fH]
A THEG LIZBRD Craxss & B L TRl Z R T & THIS L2 OO, BARANBEIZE
TREMENHER STV A YL - IR (10mg/kg % 2 BN THE) TARAIZ#E5 L
TEBRD Craxss & HLBE L CTIRMEZ R T & PRI N2 (FHR) . MA T, #EOmEIB T
LT —HITHADE KAI3mglkg (RHE) A L <X 240mg % 2 HEERIFE, ITAHA 480
mg % 4 BRI TS LIZBEOARR ORE & & A0 U3 et & oS L2 REd 5
BB ST T R S, YHBEICOWTRIMTON SR, FRoME - s
D] CHIME R OV IR 22 22 R T & FRIS LTz,

R 3 FAOEWBEL T A—F

M - g Crnax Crnind2s Cavgd28 Crax.ss Chnin,ss Cavgss
(ug/mL) (ug/mL) (ug/mL) (ug/mL) (ug/mL) (pg/mL)
S meke Q2W (35-52{ .760-8) (16-1750-3) (21 321 £3.9) (75.1){3171) (27.612,'107) (42.717,'?27)
20 me Q2W 61.712,?03) (23-33?'29-0) (30;?'670.9) (10;,5354) (41?57,'51;58) (62.11(,)9187)
480 mg Q4W (10?207) (15.25?17.4) (37.?)?'34.8) (14?,1 236) (27.751,'?37) (62.11(,)9187)
10mghg W | (10" | (g5 1) | G0k 1an) | Gooszs) | (1563030 | (236.97)

R (5%, 95%) . Q2W : 2B MIRIMG. Q4W : 4B RIRIFGE. Cmax : FIEIFE 515 D e i LT T R B
Chnind28 : %ﬂ@&"*’??{ﬁ% EI E LC%H' 5%1&@{% qu%}_g\ Cavgd28 : *}J@TQ’%%ZS E H i “C“@ﬂzi@ml{%s EP/)%E\

Cmax,ss : ﬁﬁﬂ(‘ﬁl‘é\ﬂlﬁﬁéfi%m%q](}%ﬁx Chin,ss * ﬁﬁ%%ﬂlﬁﬁéﬁ-ﬂfﬁﬁ&%qj]%g\ Cavg,ss : Hﬂiﬂﬁ%aﬁ

(ZRUT B R i R

L
=
[




4. FEFRIZDOUVWT

AFN OG-8 72 BEEZZW - FrE L, AFOEGIZ L EELREWERZREL LT
BRIZKHIGNT D Z B2 LLFOO~Q@D T XTI sk iz W THEHAT S
RETH D,

O MEFITOWVT

D@1 FEEo (1) ~ (5) OVWTNNLICHEY T HMETHDHZ &,

(1) EAEFBRENEET D03 A BHRE LRSS (BB RS AR ROEHE L R
HIIEEAS A RS B R R BT . HUss A2l 72 &)

(2) FEEHERERDE

(3) TETIRAFENFEE T 2 03 A2 EEEEFRT (DS AR ERPL, 25 A2 iais
W IigFlE. 3 AR HEE R R &)

(4) SRALTFIRIEE 23R E U, SRIEE L FRIEZERE | UIS IR b k2 R
2 ORERRFEEICLR D R 21T > T D ek

(5) BUEMEREEEAILL T & BN O i % FHE AR D R & AT > T B ek

O-2  JRIE LB DAL SR TE K OVRINE ] SEBURF OO St SRS 43 70 Nk & e R & R D EE Rl
(FROWTINITEE T HER) 23, YEZEMOAFICET SIGROBMEE L LT

BE I TWD I &,

*

o [EHithEFFEEE 2 EDOPHIHME ZME T L7212 5 4ELL ED D ATRIED B RIHE %
[THoTWBZ &, 9bh, 24D R, NARMIRELS T & L2 BREEZOHHE 2
{ToTWVWBHZ &,

o [ERRFFIGER 2 FOMHIHEAE T L72RIZ 4 FLL EOWIREGE DR IRBHE
BT T0DH T E, 5b, 2 RIE, JRES ERUE O M AFEWIRIE &2 & s ATRHR
DEFRHHE 21T > TN D T &,

@ BEANDERFREEDEHIZONT

RIS I A B FE T D BMEA NI E S, BERZE O om0, A - %
IR OB B ONERISE ISR 5 G et A FFRMNELE LG E OWE
. FRESNITT DN D IEHINE > TN D Z &,

@ EWEADRRIZ2WT
®-1 BIVEFRBEORHSEEIZ B3 3 Eik

R PERR B E O EE R RIE N RAE LZBRIT, 24 BRRIZIRIKHI O T, Ytk X
VB EESER 123\ T, BEL L7 BIERICIS U CARBEEE L O CT ZOFIVEH ORI &4
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@-2 BERUEFHEIC L 2FEFEELMSICET2EH

AR D 2 MR G L OB e 2 AT 2 EREFEEDNEER =4V > 7
EEDHERDOA T ) —= T HTOERE L IE#ME LA TE DT — LAERIRH 2
SN TWDZ &, B, BiAFICOWT, DABE L ZOFBFEICHSIZAmENT
WnHZ &,

@-3 BHER DZHLRIRICE LT

BIVER (RVE MR BTN 2 | EAEMEEDAE, O R, Mk, B RARE . RIBXK.
INBS, BEO TR, | BBERE, BUEATIR. T2, IS TR, mifbrEiase
K. HURMRBEREREE . TMEABRERE . MhRREE. BEE. RIBEE. Mk, BEEDOK
JEREE . ERIARZEARAE, infusion reaction, FEFE7RMIKFET, MEKERIEMERE, F5EZ.
BEdk ., M DR, IR RENE, DlEbEE (OEHE) - IR - O MEIAMES) |
AREFERES . BEG I, EEALE) (T LT, Yakhax ST BRERERE O FMMEEZ A 5
Efl EEE L (BIERORKOXINCE L THRELA O EAZ T ONDIRKEICH D =
E) L EOITEY) R AE N TE HEHINE S TND Z &,
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5. B#Extp L s BE

(G hEICBE§ 2 21E]

O BRI R IR R Ok BE T BT, AFIOGMERREES LTS (K
RERICEBW TR E SN BB OFEMIT p4d Z200), 7272 L. JFISERALIZ K 0 AH D
AIMENRI DA TR SN TS (p5~6 M) Z b, BEk - RERES
IZBWTIL, IRATHIBIERIEIE 2 & 2 . RAILSORERIUE L BE T 5, £z,
CDDP % & Tefif B BIEIEIE O 72 W R IR 1T 5 BEAFIA IR & Ll U 7= A 0 A %)
PEIZ AR TH D Z L6 CDDP %0 [ RPUEMEEEANC L DR N AIRe R 6
X NS OIREE BT 5,

@ TRUIEEY T 2 BE T 2 ARHN OB E L OMEH HIEIZ DN T, RFIOF D
MESLINTE LT, REIOEGXGR LRG0,
o fhOFUENERREA] & OO &S
o firAETMHBNREE L LTS
o IRIGUIBRABERBE KT DG

(2t BE4 2 5]

O TFTRICEZYTLIEZICOWVWTEIARAORENERE SN TWDL Z &b 5 E21T
Dipnz b
o KA LSBEUE DB D & 2 B

@ TBEATOFHHIZIB W T FRRICHEY T 2 BF IOV TL, AFIOEGITHER I e

N, MOIEFERPUE R 2 WIGEICIRY | EEICARZHEHNT 52 2ZBETE D,

o [WEMMZEEROEGO IIBEEDH 5 BHE

o M AR A CRHVE R 2 58 6O D A K ONEENME OO JU BRI g 2 <o G it ¢
FEDONNZRIEMEZRA LN DD B

o HOREEBOEDE UTEMHEAF L <IXHRMEO B iR B OB EREO
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(E)  ECOG @ Performance Status (PS)

Score | EFE
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6. HEICERL THETNEFH

O B SCEFITIN A ROERGEER SR D ERME 1T D & A D Fre M OV 1E A
O DIZLE R ERE I L ThBEERT 52 &,

@ JREBIRAICIEN D BE NI ZE OFIRICAE DR OEREE o3 L, AR5
ThobETLHZ &,

@ EREWEHO~XT AL MZDOWT

WEMEEEN D oD ZENH DD T, AFOEEIZH 1= > Tid, BKRE
W (REWR IARIEE, ik, FEEVE) OREFE M O X S A o FEhnd, #leiz+5
ZATH 2 &, Fo, MBS U THE CT, miF~— T —FDMm&%Z T+ 5
Z &,

AFNOFEILEE D infusion reaction (2 2. CEARHI 43 %D T 5 U
i ZAT>7c L CRRMET 5 2 & £72.2 B B LR O A 5-FFIZ infusion reaction
DHHLOLNDZEHHDHDT, KFIEGH K OARA G T #IT A Z A
ERRET 5%, BEORBEL 28I 52 L, 70, infusion reaction &
FHLLICGA IR, R TOBELOERD ERIZEIE T 2 £ CHRE - 08l
T5HZ &,

ORI REIR . TRAEERT R ORIBREERH 5O 2 B8 HDH DT,
AFN D ¥ 5B hERT M O G- B T E IR N0 sk RE iR A (TSH. 1028 T3,
R T4, ACTH, I 2o —VEORIE) #FEhid 52 &,
AHNOFEEIT LY | BEORERISICERT 5 &5 2 bildikx IR BOW e
DHLOLNDZENDDH, BENRDONTHGEITIL, BELEFRIIS UL
R 72 05k & BRBR 2 Ff D[RRl & i U Cal bl 2 B nRe W 217V 18 D5
FOSIT X 2 BWER 2 o 2355 1id, AFNORIE T I, R ORIE E A
NEHOBRGELBETDHZ L, B, BIERERLVE L OFREIZEVREIE
HOYGERFRD IV WA TR, BB RE AV LISt o Sz il Fl o8 in
bEETDZ L

BT %, ORI S8 AR L T LEWERDBET 2 Enb D129,
AR OBEHETHRIZHRWEMORBBUCH2ITHEET D 2 &,

1 RUOBE R (BIE 1 BUEIR W 2 2 de) b bbiv, BERPMES F 7o R— X
IZEDZENHLOT, Hig, ol NRH-FEOER DR B MBEE O LA 12+
SEETAHZ &, 1 BBEREN DN ICiEREEZPIE L, AR 8l
H OB EEOBEE RAEZITH Z L,

BIERF I, FFARA, IFHERERES . TR, B{LMERE RPN S b D Z &0 H D
DT, EHHIITHERRREZITV., BEOREL +2I2BET 2 &,

@ AFNOEERREBRICIBNT, FEBBS 96 HEETIX 12 AM I L. 96 @B G
160 BB ETIZT 16 BT L, ZNLIEIL, 24 B Z & ICHEMEO M AZTT > Thi=
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