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Bl (11.8%) . KREGFE - EAED T 1 H1 (5.9%) . HFHEREFRET 1 4

(5.9%) . HUREREEREREE 3 1] (17.6%) . FPRSFES 3 41 (17. 6%)
KON infusion reaction 1 il (5.9%) il& L7~ F7=. HIE
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D x4 oe MY Ig64 £/ 7 v —F AHiikTH %,

2. RANIOFE, 1EHBET
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BERERESE 4 5] (11.8%) ., RVEMEMIZER 2 61 (5.9%) . KIE%k - &=
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7o, EREREE ., EEOREREE, TERAKERE. BT
TR, HIEMESE, MK - BiJE, infusion reaction,
SEDMER, LR, Wik, BSRIAE/ X A F— ik
D E . TS, R M Ae ZE A SE M OB L PR AE R ITEE D &
Nipho Tz, REWERFBLR DU E RS (BRRAME R 25
te) EEUEHGERETRT,

(W)

7p¥s, PRERREEE 2 1] (5.9%) ., FFRERERETE 161 (2. 9%) . FUIRAR
PeREREE 4 B (11.8%) ., MIEVERES 2 f1] (5.9%) ., KiFk - &=
FED T2 4] (5.9%) . 1 BIBEIRIE 1151 (2.9%) HiBdbivic, F
7o, BRkREREE ., BEOKLERE, TERAKERE, RIEHER
H=LOWER, EIEMMEIE, MK - #iEK, infusion reaction,
SEDESR, LK, k. BRBRRIE/ X AT — SNk
i/ RIBUD PSRRI, ff IR M AR 2842 e S OV bR ABAE % 1
RO BRI Te, AREIWERFBURDUIBIE S (R R A fE 52
WEEle) BEUEERERT,

4. FEFRIZDOUWT

(W)

® EIWEHDXRHIZOWT

(%)

@-3 RITEH OZE-CRIGIZE LT

BIER (MEMMEEICIZ, BIEMEIE, DR, R, B
BRI . KREGE. /MR, BEEO N, 1 BUBERP, BIE
K. AL, IFEERERES . 2%, A bMEIRE 2%, FUR IR S

TEEAPEREREE . AR bige . BEMRIE
FHix, BEEOREREE, HIkEZERIE, infusion reaction,
HERMERESE, MERERMEERE, Bk, Bk, BEEOEX, &
E O MRS, SRR R B OGS, PRI R ENE, O
fEE (L EME) - RAR - OEMEISNGESS) . RIFERE . TR

B IR

4. FaRIZDOUNT

=
o=
~—

BIEH DX IR DN T

)

-3 BIEH OBEr-CRISICE LT

IWEA (RIEMERZEEICIN A, EREMEGE, Ok, ik, B
KUmRARIE, KGR, /M. BEEO TR, 1 BERKE, BUENT
% BN, ITRERERESS . T2k, M LPREARAE 28 HUIRIRFERE R &
TEAEREIER, ARk Mg, BEMRZR
Fhx, BEEORERE, #IkDEZERIE, infusion reaction,
HERMKIET, MERERIEGRE, Mk, FER, EEOHRK, 5
EOMES, WEOSERIL, WIEREME, OlEES (DA -
IR - OEVEISMGHESE) | JREFERSE . EEEH M, JBEFLEE) Tkt

© - ©

Ho|

xS

. BEETE, RBIEREE,




M, BEFLE) 1TxF L. Mikhiak ST BRERMEBI OB 24 | L C. Yk UL BRI O BME 2 3 D AR & L
I 5 ER & EEE L (BIEHOZRoXINICE L CTRE L O EE | (RIWEH OZWr-oRSIZE L CTHRE L O XEEZ T b b 54t
ZIFTONDIFMICHD L), EBICHEYIRAENTE DN | I2HDZ L), BEBICHEY R LENTE HKHRE-STNDL I L,
WSTNATZ &,




JFFE B O Fi i HERE T A N T A o OSGET T CorIA X HEER)

(IR ER IS E RS 59)

Gl

1. IFLOIZ
()

8L R D E K =RV T GEETEELZ)

(%)

1. [ZL®HIZ
(W)
gL b E K AR AR 20 mg, ATV —
AR EHE 100 mg, A7V —7R A
FE 120 mg A 7 P — R i ERE 240
mg (—fR4 : =R~ 7 (Eis-HEH
Z) )

(%)

2. RANIOFE, 1EHREST

=ARN~7 (BlaFl#az) _(LIF, TAHAL o) 1, /N
Wi TEMRASLE A X Ly 7 2 (BT VAL ew A7 —X
A7 A7 (BMS) #£) 2363 L7= & bk PD-1 (Programmed cell death-

D x4 oe MY Ig64 £/ 7 v —F AHiikTH %,

2. RANIOFE, 1EHBET

A7 — A 20 mg, [FLEEEHE 100 mg, AR FHE
120 mg }% OVELASTEEHE 240 mg (—#%4 : =hN~7 (s
Bz). LIF, TARA L)) &, DB TERRS L X
HLy 7 Atk (BT VAL s~ Y —X X747 (BMS) £)
NEAFE L7-t b PD-1 (Programmed cell death-1) IZ%f9 5t K

W 1gG4 & ) 7 a—F VPR TH D,

(%) (%)

4. JgRIZOWT 4. FEFZIZHOWNT

(%) (%)

@ FIEADORHEIZDWT @ BHWEHOXHRIZ2WT
(%) (%)




@-3 RIEH OB Kkt LT

BIVER (RVEMEMZE RN 2, EEMGEIE, Ok, k.
MORMERE . KIBZe, /MBS, EEO TH, 1 BUERA, BIE
9%, FFAAE, FFRERER S PR, B LMEIRAE . HORIRFSRERS 5 |
T HEEARERERRE T MR . BIBREE, Mg, Bl
Tk, HEOKERES, HIRMARZERAE, infusion reaction,
BEEZMKEE, MERERIEGRE, S, Wk, EEOHREK, &
E MRS, BRI ARBEERE . B O s, IR R EME. L
fsE (L EME - IRAR « OSSN SS) . JRIFEREE . IS
i, BEFLEE) 1Tk LT, Mk ST B E SRS O P &
T 5 AR & U (RIVER OZEr-exHSIZB L CTHRE R O %
ZTONLEMICH D Z L), EHITHE) 2R ALE N T E D ARG A
BSTWDHI &,

T o

B

@-3 BIFEHOZE-LxIS T LT

BIER (RVEMEEEISIN A, BEEMEE, Lk, ik, B
ROTRMERE . KIGR. /IR, BEO THL, 1 BIBERE, BIER
K. FAA, TFEEREREE . R, B EMEARE &, HOR IR RE R =
THAMEREIRES ., RS . B Vg, B
Hiik, BEEOKEEE, #RMARZERIE, infusion reaction,
BEEL MRS, MERERIERTE, Mz, B, BEEOFR, 5
E DA, WEORIERIG, W R EE, ODiEREE (LA -
IR - DEsMEWIAMMASE) . JREFERES . B M, L) (Txt
U C. Y%t T P R B O BEFIME A2 A3 5 (Al & s L
(RWEH OZWr X I B L THRE R OB 2% 10 615 544
2D L) BEHICHEY) R LEN TE HEHINE S TnD Z &,

BIEE, BIEREE




B R RE CEMEMIR b R 2 B <) Ol HHEET A N7 A > OUGET &R CorIRxTHRER)

(IR ER IS E RS 59)

IH

E<lh
4. FEFZIZDOWNT
(%)
®  EIWEH DRI OWT
(%)

@-3 RIEH OZE-CRIIZE LT

BIVER (MEMEMZEERICIN A, EEMEEE, O, Kk,
BORCR A ARE . RIG2R. /MR, BEO TR, 1 BIFERA. BIE
FFoe. A4, TiEReRS . AT, RELPRARAE 2. AR PG RE R
T EAREERE ., hRRbEE . BT, RIEREE, MKk, HiE
K. BHER., BEEORFEE., #IkM&ZERE, infusion
reaction, HEMERMIRMES, MERERIEMGRE, M6z, R, HE
DER, 5E R, EEREIEGRE, WL O%RES, IR
R, DIEEE (LEAE) - ZRIR - ORISR SE) . JREFEK
e S, EEFLEE) (2% LT, YakhERk ST BRI RS
B2 A3 2 A & EEE U (RIERH OBkt iz B L THeE
LOXBEEZTONDLFZMEICHD Z L), BELIZHEUIRAENT
X DEHIDNE S TS Z &y

31

4. JEEEIZOWT
(W)
@ BIER ORI DWW T
(%)
-3
BIVER (RVEMERREICIN Z, BEIEMEIE, Ok, k.
BRI R . RIS, /N2e, EEED T, 1 ABERp . BIE
S, R4, IHHERERE . JFR. B LIEABE & HOR IR RE R
TR, MREE. BEE. RIS, MKk, B
K. TRk, EEOKEEE, §FFIRMEERIE, infusion
reaction, EEE/RMIKFEE, MERERIEMEE. k. Wk, EE
DEK, SE SR, BEORERL, IR RN, OIEEE (O
FAMED « RIR - DS PERIAMNAESE) . AREFERES . MRS, EEAL
H5) 1Tk LT, YRKRE ST M SRR O R 2 5 S R Al
LaEE L (BIEH OZW-oxtIcB L CTIRE R A Z T 6 h
HEMIZHDHZ L), BEHITEY) R ALED T & DRG0 - T
HZk,

RITER O Wroxt i B LT




b BRI OO Bt i A HEE T A R T A o OWGET T G IR X ER)

(IR ER IS E RS 59)

IH

E<lh
4. FEFZIZDOWNT
(%)
®  EIWEH DRI OWT
(%)

@-3 RIEH OZE-CRIIZE LT

BIVER (MEMEMZEERICIN A, EEMEEE, O, Kk,
BORCR A ARE . RIG2R. /MR, BEO TR, 1 BIFERA. BIE
FFoe. A4, TiEReRS . AT, RELPRARAE 2. AR PG RE R
T EAREERE ., hRRbEE . BT, RIEREE, MKk, HiE
K. BHER., BEEORFEE., #IkM&ZERE, infusion
reaction, HEMERMIRMES, MERERIEMGRE, M6z, R, HE
DER, 5E R, EEREIEGRE, WL O%RES, IR
R, DIEEE (LEAE) - ZRIR - ORISR SE) . JREFEK
e S, EEFLEE) (2% LT, YakhERk ST BRI RS
B2 A3 2 A & EEE U (RIERH OBkt iz B L THeE
LOXBEEZTONDLFZMEICHD Z L), BELIZHEUIRAENT
X DEHIDNE S TS Z &y

31

4. JEEEIZOWT
(W)
@ BIER ORI DWW T
(%)
-3
BIVER (RVEMERREICIN Z, BEIEMEIE, Ok, k.
BRI R . RIS, /N2e, EEED T, 1 ABERp . BIE
S, R4, IHHERERE . JFR. B LIEABE & HOR IR RE R
TR, MREE. BEE. RIS, MKk, B
K. TRk, EEOKEEE, §FFIRMEERIE, infusion
reaction, EEE/RMIKFEE, MERERIEMEE. k. Wk, EE
DEK, SE SR, BEORERL, IR RN, OIEEE (O
FAMED « RIR - DS PERIAMNAESE) . AREFERES . MRS, EEAL
H5) 1Tk LT, YRKRE ST M SRR O R 2 5 S R Al
LaEE L (BIEH OZW-oxtIcB L CTIRE R A Z T 6 h
HEMIZHDHZ L), BEHITEY) R ALED T & DRG0 - T
HZk,

RITER O Wroxt i B LT
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ER/N

1. [ZL®IZ
2. MEFRIZ2OWT
3. BEXGR LI DHBHE

P2
P3
P5



1. IILBIZ

RKITA R A Tlik, BBEESCINE TIZE LN TV A EFHER - B iz

Ko, UTOEKLOKEREREZHET B8R0 D, =R~ 7 (BB HHE#Z)

(LLF, TR 2RI 2his%cRD 52 B RO GxR L2 BE 2R, 1

R, BRRRE, BHICE L TRHET RS FHEFEIIOVWTUL, BB LIk

CEROERMS Y A7 EH8EHE (LLF, IRMP)) #2352 L,

¥ OARZNRE XTI RIAR D FFAICK T 2HMI OSSR, ER, EREREONE, A
B Je V22 M DR\ 21 14 KB 2 HE 3 A hHAETOWVT
IZHZY LTS (B 749 A), B HLSINTIRASCES RMP TE
R, BRARRGE, B L THBETREFHEONADHERTE L2 b,
INLOMAEEM LA R4 Y0 EXT (G744 11 H),

B ARTA RT A 0%, MNATBUE NEIE G ERERR AT, ARAERTEAN B AR
BE R BRI ey . —AERIE N B ARERR NFHE S K OVAS VAN B AR R &R 2 O )
Db EFER LT,

KL R HEM =R~ T (G T Z)

REERDMETIE « LR ANE

RELRAMEROHE @, A=A L~ GEEHE#Z) & LT, 1[[240mg
Z 2 MMM SUX 18] 480 mg % 4 AWM CARMEHET 2, =
72U, EHERAREIZ BT DR MHERIEOL IR, REHIHIT 12
HAMETET S,
RIGOIBRA R EME R AEICK LA B Y AT (BB
Z) LT 25E1F, BE . A=A r~7 GBI
z) & LT, 11 80mg % 3 MMM T 4 AL T 5, 2D
%, =R ~7 (BioFH#z) & LT, 118240 mg % 2 JH[H
IR S 1 (7] 480 mg % 4 F [N CAamEET 5,




2. HEFRIZDOUWT

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 MEFRITHOWVT

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

(1) JEAEFBREDEET 503 A BHEEEILS RS ERE RS AR EE L SRR,
HUE 23 A RSB SRE, HUSY AR RIRBE 7R &)

(2) FrEHEREINPL

() BN FENFEET 203 AP EEFT (D3 AR EWbE, 3 A2
W 1IEBE, 23 AR HEE R /e &)

(4) SRACFIERE AR E L, SORIER L FRIER R 1, S ORIEE LR IE2 R 2

AT RN L2 RORE 3 Ofak FEEICAR D B 21T > TV 5 itk
(5) PUENMEREE AL E BN O fii 5% L UEIAR D R A 1T > TV D fiak

O-2 EMERGREOLSRRE K ORINE JEBURS OIS 5) 72 Fnik & 5k &2 R D EE Al
(FROWTINITEE T HER) 23, YEZEMOAFICET SIGROBMEE L LT

BlESNTNDZ &,

*

o [ERIGFFEUSHR 2 FFOPNHEZE T L7212 5 LU ED D ARIE O EFIRIHE %
{ToTWBHZ &, 96, 29 EIX, BPAEYEEE I & UEBRRIESGFONHE %
ITHoTWBHZ &,

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

© BENOERFREEDOEHIZONT

A B IE S 2 BMEE L E S, BRSO OB D . A2 - 2
IR OB B ONERISE ISR 5 G et A FFRMNELE LG E OWE
FH . FRESDITT DN LRGN > TN D Z L,




@ EBMERADIRNIT2OWT
®-1 BWERRBEE O3 AH I B84 % B

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

@-2 EENEFEFICL2AFBLNNICETL2EH

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

@-3 BB CRRTIZHI LT

AR DB T ST VR SIS 35\ CHERRIRR S LTV B BRI R LT 43
SUSIEBHEE BRI O PN 2 475 AT & T8 L (AR OBITRREIC B L CHRE R
UXBEZT GNDEMC D L) | EHICHEALER T B> T 5 =
L,



3. BEXRLERDBE

O TRICEYTHEEICOVTIARR OB N EERE SN TND Z b, #5%21T
bz &,
o KAIDORLST IR LI BEUE OBEEIRED & 2 B3

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

D, AOIREERPIUL A 2 NG EITIRY | HEREICAFZEHT 22 2BETE D,

o MEMMEEDOAH IO H 5 EE

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

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

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

o OB IIBEE A AT DA

*  ECOG Performance Status 3-4 " 0 B3

() ECOG @ Performance Status (PS)

Score | B

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

PRREIZI LUEBNTHIR S 225, BTAIRE T, BAIEESEE > TOMERITTO LN TE D,
Bl - BEOFE, FHEE

BTRIEECHSOH DRI O Z LT T N TRHREIEDEEIZTE 2V, B O 50%LL B~y RA4ACl 27,

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

AW

ELENT RV, BAOHFOEY OZ L34 TERY, BEICy R+l I4,




Bl EHEE A RTA v
=R~ GBETHHE#Z)
~EHRER O F Y oS fE~

VR 2 944 A (FFTHE1 1 AKED
B S EE



Bk

1. (FL®IT P2
2. KFNOKE, 1FHET P3
3. ERARRIHE P4
4. FRRIZHOWT P11
5. XIS EIHBHE P13
6. HHICEL THET REFIH P14



1. iXU®IiC

RIS DOF N - REVEOHER DT DIZIT, BT SCEFITE SV B A A R D
BND, 6T, IEOREREFOMESRIZ L0 FUKEIRS 72 & OHF 72 3 1E A%
FPEZRBDARIND T T, 2O OERMNZ EICHNERBFIRMLT 5 2 L BBEO
PR & 72 o TR Y RRIFMBGE S & YR O BT EE 2016 CEAL 28 4 6 A 2 H MERIRE)
IZBWTYH, EHMNERNEOMHHORE(LHEZXS Z L L ShTnd,

BORVERAMSFESR T, KEERASCL 2T 0 7 7 A VDBBEEOEIRSL & B DI
RHZENDD, DD, HMER LSBT HIERNSH0ERET 5 £ TORM,
MHEIMOBEZMLSZIT 5 2 EnHIFF SN BT LTERT 5 & &bz, mIfE
RMFEBL L 7B B3t % & D 2 & DA he /e — 8 O B i 7= 3 S BE
THZENEETHD,

L7 oT, KRHA RTA4 Tl BARBEESINE TR LTV D ESEIREN -
R RN EED & | DUT O EIK S O it 70 8 2 HEE S 2810 b MBI Bk B 2
F RO EFREEZ T,

BRI, RKHA BT A %3, MAZATBAE NEI L EREIS O, NS AEHEARR
BRI o . —AFEETE N B AR IRNBHE S, —MRAEE AN B AR MR T2 Rk O—fiktt
FVEN B A/NRIE « BDAFROWMIIOH LVERR LT,

KL R HEM =R~ T (G T Z)

RELRDPRUIR I UTEHRME D H IR % ) N

MEERDMEROAE  @HE, RAIZIT=FRL~T GBI z) & LT, 18 240mg
% 2 AMMBE ST 18] 480 mg % 4 F MG CAfiiET 5,
WE . PNRICE =R~ T (BiaF##z) & LT, 1[E 3mgkg
(IKHE) % 2 MR CREFHET 2, 7eds, KE 40kg DL ED
IRIZIE, =R~ T GBI FHE#z) & LT, 1[E240mg % 2
W [ EIBR SE 1 [ 480 mg % 4 HHIRR CAilifET 22 L b T
& D,

L /NEF IR TR AL

e
3
5
S
M
o




2. AARN DR, 1EREF

=R~ T (BEEHZ) (IR, TRAD Lno,) &, /NS TSt L
AKX VL7 2% BTV AR <A —X R7 A7 (BMS) ) 2B% L7t K PD-
1 (Programmed cell death-1) (ZxI9 %t MMl IgG4 €/ 7 v —F LHURTH 5,

PD-1 (%, &AL L7z Y 3Bk (TR, BMRE O F 2 7 0% 7 —T /i) LOVE
BRI R BT 5 CD28 7 7 X U — (T MR OIEMHAL Z i BhHIZ IE & BUSHIEE T2 2
T ICERT 2B AR TH D, PD-1 ITHURIRRAIIRIZIEEBLT 2 PD-1 U o K (PD-LI
KOVPD-L2) EfEA L. U o SERICHfIEY 7P v sE LT U v SEROEMAIREE %
BITHET LTV, PD-1 U H» FIFHURRSMIBLAMNT b b Ok 2 22 SRR (2 F8 5
LTHY, EMEREAELE LU L EGHEMRICI TS PD-L1 OFEBL L itk DALF
WM & ORI ADOFEREBIRN & 5 Z & 3G ST % (Cancer 2010; 116: 1757-66)
F 7o R R NE B CIRARRTE TS EET DA v X —T =a B >~ (IFN-y)
IZX > T PD-L1 OFRENFHFE SN, 58 LI EERRICIIT D PD-L1 ORI & itk D
ALEHIR & ORI EDOFBARRN & 5 & OHE S & % (Sci Transl Med 2012; 4: 127-37),
E 51T, PD-LI Z 5@l RH S B8 AMIBIE, FURRRA CDS BHME T Miia o Hifa &
TR AT S 525, PLPD-L1 Hi{AT PD-1 & PD-L1 & OfEA ZET 5 &2 OHE
EEIGEREIE T 5 Z EDRENTND, DI LD PD-1/PD-1 U 2 RERERIE, 23
AR HURRF A e T MO OWEBEEZ BT 58 FD—Do L LTEZX LT
Do

ARFNL, SRR OFE R 6 PD-1 Offifas g (PD-1 U 7 REAREIR) IS/ A L.
PD-1 & PD-1 U Y REDEEZEIET DI LICL Y, DAFURERRNZ T Mok
PEAL R OIS AABRRLZ k9~ 2 MRS IS M 2 #9587 5 2 & CRefei e ptliigsh R 2~ 9
ZEDER SN TN D,

TS OHRNS | ARFNTHENENEG 6T 2 72 G EERIC e 0 ED b0 L IS,
R X ) VOoNERE B R G L LR A S L, Ao, et ROEE
PEDMFERS S ATz,

AFNDVEIBE LD <D RERINIZ L DEWEMFE2 & bt BEXIISETIC
EOWREMD 5 5, AANORGH KR OEREGRIZIT, BEOBIZEL ToI2ATV, RE DR
O HIVIZEEITIE, FEH LT FRITIE U BEPIRY 2 ek & REBR 2 RO R Rl & L Tl
BI72 8RR 24TV B DO SIERIRT K D RIER 2 e 2 55 i3, B RE AL
O GFEDWY) IRALE 24T 9 MER D D,



3. BRPRARE
3 T EEBTE D H LAY AR % U RO KGRI G 2 1T - 72 72 iR iR
RS 2T,

[ 2]

O ENE TAHRER (ONO-4538-15 #5)

HFEEMBMRBHE T LY Ry ~T XREFU GEla#z) CLF, 7L
YR T T L)) ITIRPUE IR D 20 sk L B O SUZERME O & A AR
Uk Y oREBFE (ECOG Performance Status 0 2 OV 1) 17 il & 512, AAl 3 mg/kg
Z 2 JARINE CREEE Lz, FEMMEEE Th 528203 (MET IWG criteria (2007)
IZHD < FYHIEIZ K B complete remission (UL R, TCRJ &9 ,) X partial remission
(LR, TPR) &9H,) DOFEIE) 1275.0% (95%EHEKM] : 47.6~92.7%) Th o7z, 72
B, FAMNIEHE L7CBIEIL 20.0% TH o7z,

@ WpsaE MAHRER (CA209205 #X%%) (Lancet Oncol 2016; 17: 1283-94)

H F & MBI T I T L Y o~ T I K DR E =T 72 18 UL LD F3E
SOFEHRMEOH IR U U UNEEE (24— F B, ECOG Performance Status 0 5
1) 80 Bl &% 51C, AHKI 3 mg/kg % 2 HFIFIE CAMEHE L7z, TEFMEE THD
Zh% (&GET IWG criteria (2007) 12853 < I EIC K 5 CR XL PR OFIA) 1% 66.3%
(95%IEHEIX[H] : 54.8~76.4%) T o7, 72ds, FANIHE L7-BIEIX 20.0% TH - 72,

@ EWHE THHE (NCCH1606 75k

2 LY A L EOREREEA L, o[RS MRS X DIRFEEO W (AR
T M AT BAE O TG ER L) 1L L 24 UL FOFEHRMED R V% ) VSR O
A TE /N M [ TS BB 2 e BT, A 3 mg/kg 4 2 T [ R C R R L 72,
ARBIORGEESNTZ 26 Bl 5 B, HHAGR DU DOoEIL 1 BIHAAN DL, T D
B AEE (MET IWG criteria (2007) 12355 < JRBRET-EATHE) 1L CR Tho7-,

[ 41]

O EWNE DAERER (ONO-4538-15 #R)
AEFERIIRHNRD B, AHE ORREBERENGE TERWVAEFL L RHIRED
BT, FEBLHEN 5%, EORIERIZT TEREDO LB ThoTe,



#1 FERHN 5% EOBIER (ONO-4538-15 RER) (R MMITrsSEH)

BRI H B (%)

FEARGE 17 4

(MedDRA/J ver.18.1) 4> Grade Grade3-4  Grade5

2RIEA 17 (100.0) 2 (11.8) 0
Mg KOV > RbEE

2y ifn. 1(5.9) 1(5.9) 0

U 2 RERE 1(5.9) 1(5.9) 0
HE L ORkEKESE

HEI 1(5.9) 0 0
PG AR 5

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

280 1(5.9) 0 0

(T 1(5.9) 0 0

T 1(5.9) 0 0

iZES 1(5.9) 0 0

L 1(5.9) 0 0
— % - EFEER OGO

95 2(11.8) 0 0

TSN 1(5.9) 0 0

i5)=NR 2(11.8) 0 0

FEEN 7 (41.2) 0 0

il 1(5.9) 0 0
JEYSER K OVFE HRUE

PH R 1(5.9) 0 0

fitige 1(5.9) 0 0
BE, PHEB X OWES IHE

HEAIZLE S RS 1(5.9) 0 0
R AR AR AT

JH R REAR A 2 1(5.9) 0 0

LIIRANY 8l % 1(5.9) 0 0

RSN 1(5.9) 0 0

P i Bk At ) 1(5.9) 0 0
R L OveakhEE

KV v AlffE 1(5.9) 0 0

KT R Y 7 A dE 1(5.9) 1(5.9) 0

BRRE 1(5.9) 0 0
B R B X OV SRRk

RA i 1(5.9) 0 0

HRER 1(5.9) 0 0

il I RR 2(11.8) 0 0
PR E

FEWED 1(5.9) 0 0

SR 1(5.9) 0 0

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

e M o 1(5.9) 1(5.9) 0

FEGEORIE 1(5.9) 0 0
FEREF KOV TRk p s

JHEE 1(5.9) 0 0

dE 1(5.9) 0 0

SRR % 1(5.9) 0 0

% ) FENE 5(29.4) 0 0

Bt 4(23.5) 0 0




ks, MEMEMRE 16 (5.9%) | BERUH@ARIE/ I A <F—2 61 (11.8%) . K% -
FEEOTH L H (5.9%) . IFHéRERED 141 (5.9%) . FURIEREREE 3 1] (17.6%) .
FefR e 3 51 (17.6%) KON infusion reaction 1 51 (5.9%) 72338® Hivl=, 7=, HIEM
HETIRE, D2, fhge. LABERRIF, foE i MBI E, I, BsREREE . RIERE
= - B, EEORERE, FIRMARERE, T EAEIERE, HEREOSE
I MERITFED B o Tz, ABIEAFRBLUROUIREE RS (BAMAMET 2 5T) %
B RE R T,

@ WA AHRER (CA209205 FER)

HEFELIT 238/243 1 (97.9%) 2O L, AFIE OREBEGHREE T RWEAE
HHT 185243 B3] (76.1%) IZFRD BT, FELEN 5% LORERIZTERD LD T
o7,

#2 BB 5% EOBWEA (CA209205 388)  (All Treated Subjects)

P NS | B (%)

FEAGE 243 f3l]

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

2RIEA 185 (76.1) 48 (19.8) 0
MEFs KOV > RbEE

Uit BRI E 13 (5.3) 6 (2.5) 0
PN IsReE S

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

i:20 14 (5.8) 2 (0.8) 0

T 34 (14.0) 2(0.8) 0

B 24 (9.9) 0 0

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

%t 50 (20.6) 2 (0.8) 0

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

HENITAE D RO 33 (13.6) 1(0.4) 0
PR AR AL

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 & OV A MRk

RE A 19 (7.8) 0 0
AR IEE

SR 14 (5.8) 0 0
R X OV T A RRRE

% O FEIE 21 (8.6) 0 0

FI5 28 (11.5) 2(0.8) 0

ek, MIEVERERE 15 61 (6.2%) | BREUFHBARIE/ X A 3F—19 #l (7.8%) . K5
K- WEOTHI6 B (25%) | FPHERERRETE 22 6] (9.1%) . FF& 546 (21%) . FRIRE



BEREREE 28 B (11.5%) | Fh#RkED 40 5] (16.5%) . EHEREREE 4 6] (1.6%) . Kz -
BEEZ 1451 (0.4%) . FEEDZERESE 3 #1 (1.2%) . FlRmAeZERAE 161 (0.4%) |
infusion reaction 38 51 (15.6%) . 4% 2 5l (0.8%) KNS E S 2 5] (0.8%) 7538

b, Elo. BEEMEARE, OFK. R, 1RBERFE, s Mg iE, [BIE
ba e M OV T TEAAFERERE EIXF8 DL o 7o, ARRIVERZEBURIUIBI#ES: (BRI
ERE 2 ET) 2 BUEFERETRT,

@ ENE [ fHRE (NCCH1606 #5R)

HEFEGIL 25126 B (96.2%) TR HIL, AH L OREBMENEE TERWVEESR
503 23/26 1] (88.5%) (273 Tz, FHLHED 5%LL EORWERIL TRD LB ThH-
Too 728, 261D 5 B, WHIAGAR T U DOoRIERE S 1, /N E AR R
25 B CTo o 1=,

#£ 3 FEBIEHN 5%LL EOBIEA (NCCH1606 3ER) (ZEMMATXIREM)

P e ID A | B (%)

FEARGE 26 51

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

2RIVEA 23(88.5) 10 (38.5)
R AR AR AT

U o SEREGED 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 $3a A 8 (30.8) 0

U HRER B 6 (23.1) 2(7.7)

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

Y= NE IV NT AT =T — BN 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 ORE

FEEN 5(19.2) 1(3.8)
Be g $s KOV TRk b

ERINTRZIING 22 6(23.1) 2(7.7)

% 9O PEIE 3(11.5) 0
MR LY o RlEE

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

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

BRRE 2(7.7) 0
B IBhEE

il2ni) 2(7.7) 0
B L ORI RRE

BHHIR 3 (11.5) 0
ERNE N IS SRR ]

AN 2(7.7) 0
B R d6 K UG A FL R

i 2(7.7) 0
AR IR

SEYR 2(7.7) 0
A s



an BRI IR Bi%k (%)

FEARGE 26 fil
(MedDRA/J ver.22.1) 4> Grade  Grade 3-4"
PR TP e ) e 2(7.7) 0
FOPR IR REAR T E 2(7.7) 0
* . KR T3 Grade 5 DA HEHEUT Grade 4 & L TIEBIHE (CRF) (250
SRSz,

Ik, ITHERERRTE 761 (26.9%) . MHiRtfaE 4 61 (15.4%) . MSUTHEMELE < A4/ F—
361 (11.5%) . FRBREERERRE S 3 1 (11.5%) . HEE O RJEREDE 2 6 (7.7%) KOV
R 2 6] (7.7%) PR iz, F7-. 1 BUPERIHE, infusion reaction, 5 & 9 K, T
AR RERE R Tk, BIUE 25, IFAA, MUEMERE, ik, iz, mEREREpERE,
MEALPERRAE 28, RS, BEEM B E, BEE R MAERESE . Ok, OIEREE . R
FRIZERRIE, KIBK - /DNGZE - BEO TR, K - BEER. RIBHRERRE, JREFkEs, B
LI OERITFR D AR D~ 1o o ARRIVERFEBURDLI LB 5 (REIR R A R H 25 T)
E R R T T,



[k - ]

AR OREMIEDBEET NV EZFIH LY I 2 b— 3 2R 0, KK 3 mgke (K
) Xi¥ 240 mg % 2 HEMHME TR G L2 EROARF O MG FIREDS G SNz, Z0hk
R AHA 240 mg 25 LZBROBRER R, AH] 3 mgkg &b LIZERORE R & ik
LTmEZrd & PRSNZbOD, AANEREICEWTEAENN R SN TS
% - & (10mg/kg % 2 A TR G) TARIZ&KRG LIZBROBREE & ik L CTRE
T ETHSh (FR), AT BEOBEIEICHT 57 — 2125 E | AH 3 mgkg

(RE) X3 240 mg % 2 WHEIFIFE THR G L 7ZBROARAI OIREE & & A 20 3L &
DEE A RFT T DRI LUS T T VR S L, UEBIEIC OV TRRES DM T DAL RER
EREOME - HEOH THRME R O IR AZR TRV E THIS U,

K3 FAOEYBENT 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}){3171) (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 me/kg Q2W (14;,9;19) (51.62T '739.2) (79.93),'?14) (33?,9232) (18421,1 ;13) (23$,7§86)

FRAE (5%, 95%4%) . Q2W : 2B [HIFHIFR, Cumax : RIEIHE 542 D fe i@ MIE T IRE . Cminaia : MIEIR G114
A HICRT 2R iE IR, Cagas - FIEIFEG%140 B £ TOFHMEHIRE, Craxs : EFIRIEICE
LT%%%E?‘%E‘:{%E@\ Cmin,ss . ﬁﬁ%ﬁﬁéiﬁﬁé%ﬁm(%qﬂﬁﬁ\ Cavg,ss . ﬁﬁ’ﬁ%ﬁiiﬁﬁéii@m%qj
TREE

T AR OREMEYBEET LV EZFH LIz I 2 b— 3 Ik b AK) 480mg
Z 4 W TG SUIBERGE O L - B TG U 72BROARH O fih I B 23 it
STz, EOREFR., KAl 480 mg % 4 HFHE TG LIZBEOEFIREBIZI T 58 m
EHIRE (LT, TCags) &V, ) 1%, AKI240mg % 2 H[E IR TEG L72BED Cavgss
EHUT D E TSN (THR) o Fo. 441480 mg & 4 HFMNR CTHREG L7ZEREOE
FOAREEICBIT D mImiETIRE (LU, [Craxss) EVD. ) 1, AKI 240 mg % 2 #
[FlR TG LTZBRD Chaxss & I L THEIfEZ R T & PHlSL2 b 0D, HANEBEEICE
WTARMENHER S TWD - HE (10mglkg % 2 BRI TG TAF 25
L72BRD Craxss & HHE L TIRMEZ 7R3 & PRI (TFFR) . M T, #HEOREEICE
F 5T —XIZHAD X KA 3mglkg (KE) F7213 240mg % 2 BRI, 7 L < TAA)
480 mg % 4 FMIRINE TR G LB OARK| OBRTE & & A T e etk & o B &
THBRBONTE T VPR SN, YEBEEICOW THRE M Thh iR, Bito Ak -
HEDF TH MR OV Z VIR ZR T2V E PRl T,



R4 AROEYBE T A —F

A - R Crnax Chind2s Cavgd2s Cmax.ss Crninss Cavess
(ng/mL) (pg/mL) (pg/mL) (pg/mL) (png/mL) (pg/mL)

3 meke Q2W (352 '760-8) (16-25750-3) (21.321 '4(1)3.9) (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?,1 236) (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 : #IEIH% 555 0D fig v L35 PR E
Cumind2s : A 51428 H B2 2 IR MG H IR Cavears : FIRIEE G428 B B £ TOE) M FIRE,
Crmaxss © EHIRREIZIIT B fcim MIE FIRE . Crmings : EFIRIBICI T D IR ILIE FHEEE . Cavess : EFIREE
(2R 2 R i R

10



4. HERRIZOWT

AR E LTl ERE (2FRE) Ao TNnD 2 enn, YRt 4
UNCEf T Dk THOLMEND D, TDO LT, KFI OGN @Y7 BFH 220 -
E L, AANOBREGIZ I EEZAEHZRBEL LRI T 2 2 ER3nEE oo, BITF
DDO~@DT X T &R IZBWTHEHAT & TH D,

O MEFRITHOWVT

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

(1) EATHRENIEET 203 A LS R (BN RS A2 R HE LS IR L |
H 23 A RSB ST . HUIR S AR, /NS AL R BE . NS AT
e )

(2) FrEHEREINPL

() AEIFAFENFEET 203 BT (23 AR EWPL, 03 A2
W 1IEBE, 23 AR HEE R /e &)

(4) SRACFHEIERE AR E L, SORIER L FHEIERZREL 1, S ORIEE L FRIE2 R 2

AT RME AL R IE R 3 Ofak FEYEICAR D 21T > TV D ek

(5) PUENMEREE AT E BN O fii % L UEICAR D Jm A 1T > TV D fiak

O-2 AR T F U N RO FPRIE K ORI S B OO SIS 47 7 sk & %
Rz FoEM (FROWTNNIIEE T DHEM) 25, SR OARFNEE T 5 a0
HfEAE L LTRESATHD Z L,

*

o [ERIGFFHUSHR 2 FFOPNHEZE T L7212 5 HFLLED D ARIE O EFIRIHE %
{ToTWAHZ &, 96, 29 EIF, BPAEYREEE I & UIZBRRIESGFONHE %
ITHoTWBHZ &,

o [ERNEFFEUSH% 2 FOYHHEZIE T L7-&IC 4 FLLEDORKEREZAG LT\ 5D
Z L, 9B, 3FEL T, EMmAREMENEL O 2 A SEY L A B TR IR MR S OAHE
BITHoTCWNAZ L,

o [ERIRFFISER 2 FOPMNHEZE T L7cRIC 5 2L Eo/NRImE & OVNER A
ra i/ NERERRREZ AT 5 Z &,

© BENDOERLFREEOEH|IZONT

I HRE B IE S 2 BMEE L E S, BRSO OB D . A2 - 2
IR I OB P ORISR 5 E iRt AFFRNELE LB E OWE
. FRESNITT DN DIEHINE > TN D Z &,

11




® BHWEH~DXRIZOWT
@-1 MRk 5B M

EVE MR B O BB R BIEM AT LB, 24 FERIZIRIEHIO T, Y% X
IR 1T\ T, FBL L ZRIERIZIS U CABEE L O CT FORIER O#RINC &4
LWRMAEORKERENY ARG Lh, BHICHGTRERIEHINE - T Z b,

@-2 EENEFEFICL2AFBLNNICETL2EH

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

@-3 BIFERDOZUTLRINIZE LT

BIVER (RVE MR BTN 2 | EAEMEEDAE, DR, Mk, B RARE . RIBXK.
NBS, BEO TR, | BBERE, BUEATIR. TR, IS TR, mifbrEiase
%, HRIREERERE S . T EEARERERR . ehRRREE . BT, BIEREE. K. Bk,
Tk, BEEOREEE, HRMIEZERE, infusionreaction, R IMIKEE, MEKE
RIEGERE, FEE%. PER, HEOBHR, SRR, EEREIEGRE, W OREKIE,
IRRG R FEME, DR (L EAmE « IR - DEEMEIANNESS) . JRIFERES, MEEHIm ., 5
FLEE) 1Tk LT, YEkhex BRI O MM G S EA & EE L (RIEH O
WK L THRER OB A T DL ORMFICH D 2 L) B HITHE G2 ALE 3
TEDHIRHNESTNDH T &,
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5. ‘EXRLRDHBE
[Hxhiiz B3 % 31E]
O TROBFIZBWTAFOEEN RSN TND,

o AFEMBABHE L T L Y L~ TITHGE USRS O P38 38
BYEOE AR F U B A BE

o 2V VAU LOIREREEZA L, MooREE MR X D RREO 20
(H Z28& M A A A OV IR ILFF2) . B TR TE O i A o )
A RVINIGY:: e

@ TREIZEZNY T 2 BE AT 2 AR O PG K O A TR OV T AFIOAZED

MESLSNTELT, AFIDEREGIR LB,
o ALTFRIERIGROBA
o MOTUEMESA L O L TR Sh o B

[ 2z B9 5 ]
D FRICHEYT 2 BFIHOVTIEAR OB G AR L SNTVD T &b, 52T

bz &,
o AHNOREIT R UIBBUEDORBEERE D & 5 BFE

TRIERTOFHMIZ BV T FRRICEE S 2 B 12OV T, AAlOREFHERE Sy

B, MOTEPRIUEL DS NG EITRY | HRICAHZENT 52 L 2BETE D,

o MEMMEEOAI IO H 5 BE

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

o HCORERBOED, XUHEMA7ZRE L < IEXFERMEO B O R B OB TR D
bR

o eI (EMmEaBEZ 5Te) Ob DB

o OB IIBEE A AT DR

*  ECOG Performance Status 3-4 "V 0 B

(ED  ECOG @ Performance Status (PS)

Score EFe
0 | &<MERIEHTE 5, B U HEAEESHIRZE <ITx 5,
| AARIICEL LUVEENTIHIR SN DS, SITATRE T, BB > TOEEIIITO 2 LN TE D,
B NFE, EEEE
2 TR CHSDOH DRI O Z L 13T N THEEEDERILTE W, HHD 50%LL B1E~y FACiE I,
3 ROENTZHSOEDED DZ L LnTE7R, HHO 50%LL EE2 Xy Rl 2,
4 2LENT RV, BOOHFORD O LiFael TERY, BECy R BT Tild,
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6. BEIZELTHEITNETH

ATSCEFITIN 2 BRIEIRGEER DR 3 2 BRI B & ARH O Rt & OV (48
O DIZLE R ERE I L ThBEERT 52 &,

TRIEBRARIZIENE D | B UTZ OFIBEAH IR Ot 2+ L, RE 215
ThobETLHZ &,

FREWERO~H T AL MZDOWNT

@

@

WEMEEEN D oD ZENH DD T, AFOEEIZH 1= > Tid, BKRE
W (REWL IARIEE, iZmk, FEEVE) OREFE M O X Sl A o i, Bz -+
ZATH 2 &, Fo, MBS U THE CT, MiF~— V1 —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 I3 E IR N0 i rE iR A (TSH. 1028 T3,
R T4, ACTH, I 2o —VEORIE) #FEhid 52 &,
AHNOFEEIT LY | BEORERISICERT 5 &5 2 bildikx IR BOW e
DHLLNDZENDDH, BENRDONTHGEIIL, BELEFRIIS UL
R 72 05k & BRBR 2 Rf D[RRl & g U Cal bl 2 B ne W 217V 18R D5
FOSIT X 2 BWER 2 o 2355 1id, AFNORIE T I, R ORIE E A
NEHOBRGELBET DL, B, BIERERLVE L OFREGIZEVEIE
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, FAE, IFgRERES . TR, B{LMERE RPN L bND Z EndH D
DT, EHHIITHERRREZITV., BEOREL +2I2BET 2 &,
SEINERNHLDOND Z LD DT, RO OF M Z C NIRRT D
2L, Fe IROBENRD bNGAITIE, BONIEREELZZ2Z2T 25 X

14



IREEEET L L,
@ ARANOEERRBRICBNT, BEBRENS 6 7 ALNIL 8 M I &ic, TR,
BeEBIME D TAEME T 1R2BEM I S ICHEIMEDRMEZIT > T\ Z L2 BB,
AN G-I E MBI B R A TR OMERE1TH Z &,

15



RBEEREET A T A
=RN~T (GBS THHZ)
~ BN MU B~

YRR 3 048 A (Ff 741 1 AED)
BB




ER/N

1. 1IZU I P2
2. AANOFE. (FRET P3
3. ERIRRE P4
4, FERIZOWNT P10
5. H&EGXREMDEE P12
6. WHIZEEL THETNEHH P13



1. IZT®IZ

RIS OF M  ZRMEDOREROTZ DI, U SCEFIZE S W2 E AR D
BND, S5, IHEOREEMOMEAIC L0 | FURESR G 72 & OFH0 72 5L E R
FPEZRBDARIND T T, 2O OERMNZ EICHNERBFITRMLT 5 2 L BBED
PR & 72 o TR Y RIEMBGE S & YR O BT EE 2016 CEAL 28 4F 6 A 2 H MERIRE)
IZBWTYH, EHMNERNEOMHORE(LHEZXS Z L L ShTnd,

BORVERM T ESR L, KB ERASCL ST 2 7 7 A VB DO ESRS & B 5 I R
RHZENDD, DD, HMEROLZEMEIZET HERNH0ERET 5 £ TORM,
MHEIMOBEZMLSZIT 5 2 EnHIFF SN BT LTERT 5 & &bz, mIfE
RSB L 7B I B 2t & D 2 & AN AHE /e — 1 O B i 7= 3 R SRR BE i A
THZEREHEETHD,

L7eo> T, KA RTA4 Tl BRBEMESLZNE TILELN TV D EFIFR -
BEE RN S-S & | LT O EIR GO il 70 (5 2 HEE T 2 8L b B e Bk &%
TR O EEHE R~ T,

I, ARITA BT A A%, MSIATBOE N B ER SR A A, AmEE AR AR
BRI 7o, —AFEENE N A ARBRIRNBHE S FrEdREFTEENE A B AR P2 &k O
—MRFEETEN B AR ER 2 DS 0 b LR LT,

SR ERDHER =R~ T GBI -8 Z)
KR ERDMEXIAE  CIBRAREZRHETT - FFIE O IEM: M s v fiz e
REERDMEROHE - W%, RAICIT=AL~7 (& Z) & LT, 1[[240mg
% 2 TARIFEIRE ST 1 18] 480 mg % 4 WG CailstiEd 5,
A L~T (BEFHERZ) 0T 2561 8%, A
F=A~7 (EaHH#z) & LT, 18240 mg % 2 BHEHH
B@ 13 1 [\ 360 mg % 3 i [ il f@ C i iR 3 5,
s R 98 ¥ F O DNEPIG TERAS
(2%E)
TR R B I B35 v — AR A SRR SO0mg (—i4 - A B A~ T GEIE#
#z)) OREEXIINE, FEKOH &
R SIS « UIBRRRE /R AT » 38 oD ZE M Hfa IS o Bz i
MEROHE : =ALv~7 (Bl Z) LofFHIZW T, B, RAIZIZIEY
L= (EEHHEZ) & LT mgkg (KE) % 6 @R TR
TFHET D,




2. AHNORK. VERBF

=ARN~T (BIEFHEZ) (LUT, TRF) Lvo,) &, DB TR &
ABE VL7 At BT Y ARV <A —R 27 A7 (BMS) t1) 2BA% L7zt b PD-
1 (Programmed cell death-1) (ZxI9 %t MMilIgG4 €/ 7 v —F LHURTH 5,

PD-1 (%, #EMAL L7z Y o 5Bk (TR, BMREK O F 2 7 0% 7 —T M) LOVE
BRI R BT 5 CD28 7 7 X U — (T MR OIEMHAL Z i BhHIZ IE & BUZHIEE T2 2
T ICERT2ZAARTH D, PD-1 ITHURIRRAIIIZIEEBLT 2 PD-1 U o K (PD-LI
KOVPD-L2) EfEA L. U o ERICHfIEY 7P v s LTV o oSEROEMAIREE
BITHET LTV, PD-1 U H» FIFHURRSMIBLAMNT b b Ok 2 22 SRR (2 F8 5
LTk, EMERAMREEE) LR LB IT 2 PD-L1 OIBLLINEOEF
HH & OMICADOHBEBFR & 5 Z & HE I TWn% (Cancer 2010; 116: 1757-66) ,
F 70 B R NE RS CIIARRE TN EET DA v ¥ —T a2 B v~ (IFN-y)
12X > T PD-L1 OREIANFES N, 88 L EEERRICIIT 5 PD-L1 ORI E ik o
AEAEHIR & ORNCTEDOFBIRRE N & 5 & OGS 8 2 (Sci Transl Med 2012; 4: 127-37),
5T, PD-L1 Z 5 H S S22 ML, PUsURFRAY CDS Btk T Mo fafs &
TR AT S 525, PLPD-L1 Hi{AT PD-1 & PD-L1 & OfEA ZET 5 &2 OHlE
EEIGEREIE T 5 Z ENRENTND, DI LD PD-1/PD-1 U 7> RERRIE, 23
AR HURRF A e T MM OWEBEEZ BT 58 FD—>o L LTEX LT
Do

ARFNL, SRR OFE R 6 PD-1 Offifas ek (PD-1 U 7 RS AREIR) ISR A L.
PD-1 & PD-1 U Y REDEEEET DI LICLY . BDAFURERERNZ T Mok
PEA K O AR IR k9 2 MBS TG M 2 58 5~ 5 2 & TRk e puiEgsh iR &4 o~ 9
ZENHERR STV D,

IO OFEN S | AFNTEMEIER I 2 Bl 2R EIC R0 55 b0 & MIfF S,
FEME R B N A 2 kP & U TR IRARIR 2 S0 L . A2, ek R OV M R
iz,

AFNOVEFREFFIZ 25 B EE O RIERIGSIC K 2 BITEM 2 & b bdu, B UL LTIC
ELAEMEDN S D, ARNOEGHROREGRIZIT, BEOBRE H0ITTO, BENR
O BIVIZE AT, B LI HBUTIE U REFIRY 20 ik & REBR 2 Ff D[RRl & s L Col
IR 24T BE OREIRIZ L DREIER gD 2 581213, BIBEE RV
T HIOEGEOHYVLIVEZAT O LER D D,



3. BRERAE
YIFENRE 22 HEAT « T8 D FEME i [l o iz I oD 7K ER IR L2 5 Al 247 o 72 = 7 BRI 3R OO i
%7‘]——\“@‘0

[ 2hE]
O EWNF THFER (ONO-4538-417-%5%) (Clin Cancer Res 2019; 25: 5485-92)
FIFFHH L ALA R X RS R LK E O PRSI ARIS AR O B
BRAREZ2EST - PR OBEMEHgfE R i £ (ECOG Performance Status 0 &2 OV 1) 34 il %
KIGAT  ARHA 240 mg 2 2 38 [ IR C AR T L 7o, EEFHIE B T o 5 245 (Modified
RECIST criteria (2004)(Z3&-25 < i) 12 L D CR UL PR) 1£29.4% (95%(E#EX [ -
16.8~46.2) Th o7z, 7ok, FANIRE LTCREMEIL5.0% TH -7,

@ ERRLEF AR (ONO-4538-48/CA20974373&8%E%)  (Lancet 2021; 397: 375-86)
(LEPRIEARTRIR DGR RE 7R AT + P38 0D B g 5 o Bz Jll iR 560551 (B AR HR 60
BlaxEte, KilEA Y A~T7 (BB FHBZ) EO0FH (CLF, INHOEH) &0vvo,) ™!
BE30361, fLFyE (X7 FF8HK AT TFUoNFIAINRTTFo) LA MLF
T R RY T AR E OO BE30261) A XFG, [LFRIEREA XTI E LT N+HIF
RO MR OV EZ G LTz, FEFMIEE Th 2 24 AR (FIE [95%1F
FEX [ ]) 1, N+IOFHRECT18.07 [16.82~21.45] 4 A ALSAEIERET14.09 [12.45~16.23]
A TH Y, NHIFAB G I EFRIEICS 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~ GRETHEZ) 1 1mgkg (KE) % 638
FIRANE CAUMSE L7, PR EIICB N TR, ARZRIICEE L, A Y AT (GRZTHk
2) EAKIOB G T 55 30 43 L EORMIME & I\ TG 2Bk L=,



1.0
0.9
0.8
0.7
0.6
0.5
0.4
0.3
0.2 oot 5 .
0.1
0.0

N-+IGFREE

Probability of Overall Survival

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

Overall Survival (Months)
Number of Subjects at Risk

N+I{EEB2 303 273 251 226 200 173 143 124 101 65 30 11 2
L5285 %8F 302 268 233 190 162 136 113 95 62 38 20 11 1
X1 2AFHHE O Kaplan-Meier Hi#¢ (ONO-4538-48/CA209743 3ER)
(EfERL I T-4EH)



[Z4tE]
OEWNF TS (ONO-4538-41757)
BEFGIT32/3401] (94.1%) TR HiL, AH L OREBEBIAGE TERWVEEFEFR
1323/34451] (67.6%) (258 BTz, FEE NN, EORWERIZ FERDO LB THoT-,
#£1 FHEN5%LLEOBIEA (ONO-4538-41588)  (RRAVEARAT R S H)

FERIRHE BilE (%)
FEAGE 34 5
(MedDRAV/J ver.19.0) 4= Grade Grade 3-4 Grade 5
2EIEA 23 (67.6) 7 (20.6) 0
N 3 i i
FOPR BRFS REA T 2 (5.9) 0 0
B P
THI 4 (11.8) 2 (5.9) 0
AN 3 (8.8) 1 (2.9) 0
L 2 (5.9) 0 0
M - 2 (5.9) 0 0
—% - EFEES OB GEAORRE
[(=93 3 (8.8) 0 0
Ty 2 (5.9) 0 0
FEEL 2 (5.9) 0 0
R AR A AT
U x—EHN 4 (11.8) 2 (5.9) 0
7T 3 (8.8) 1 (2.9) 0
U R 2 (5.9) 0 0
R L Ok hEE
EEXE IS 2 (5.9) 1 (2.9) 0
B R E L O ARk S
RA A 3 (8.8) 0 0
R X O T HRRRE
W5 4 (11.8) 0 0
iR NTR SN A 2 (5.9) 0 0

7R, APRREETE 2 f51] (5.9%) | AFAERERRE 1 61 (2.9%) | FUIRIRFSAEREE 4 (5] (11.8%) |
EVEL MM H 2 5] (5.9%) . KB « EEED 2 5 (5.9%) | 1 BUERIE 1 11 (2.9%)
MO BTz, Flo, BWRERE, EEORERE, FERAKERS, BIREiEREE
g, EIEREEIE, M2 - B, infusionreaction, 5 & 9SS, L. k. B
BCTRARAE/ X A /X TF— . VR IMRGBAE . BT, R AR FE AR E S OVEE A b fIH A
RITRO Lo To, REWERARBURUIIBEEES (FRREERE 2 ET) 250
HEEHE R ERT,

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

HEFRIT N+ OFFHRE 299/300 1] (99.7%) | {LSIERE 277/284 5] (97.5%) (178
DAL, TREREE & ORIEBIR G E T & 22W0A FHRIT N+ OFHIEE 240/300 i (80.0%) .
(L IERE 233/284 6] (82.0%) (23R Hiviz, WM DOEETHRILRN 5%LL EOFIE
HIZFTFERO LB THoT,



2 WITNOOBETRERISWLL EDBIFEH (ONO-4538-48/CA2097433R58R)

(R MM REH])
Bk (%)

2 E IR N+IDF bR A

FAGE 30031 2844

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

ARIWVER 240 (80.0) 91 (30.3) 1( 03) 233(82.0) 91 (32.0) 1( 04)
KR ¥ KO TR

Z 9 e 49 (16.3) 3( 10) 0 1( 04) 0
$95 43 (14.3) 3( 1.0) 0 15( 5.3) 0
ZRINTRZ I 22 16 ( 5.3) 1( 03) 0 2( 07) 0
H ks

T 62 (20.7) 10( 3.3) 0 21( 7.4) 2( 0.7) 0
LD 30 (10.0) 1( 03) 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

9 41(13.7) 3( 1.0) 0 55 (19.4) 5( 1.8)

79 25( 8.3) 0 0 44 (15.5) 12( 4.2)

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

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

7T —EHm 17( 5.7) 7( 23) 0 1( 04)

TI5=TI/) 527 16( 53) 5( 1.7) 0 2( 0.7)

Z—EHm

WM

FHCER B R T RE 32(10.7) 0 0 0 0 0
ONER PSR ON FRey ek e

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

o P e 15( 5.0) 0 0 3( 11
Rgtd KOS AEREE

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

AT D BUS 24( 8.0) 3( 1.0) 0 2( 07) 0 0
FHRS SRR

RS 3( 1.0 0 0 19( 6.7) 0 0
MiEFs LV >R bEE

i 6( 20) 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+ GFREEIZ T, AR IRBEREFRE E 43 5] (14.3%) . ITHEREFE S 36 141 (12.0%) |
infusion reaction36 {5l (12.0%) . MEACHHELAREIE 34 1 (11.3%) | MRkl 22 #1] (7.3%) |
VMG AR 20 1 (6.7%) . KMZ% - /M % - EHEED TR 19 i (6.3%) . B péREmE
15 f5] (5.0%) . TFEEAHERERETE 12 #] (4.0%) . BEEORERE 10 ] (3.3%) . JFX
74 (2.3%) | EIEHERERETE 6 5] (2.0%) . ClEEEE 4 61 (1.3%) | % 341 (1.0%) |
EIEFMEIAE 2 61 (0.7%) . S E MK 261 (0.7%) . ik 241 (0.7%) | HfkifneIE
FIE 2 1] (0.7%) . Bd7s - Bl 1461 (0.3%) R ONMEZ 141 (0.3%) 235388 iz,

7



o UBMERIE, BIERATS, FPRA. BRI e, TR0 e | R R
FE AERZ, ZRIFEREE. D M % OYEFLITERD B LR o 7o, ARRIVERIFEBLIR I3RS E
e WRBEMRRLET) & EUEHERE T,



(At - HE]

AFNOREMARYEEET LV EZFIHA L2V I 2b—2 3 280, AH 480 mg % 4
T R T 5 SUTREAGR O S - B TG LB ORI O Mg iR E S Be S h
Too T ORER. AHK 480 mg & 4 HRIFIFE TR L72BE O EFIRREIZ I 1T 2 ik 4
BEE (LLF. [Cags) EWVVI,) 1E. AHAI 240 mg % 2 BRI CTHE L7ZERD Cogs &
MRT 2 E P&z (F#R), 7. KA 480mg % 4 HF MR T 5 L72BEoEF K
REIZHBIT DR MIEHIRE (BLF. [Chaxs! &9, ) X, KAl 240mg % 2 HH IR
TG LTZBED Craxss &£ LB L TEMEZRT & THISIZ b OO, BARANBEIZEB T
DEVENHR SN TWA AV - & (10mgkg % 2 B THKY) TARAIZ#S5 L
B Crmaxss & R L CIREZ /R T & PSSz (FHR) . Iz T, BEOBEICBITS
F— R HEOE AKI 3mglkg ((AHE) XL 240mg % 2 WM. 2 L < 1345 480 mg
Z 4 JRMEE TS UT-BEOARB ORE & & A ohME X2 & OB 2 Rt 2 g
BOGSET VAL S, BZEEICOW TR TORZRER, B0k - HED
W CHIM: R O eI AR R 2RI e P S iz, £7-. BErERfch f i s o
BT — X CESEHEELUBRENSTET VAR LT, A% 3 mgkg (2 #RIET
#eh5) . 240 mg Q BEMIFEE CTHE) XX 360 mg GEBMETRE) AU LA~T
(Ba 7 %) 1 mgke (6 AR CTEE) Z0FH LIZBEORAMER V224 Mt
L7ofE 3R, LR Rk HEOR CHMER O = RIT v & PRl S iz,

&3 FHAOEMBERR T A —F

- B Cinax Crnind2s Caved2s Cinax,ss Cnin,ss Cavgss
(ug/mL) (ug/mL) (ug/mL) (ug/mL) (ug/mL) (ug/mL)
} meke 2W (35;1§68) (16§T§ba) (2131£;9) (75iﬁi71) (27?5}07) (421??27)
240 mg Q2W (5175'103) (23§?§;1D (30?5;;19) (10;f254) (41%5.?58) (62ﬁ??87)
480 mg QUW (10;?207) (15%?274) <37ff§2as> (14?}?36) (27Zi?37) (62ﬁ??87)
10 mglkg Q2W (142?;22) (86?3?32) (10}}?48) (323?225) (181}§03) (2327277)

HJLE (5% 4%, 95% ) . Q2W : 2 A MIMHIFE. QAW : 4 JE IR, Crmax : HIEIFR 5% D i MG IR EE . Crindas :
MEl$e 5% 28 B BIZH T 2 ARMmE IR, Cavgos : M5 28 A H £ TOFEIMIE TR, Crmaxss :
EFAREBICE T 2 B @ MG IRE. Cninss 1 EFIRIBICE T 2 BARMIEPIRE, Cagss : EHIREEIZEIT 5 F
Yoy i ¥ R



4. HERIZOWT

IS U A 7 EEEHE (RMP) (ZHED & | AH D EFE 2 MR BIE B~ 1 1 A
N HHER TH > T, AR OEEN#EE) 72 BE Z2W - FrE L, AFOFEICL D BHE
7REWER 2B LTRSS 5 2 & DB R 7e D LLF DO~@ DT T A& 72 7 i
RIZBWTHEHAT 2 ETH D,

O MEFRITHOWVT

D1 Fio (1) ~ (5) OWTNITEY T D% THDHI L,

(1) BEAFBRENEET 503 A2 REEEILSRBES (FE RS A BRI AR L
Hitsl A3 A2 HEEEIL RURPE . HUEAS AR BE R &)

(2) FrErERERRE

(3) HBENTEAEDFEE T 20 AT (03 AR EEIE ERibT, 23 A RS
IR, A AR HEER 7 )

(4) SRACFIEE A L, SORIES L ARIE2HE 1, S RIER LA ek} 2
ST KRIEGA L FIHEZ R 3 Oftiak AIEITAR DB 21T > TV 5 filisk

(5) PUEEMEREESAI LT & FINGL OO it g% FHE AR D Jm H 21T > T D fitiak

O-2  GEMERRE BRI O A SRR K OVRIE 38 B O St G 50 70 Jae & 8 BR & o
Rl (FROWTINITEYS T HERM) 25, L2 WP OAFNBE T DIBROBELHE &
LTRESNLTWD Z L,

*

o [ERIGFFESE 2 EOHAHME ZE T L2121 5 FELLED D ATRIED BERHE &
[THoTWBZ &, Hbh, 28D R, NARMIRELE T & LI BREEZOHHE 2
{ToTWVWBHZ &,

o [ERNEFFEISH% 2 FFOPMIIHEZIE T L7-%IC 4 L EORKRRRZ A L T\ 5D
Z &, b 3FELL T, EMEIR T R IE O DS A SRR A G T e REL g8 S O B IR
HHEZIT->TCWAHZ &,

© BtADERMEREBEOGHIZONT

RIS I A B E T D BMEA NI E S, BERGE S OfFmE 0, A - %
IR OB B ONERSE IR 5 G et A FFRMNEE LG E OWE
. FRESDITT DN DIEHINE > TN D Z &,

10




@ BIEA~ORIEIZDOWNT
@-1 R B 2 B

BV PERTR B O B R BIE AT L72BRIC, 24 FERIEIERIRHI O T, 2%k X
FEEE IR 2 BT, B L 7ZRITERNCIG U CABRE B O CT S5 D RIEH O#E RN 2
FRRAORE RN BRI S, B BICHIEATRER (KR M > T D 2 &,

@-2 ERWFEIC L 5FEESINICET 22N

ARSI D BEPTR 72 50 e O Re 2 A 2 BIRIERE D EE =2 Y v 7
EEDIEROA Y ) == T ZATOWERE L FwE A TE 5 F— AERKH 2
SN TWD Z L, b, BIIAFNZOWT, DABE L ZDOFEEIZHHIZAm ST
WnHZ &,

@-3 BHEADZWr-ox B LT

BIVEA (MEMEMEEIIN 2 EEAEDRE, Odk. Tk, BT RARE ., KX,
INZE, EEDO TR, 1 ANERIE, BUEMZE. HFARA, HHEREREE . JHFK. kv
K. RURIRHERERETE . MERAEEEEET, mhikkEE, BEE. RIBEE, Mk, fiEx,
FHER, BEEOREEE, FlRMA2ZERIE, infusionreaction, HHE 7 MKEE, MEKE
RIEMERE, Fik%, Bk, EEOHR, 5895 BR, MEREEMRE, 8 ORERES,
IERR VR et DIEREE (OEMED « RAK « D EsVERIZMNHEEE) . AR IFEREE . RS i, 8
FLE) 1TxF LT, YMakhax T r R O MM LZ A9 2 EM & EgE L (RITEH O
WIS I L THRE RO R ZZ T o NARMITH D Z &), B HITE U 7 ALE )
TEHEHINESTND Z L,

11



5. REMBRLLRDBE
(A2 L B9 % F 1]

@

TROBEIBOTAROEMENR ST,

o ACFBREIEE A SRR - PR OB NP TR ORI )

o RO DRI - RO SIS IEEH (f ) A (f
(BT L O

TRCICRZ S T D AAN OG- K O ITEEIZ DWW T, AFIOF LN ST
BoT, KAOREGARE LB,

o AEFRIEARIGIREE T D AA B 5

o FIROHiBRE

| 7S et A PR )|
O TFTRICEYTLEEICOVTEAAORENERE SN TND Z Ehb, 5 21T

DN &,
o AHNDOREITI R UIBBUE DR ERE D & 5 BF

TRIERT ORI I W T RIS S T 2 B 12OV TR, AAlO R EIFHERE S ey

DS, AMOTEPRRPTUE D R WIGEITRY | HEICAFZETNT 52 L 2B TE D,

o MEMMTEEOAI IO H 5 BE

o JRoE I R AR A TRV R 2 58 6D D B K ONE BN O T T i 2 <0l Yt il 2%
FEOMICRIEMEZEAN DD B

o HORERBOGOF B L < IEHFMEO B g kB OB TR O
o 5B

o g GEMmEtMiaBREZ 5Te) Ob 5 BE

o OB XIIBE A AT 5B

»  ECOG Performance Status 3-4 "V B35

(ED  ECOG @ Performance Status (PS)

Score

sl 2y
JE %

0

< AR JEBTE 5, FHAETL [F U HHF A HIRZ <ATX 5,

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

BATHRECTHSOF DY O Z L3 < TAFELEAMEREIT TE R, A 50%A Eid~y R Tl 27,

ROENTZHSOHOEY OZ L LnTERY, BFO 50%LL EE Xy R+ T2 d,

AW

ELENT RV, BAOHFOEY OZ L34 TERY, BEICy R+l I4,

12




6. BMEICERL THEETREEFIH

I SRR 2, & AR B3 DR 2 ERFE 1T KD & ARH O FrE K OVl (Ef#
RO 7O B w2 o B L Co bR« 2 L,

TRIEBRAAIC SN D | B XX Z OFEICHINE L OER %2+ L, RE 215
ThoEETHZ L,

FREWERO~H T AL MZDOWNT

@

@

MEMEEEN D oD ZENH DD T, AFOEEIZH T > Tid, BRE
W (REWL ARIEE, iZmk, FEEVE) OREFE M O X S A o FEhnd, Btz +5
ZATH 2 &, Fo, MBS U THE CT, MiF~— V1 —FDMm&%Z T+ 5
Z &,

AFN O 51X EE D infusion reaction (i 2 CEEARFZ 322kt D T 5 U
faAT > 72 EChtAT 2 Z &, £72.2 [ H LABE O A 5-KFIZ infusion reaction
BHOLOLNDZEHHDDT, KFIEGH R OKRABGHE T HRIZ A Z A
CERET %, BEOREBE+SICBIEET 52 L, 70, infusionreaction &
FHLLT-HE 12, R TOBELOERPERIZEIE T 2 £ ChEE 2 o8l
T5HZ &,

ORI REIR . TRAEERT R ORIBREERH 5O 2 B8 HDH DT,
AFN D ¥ 5B hERT M O G- B T E IR N0 i RE iR A (TSH. 1028 T3,
R T4, ACTH, I 2o —VEORIE) #FEhid 52 &,
AHNOFEEIT LY | BEORERISICERT 5 &3 2 bl dikx R EW R
DHLOLNDZENHDH, BENRDONTHGEITIEL, BERLLEFRITL U
B 72 ek & R BR 2 Re D[RRl & i U Cli bl e R W 21TV, IR O
FOGIT X 2 BWER 2N g0 23551 21E, AFNIORFES T I, R ORIE BE A
NWEVRIOEGEEZBETHZ L, 2k, BIBEREFRLVEYOELIZ X0 EIE
M OYEEDRFRD BN WA TR, BB RE ARV LIS O Sz il Fl o8
HEET D,

BeHAET %, ARS8 ARE L T LEWERDNBELT 2 Enb b2,
AR OEEHETHIZ S RWEM ORI 2ITEET D,

1 BUBE R (BIE 1 BUBEIR WS 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 -G ICIEREEZ I L, AR 8l
FlOF5E DY L AEZITH Z &,

BUENT 2. AR, ITHREREE . ITR. B{LEEERRH DN ZLnd D
DT, EHIIITERERE LTV, BEOREZ H3ICBET 52 &,
SEIERNHLDONDZ DR DHDOT, IBRORE OF A EHICHET 5
&, o, ROBEFEPRD ONIGEITIR, HeNCERERL X2 T2 X
IRFEEEET L L,

13



@ AFNOEEFEHABRIZBWNT, LLFDOX A v 7 THEMEOFM#iTo T2 2 %5
BT, ARFIBG T EMICEBRE CHROMREITO Z &,
e ONO-4538-41 itk : 6 B[ Z &

*  ONO-4538-48/CA209743 3R : FHBAMA B 1 FEMIT 6 WM Z & T LR
128M L

14



BB ET A FF A4 v
=R~ T7 (BEFE#Z)
~ R RN~

SF3EL2H (FfM7E1 1 ASED
B A FE4E



o gk~ w b

B &

LI
AANDOFeE, VR
88 IR i

fiEx% (DU T
GRS LD BE

BEICER L CTRET & HIH

P2
P3
P4
P7
P9
P10



1 I

IS DGR « ZEMEOHERD - OITIT, IR CEFICESWEIEREH RO b
Do EHIZ, EFEORFEAMOEART LY | FUREIK G & OFH) 728U E S = 3
WERRENLIHTT, TNODOEKLZHICHERBHRIZRMT 5 2 L NBRBOREL o T
BY . RFVEOEE & SOEO AT B 2016 (FAL 28 4F 6 H 2 HRMERE) I8V TH, &
BHEFE L O O b HEE A XD Z & & STV D,

BrHERB T EEMLL, EEERSZ RN T 0 7 7 A VDBBEF ORI L B0 5
ZENDDH, ZO7D, ARINERONZEMICET D HEWRN ST 5 E TOM. YRLESR
D BEEES ZI 5 Z ENHIRF SN2 BFICH L THERT 2 L L bic, RIEANREE L
BRIC LB kIS 2 & D 2 L N ATRE /R — E DB 2 i 7= R TR 35 Z L A HETH
Do

LIeDBoT KUA RTA - TiE, BB INE TICHELNA TV D EFEZN - B4
HY RN EEDS & LU O EFE S Ofi 72 ] 2 HEME S~ 5 8LR 0 & MBI B, B 25 MO
BHREAZTT,

BRI, KA BT A %, WATEGE NEIEMEREGR R SR, A HEEEA B AR
JEIZ ey —MRAEETE N B ARERIRNBHE S M Ot HiE N B ARREER 2010 b L 1E
ik L7,

SR LR HERS =R~ T GEIG R Z)

REERDHREIDE « I

AL RAREROME : W, AT =ARL~T GEETH#Z) L LT, 1 240mg % 2
T PRI R S0 1 18] 480 mg % 4 ARG C A FRET 5,

DUl T S AN & R Y ST i




2 AHFORE. 1EREF

=R~ T (BIEHBZ) CUF. TRAD Eno, ) g, ADEPEEE T3S L 2 4
Ly 7 24T Y A hbe~ A ¥ —RX 27 A7 (BMS) #) 2383 L7= & b PD-1(Programmed
cell death-1) Zxf9 %5 & MMilIgGs £/ 7 v —F AHURTH b,

PD-1 1%, &ML L72 U 2 o5BR (T M, B MK OV T 2 7 0% 7 —T i) R OVEHER
AIRIZHEELT 5 CD28 7 7 X U — (T MR OIS L A2 fiBhavIC IE & AICHIET 5 08 12
BT 2%HKTH S, PD-1 IFHUFRIRSMIRICHEELT 2 PD-1 YV H > K (PD-L1 % Uf PD-L2)
EREA LU U SERICHIEINE S 7 VB ARE LT Y S EROIEHLIRRE 2 AR L T B,
PD-1 VU v NIFHURIRMIALISNC b N DRk~ 2RISR EEL L Tl v | B RANEERE
B YRR U7 AR 51T 5 PD-L1 O FEHL & itk o (I & ORI A OFHBARRY & %
ZEMNHAE SN TWD (Cancer 2010; 116: 1757-66) , 7=, EVEROAERE CIIMMEE T
RN FEAET DA v ¥ —T7 o~ (IFN-y) (255 TPD-L1 DRENFHFEI N, 5L
T IZHARRIC 31T D PD-L1 DFEH & it O A7 & ORICIEOHBERAR D & 5 & O b
& % (SciTransl Med 2012;4:127-37) , & 512, PD-L1 Z 3@ B S S7= RS A MM T, HRes
L) CD8 Witk T Mifa O MR (5 =5 4 J58 < & 5 23, $t PD-L1 /AT PD-1 & PD-L1 & D
FEEHHEFET D & ZOMAEFEEREE T2 Z LRI TWD, EDZ L H b PD-1/PD-
1 U Ay FREIE, SAMBRSTURERR A2 T Mlas b OB 2 A 28F0—o L L
TEZLNATND,

AFNZ, FEBERBRORK K25 PD-1 Offifast itk (PD-1 Y 7 Fs &) ([2kA L. PD-
1EPD-1LY B REDREGEIET S Z L2 BATUFERERENZ T MBOTEMEL L O
A 64 5 Ml B 1R PE 2 R4 5 & & TR AR PIIEE R 2R+ 2 L R ST
W5,

IO DOHRNG . AANTEMEER T 27 2EREIC RV b0 LS, )
FARIEEE A XIR L LBIRRER A Ei L. AE, etk R OB HER S i,

ARANDOVE RIS BFEORERISC X DRIEAZNH S b, BEEXIETICED
AIREMEDR & D, AEIOF G KO GHZITIT, BFEOBEL 0T, BEFIRBD LN
a2l BH L HRITS U MR e ek & Rk 2 Ff o EERD & U CE bl 22 i n iz
ATV, WEDORIERIGZ KX DEWERAR DN 255121%, Al RERLVE CAlOFREED
HYZRALE ZAT O BB D,



3 BEEREE
JEFEAS B O AR IR I GG 2 17 o 7= B 72 B R 5RO il 2 79,

(A 2htE]

E A AR (NM-K2002 35%)

JFRARBEEET  (BEEORBIE « SRS 2 RS W THEE S LA IRIRIED & 5 B2 13K
GhEaTe) 56 il A kG, Kl 240mg % 2 RIEIRE C AR EHE Lo, EEFHMEEE Th Sk
LRIERE D B B B (45 B1]) OFEBhH (RECIST H4 K74 > LIKICE S Rl Eic XL 5
CR XX PR) 1% 22.2% (95%(E5#HX] : 11.2~37.1%) Th -7z, 2B, FANIETE L7-BFE
X 5.0%TH -7,

Flo ALFEREREO W EE QL) ORFRIT, 18.2% (95%[EHHXH : 2.3~51.8%) T
X?Jof:o

EEAERBE TH D 2 L SERFIRE TR S, HoIEEEAE CT, FDG-PET, Lk FHHLE
MRS A S O WG RS R OB IS U= B2 25 (FLIRRL. BAR WRERLR OCHERR) |
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 FROWTNICHEY 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

« RIS SRR N S UANE 5 O R M 2 T % i

B OB OZ A L, M IS O R REUR (PSA) 2@ 47 BikEs



[Z24tE]
ENEE AR (NM-K2002 7L5%)
A EFEFRIL 53/56 ] (94.6%) (ZFED Hiv, AL DRRBELPGE TERWVAERRIT
35/56 5] (62.5%) (Z# HivTz, FEBLEEMN 5% EORIERIZ TERDO LBV ThHhoTz,
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 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

TS5V T I NG AT =7 — PN 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
B ¥ K OV TRk RE

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

7k, HURIRBEREREE O 151 (16.1%) | ITHEREREE 5 ] (8.9%) | MMM 3 4] (5.4%) |
MR MIREAES < A3 F—3 {4l (5.4%) | EHERERRE 3 ] (5.4%) | HEE D B IEE 2 {51 (3.6%) .
RIS 2 5l (3.6%) . infusion reaction 1 5 (1.8%) . HFA4 161 (1.8%) MKOVKHZK - /)
Ad - EEED THI LG (1.8%) i biviz, £7o, EIEMMEIE, Ok, Hik, 1R
. BIPENTIE. AT, MEPERRE 78, N EEARRRErE® . RIS RRAERETE . K - Bk,
FRZEME, HERMKRMET ., MERERAEGRE, ft%. R, SEORE, OIBIESE., MR
L)

= K

ﬁ

K
?éﬁ@
=
E

T

rate) waRFHRE T



[ - HE]

AR ORERBEDEREET LV AFIA LT I 2 b—3 3 T XD | A5 480 mg % 4 3 fHfH
bR TG AT AR O ANE - MEFE TR LIZBRORA O MG TIRE SR Sz, € OR
ROAF 480 mg % 4 B [HHIRE TG L2 BROEFMRARIZ IS 1T 2 F4 s TP AL (BAF | T Cavgss)
VD, ) IE AAI240mg & 2 BFEFIE THRG LTZERD Cagss LHBT 2 & Pl (T
#) o £z, AH480mg % 4 W H MR THR S L72ER0E FIRBIZ IS T 2 i@ MiE i (B
T TCmaxss) &9, ) 1&. AHI 240 mg % 2 W FEHIFE THR G L7ZBROD Chaxss & HELL T
HxzrdeTFllasnzbon, ARANBEFIZEBOWTARERHRE I TV L - &

(10 mg/kg % 2 HEEME THE) TAHRAZERKG LIZBRD Craxss & i L TIREZ /=9 & Tl
Stz (FFR) . MAT, BROBEICET 27 —2I2HES5& . A4 3 mgkg (KH) XX
240 mg % 2 EFERR. A L <134 480 mg % 4 B MR TR G LIEBEOARK ORER & A
IIMEST e & OBIEZ R D RS LUSE T VPR S L, HREBIEIC O W TR DMT
DIz, ERRoOME - HEOR THIMER VL 2R 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 (5%/7, 95%.5)  Q2W : 2 M [EIRE. QAW : 4 JEMIEING. Cmax : HIEIR 514 O d5 & MLE P EE . Crinazs :
el 5% 28 H HIZHT 2 HARMIEHERE, Cavgaes : UIEIH5-4% 28 H H £ TOVIMEFHRE, Comaxss : &
FORRBIZ IS 2 e i HR L. Crminss : TEHARBBIZ I 1T D BARMLTE TR L Cavgss 1 EHRIEIZIS T £ 44 1M
THP R



4  FEFRITOWNWT
AL U A7 E PG (RMP) (ZHD & AHI D [ 3 22 M ERE AR TR B~ o0 1 ) 4l
R D% T - T, AR OG- NEE) e BE Z2W - FFE L., AAIOFKEIZLY HE
REWER ZRBL LIZBRICKHG T 5 2 L BN l=d . LLFOO~@DFT XT3
CBWTHEHT 2 X&ETH D,

O MERIZDOWT
O-1 TR 1) ~ B) OWVWTINCHEYT DR THHI L,
(1) JEAEFBRENEET 508 V2 REEEILFRPESE  (BRE TR A R ILR
JRBE, HUBHS AR EEIL SR, HUIEDS ARSI 72 &)
(2) FFEREREIRPT
(3) HBENFULAIEDEE T 2 23 A B EEHT (A A2 SRR EIbE, 2% A2
BEW B, 3 ARSI S HERE I 72 &)
(4) INRALFFER 2R E L, ARIER L RIEZ R 1 SRS bR or
2 SIS RIE L LR 3 DOk FEHEITLR B Jm 21T > TV D Btk
(5) PUIEMERE S A AL 7 8 BRI O Jie g% IR D i HY & 1T » T D filak

O-2 JFREAWHEOZW KO (2% B ARERIEEFSm. RIS A AT A
RZA > SETH 2 Wit 2018.) Z 30 L AL5ARTE M OVEINE I 8 BN O e i+
GYIRHI L R AR OERM (FROWT NS T LHERM) 2. Mz R
DAFNCEET HIREOFLE L LTRBEISNTNDZ &,

o [ERfFEFEEE 2 EOPIHINHEZIE T L2 5 FELL EDO RN AVIER D EREHE 217
STWBHZ &, 9B, 24N BT, NARMEERZ £ L LI-BRREREZOWHE 217 -
TWAZ L,

o [ERNEFFEUSE 2 FOUIMINHEZE T L72RIC 4 L LOBKRREBRZ AL TW\DH D
Lo b, 3EDRIE, FESARIEII KT 2 23 AL & & e S ATRIE O SR IHE
ZiToTWBHZ L,

@ BENDEZRMFEREEDOEHIZONT

AR AL I W BT 2 B DS E Sy, BUEARZED D OFHRE O ARE - L4
PRSP IR O BN OV ERTE (9 DI iR Bt AFFRNRAE LI2HE OWiE
B FRERNATON DRI > T D Z &,




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

EMEMR RSO EERBEWER A TA LIZBRIC, 24 FEFRZRIAEHI O T, MaZhisx 3
HEERE IV T, BB LZRWERIZIE U CABREE LY CT FORIER ORI L
TRRRAORER DY BRI O, EHICRHSATRER AR > TnD Z &,

@2 BERUFEICL 2AEERIISICET 2 E M

N ARSIRIC D 2 BB 70 e OiE 2 A9 D IERIE A DRIERE =2 ) v 7 %
BOTERD AT ) —= 0 T 2fTWEIRIE & a1 TE 2 F — LEBRRHI D =
NTWDHZ L, 2B, BIHEHICHONT, BDABE LZOFEICTHFIJAMESTND
ze,

@-3 BIfER OB LT

RIVER (HVEMERZR BTN 2 BESEM B E, O R, iRk, BIEUHREAEE, K
NG EEEO TR, LRBERIA . BUEAT R, ITR4, ITHREMRE . TR, (b rEAR A
R IR IR | R ER (R R IR | ik ieidy | IR . RIPEFRR S, AR BB . i
BEORIGEE, FARMAERZERSE, infusion reaction, B/ MIEREE, MERE AIEMRE,
fitk. R, EEOHRK, SE O BRE, BGREUEGRE, BEORERIS, IRIG RN,
ONERES (DEAE) - AR - O=PERISMHES) | RIFERES . RS L, BEFLSE) (T L
T, SRR ST BB O M2 AT D EAT & EEE L (RIER OZBroxtiic s
ML THREROIEEZZ T ONLIEZMFICHDLZ L) | EHITEHE) RAE D T X 2R A
WoTND T &,

KOS

D
A
P

N

o %
%



5 HEMBLRDLBE
(G 5hEIC B3 2 F1H]
O TROBHEIZEBWTAROFIMEN RSN TND
o FERAHNALBDIEITA T4 ) (ARERERGYS) (TS, Weatgin
SR M OYRB IR A 2 520 U 72 B C, JRSIEER S N 72 b R M & 52k S 4.
D0, JEBORIE « M S W THER S D TRIRIED IV B

@ TRLZEEYN T AR OG- K OME R HIEZ W TR, RAIOFIMER ML S TR
59, AFlOEER LB 720,
o fhoPUEMEIEEA & OO S

[ 2RI B3 2 FH]

O TRICEAT2BEECOWVTIARAIOEENEEZ L SN TND Z b, FHE1T
y OVAN AN
o KRBNDRGTKE UIBHUE DBEIERED & 2 B

@ VEHRATOFHRICIBW T FREICHEYE T2 BH T OV TE, AR OREIHEE S 2

R M OTEFREIRI DN R NG EIZIRY | HEICAKZEHT 22 BETE D,

o [HEMMREEOEHIIEEDH L EE

o JaEBEi G AR A CRVE S 2380 5 B K ONEBIME O BUN TR e S0 e M it 2% 55
D RIEHEZEA 208 T Eﬂé%%

HOREREOGH, B L IO B DR R B ORERED
b5 RE

o SRR (S EE L ST) Ob 5 EE

o HBORGSUIBE A AT 5 EE

e ECOG Performance Status 3-4 ™ D g

() ECOG M Performance Status (PS)

Score EFS

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

PIRBZIE LWOEENIHIR S5 25, BTHRE T, AR > TOERIITO 2N TE D,

! B R, R

9 BATRRETH A DOH DOEY O Z L 13T _RTHREZAERIZTE 2, HHFD50%LL EiZ~<y ATl

=7,
3 [BHNTBESOHEDEY DI E LTERY, HEOS0%LL EE Xy KW Cil =9,
4 ELENT RV, BAOHOEY OZ L34 TERY, BEICy R+l I4,




»

FECERLTEETREEHR

AT SR A, SOERGEFER DRI 2 BRI D & KRR D R K& OV (A

MO DI Z 2 F W e T3 B LT oM+ 2 2 L,

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

ThboETHZE,

FEREWEFHO~ R Y A MZONT

o MEMMEERNGLLNDZENHDLDT, KEIOEGIZH T > T, BARIER

(PR PRIEE, nZmik, FEEVE) OfER KL OWIE X S O Eha%, Blgx -+
1792 &, 7, BEITS U THES CT, IE~— 7 —FOMEZET 52 &,

o AHFNDOEEIXHEEE O infusion reaction (2 2. T BRI 147 72 ki 0 T & 5 e
AT ST BTGS2 &, £72. 2 BIA LU O AA|F 5152 infusion reaction 73
boONDHZEbHDHDT, AARFKE T M OAAF G TRITAA XY A
ZRET 2%, BEHEOREZ H0I085T 5 2 L, 723, infusionreaction % FEHL
L7eaiZid, 2TOEELOIER P TZRICEE S 2 £ TREZ +08I8ET 5
Z &,

o FRRMRBEREME T . THEAEREREE M ORIBEENH SDONDL I ENHHD T, A
F DOFe 5-BRLERT M O G-I I E WA N W REMR A7 (TSH. UEHE T3, 15
BE T4, ACTH. M=oy —VEORE) ZFET 5L,

o AFOHEEGITLY | WMEOKRIERINIER T D & B X B DR R R BIRRE
WHHONDZ N D, BENED NG, BB LCFRITL U
FHRY 72 15k & RRR A R DR RN & HHE U Cl bl 2 @B W 217V 8 D5 I
SIS K DEWER D BN S 58I 2IE, AFIORES T 1k K ORI BE AV
YHIDEEFELERE T D L, B, BB ERVE L OREIZID RIER O
NGRSO BN WEAICIE, BB R VE LA OSEIEIF OBt E E
T %,

o FERTR, BUHMNOEIARE L TOHORWEADNREET L2 ERH D7D,
AR OFEHE T B BIER OB A3 ITEET D,

o IAUBESRIE (BIE 1 BUBEIRE 2 B de) b bbodu, BERWMES R R—3 R
ELTENDHLOT, A, Eols, WRMHSFEOREIR O FEHCMPEE O L7207k
BT 52 L, 1 EREN LN G IIIREETIE L, 42 ) RGO
HEDHEUREZITH Z &,

o BUENTR. FPAA, ITHEREFEE . T2, BH{LMIE RN HOEDONDL Z LRH LD
T, EWWIITHERERA Z 1TV, B OWREL 0T BlE8T 5 2 &,

o REIERNBHLONDZ ENRDHDHOT, IROBEOHEZ EMHRT D

10



T L, Fol IROBEDPED DN HEIIE, WONCEREBEEZZ2 589
BEEZEETLZ L,
@ AANOEERFERICIBNT, 6 W Z LIZHRMEORI 21T > TWeZ L2 BET, K
Al G-I E RIS BHER A CRIROMERB 21T 5 Z &,

11



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

SF54E11H (G741 1 A%ED
R A S EE



ER/N

1. 1IZU I P2
2. AANOFE. (FRET P3
3. ERIRRE P4
4, FERIZDOUWNT P8
5. H&EGXREMDEE P10
6. WHIZEEL THETNEHH P11



1. IZT®IZ

RIS OF M  ZRMEDOREROTZ DI, U SCEFIZE S W2 E AR D
BND, S5, IHEOREEMOMEAIC L0 | FURESR G 72 & OFH0 72 5L E R
FPEZRBDARIND T T, 2O OERMNZ EICHNERBFITRMLT 5 2 L BBED
PR & 72 o TR Y RIEMBGE S & YR O BT EE 2016 CEAL 28 4F 6 A 2 H MERIRE)
IZBWTYH, EHMNERNEOMHORE(LHEZXS Z L L ShTnd,

BORVERM T ESR L, KB ERASCL ST 2 7 7 A VB DO ESRS & B 5 I R
RHZENDD, DD, HMEROLZEMEIZET HERNH0ERET 5 £ TORM,
MHEIMOBEZMLSZIT 5 2 EnHIFF SN BT LTERT 5 & &bz, mIfE
RSB L 7B I B 2t & D 2 & AN AHE /e — 1 O B i 7= 3 R SRR BE i A
THZEREHEETHD,

L7eo> T, KA RTA4 Tl BRBEMESLZNE TILELN TV D EFIFR -
BEE RN S-S & | LT O EIR GO il 70 (5 2 HEE T 2 8L b B e Bk &%
TR O EEHE R~ T,

I, ARITA BT A A%, MSIATBOE N B ER SR A A, AmEE AR AR
BRI 7o, —AFEENE N A ARBRIRNBHES . FEREFNEENE A B AR 72 &k O
—MRFEETEN B AR ER 2 DS 0 b LR LT,

XERE R DERM =R~ T GBI TH#Z)

MR ERDMETIR - M AR CERE R o B 2 B <)

MEERDAEROHE 8%, RAICIZ=FRL~7 (B T##z) & LT, 1[0]240mg
Z 2 MG S0 1 [B] 480 mg % 4 38 M I FR T AT 2.

& R 78 6 A /NP TGS




2. AHNORK. VERBF

=ARN~T (BIEFHEZ) (LUT, TRF) Lvo,) &, DB TR &
ABE VL7 At BT Y ARV <A —R 27 A7 (BMS) t1) 2BA% L7zt b PD-
1 (Programmed cell death-1) (ZxI9 %t MMilIgG4 €/ 7 v —F LHURTH 5,

PD-1 (%, #EMAL L7z Y o 5Bk (TR, BMREK O F 2 7 0% 7 —T M) LOVE
BRI R BT 5 CD28 7 7 X U — (T MR OIEMHAL Z i BhHIZ IE & BUZHIEE T2 2
T ICERT2ZAARTH D, PD-1 ITHURIRRAIIIZIEEBLT 2 PD-1 U o K (PD-LI
KOVPD-L2) EfEA L. U o ERICHfIEY 7P v s LTV o oSEROEMAIREE
BITHET LTV, PD-1 U H» FIFHURRSMIBLAMNT b b Ok 2 22 SRR (2 F8 5
LTk, EMERAMREEE) LR LB IT 2 PD-L1 OIBLLINEOEF
HH & OMICADOHBEBFR & 5 Z & HE I TWn% (Cancer 2010; 116: 1757-66) ,
F 70 B R NE RS CIIARRE TN EET DA v ¥ —T a2 B v~ (IFN-y)
12X > T PD-L1 OREIANFES N, 88 L EEERRICIIT 5 PD-L1 ORI E ik o
AEAEHIR & ORNCEDOFBIRRE N & 5 & OGS 8 2 (Sci Transl Med 2012; 4: 127-37),
5T, PD-L1 Z 5 H S S22 ML, PUsURFRAY CDS Btk T Mo fafs &
TR AP S 525, PLPD-L1 Hi{AT PD-1 & PD-L1 & OfEA ZET 5 & Z OHfE
EEIGEREIE T 5 Z ENRENTND, DI LD PD-1/PD-1 U 7> RERRIE, 23
AR HURRF A e T MM OWEBEEZ BT 58 FD—>o L LTEX LT
Do

ARFNL, SRR OFE R 6 PD-1 Offifas ek (PD-1 U 7 RS AREIR) ISR A L.
PD-1 & PD-1 U Y REDEEEET DI LICLY . BDAFURERERNZ T Mok
PEA K O AR IR k9 2 MBS TG M 2 58 5~ 5 2 & TRk e puiEgsh iR &4 o~ 9
ZENHERR STV D,

IO OFEN S | AFNTEMEIER I 2 Bl 2R EIC R0 55 b0 & MIfF S,
BN R s CEMEM R E 2 R<) BE LR E LIl Z Em L, Aok, &
MR OREMED RS STz,

ARANDVEFIRERAC IS < M O Sy RS & 5 BHEM %238 5 b, TE TSI
LA B, AADBRGTRORGHITIT, BEOBLEE TV, BESR
D BTG AITIE, FB L2 HGUTIE U B e ik & B8R & FF o R Afl & L Col
YRR AT\, B OIERIRIC X B RIER AL D HAICIE, B E R
L H O 55O YR IE 54T 5 LER D B,



3. BRERAE
MR R CEMER s 2 Il A B <) ORGRIRFIZREM 21T - 72 E 2 BB O pliig %
7‘]——\“@‘0

(G2hE]
@O ENE DR (HCM-002 3U5R)

AT R R o Bz AR 2 B < MR P R R 20 1) A PRSI 240 mg & 2 IR
TAEEE U, FERMEEE & Sz PRSI L ORIERFRA L AT 5EE (14
i) HV GBI 5 FEHER (RECIST A KT A > 1.1 fcH-S< CR XX PR) 1% 35.7%

(95%(EHEIX[H] 1 12.8~64.9%) Th o7z, £z, RERITIBWTEE L 71BN FEhE S
NIRRT DN G INET — & RN HERI L2 35A ORREFIC T 5 b E
(2 E DI, 20.0% (95%[EHEXH] : 5.7~43.7%) Th -7,

(51 SR o S OV DB IR 28 22 19 B R 1 B AR B, BT
HOfM gL SN-BEIL. TNEN 1AL 1Bl TH 7=, T—F 0y b4 7 BRICHET SNz
GERHRAT I BT LS X | BRBRIT BV TRELL ST IR AT 13 B AT T WE T — & 2SR S, #85
%5 (PR) LHIESNIBE | FINGEND,



[Z241]
OEWNF TR (HCM-002 55%)
HEFERIX 19/20 ] (95.0%) IZBOH B, KA L ORREEFENEE TE WA EHR
5213 16/20 5] (80.0%) Z#8W BTz, FHLHEN 5%LL LORWEMIZITRDO LB ThHo
776

£ 1 FBEHN 5%L EORIER (HCM-002 3RBR)  (REMMIT3IRER)

HERIRHE Bi% (%)
FEAGE 2015
(MedDRAVJ ver.25.0) 4Grade Grade 3-4 Grade 5
ERIEM 16 (80.0) 2 (10.0) 0
AL e
Do EE MRS I 1 (5.0 0 0
PRl =
RIE R A 1 (5.0) 1 (5.0) 0
AR B RE AR T iE 4 (20.0) 0 0
AR
FEMELAE W) 1 (5.0) 0 0
B IR E
I A R 1 (5.0) 0 0
{550 3 (15.0) 0 0
T 2 (10.0) 0 0
7 JE 9 1 (5.0) 0 0
—f - RHEER L OB G OREE
PR 1 (5.0) 0 0
FEEN 1 (5.0)
JEYIE B K OV AE HUE
AfEs P FhE 1 (5.0) 0 0
R AR AR AT
TI=rT ) NI AT =T —EHIN 1 (5.0) 0 0
77 —Emn 1 (5.0) 0 0
TARGEUVEBET I ) N T AT 27 —BHIN 1 (5.0) 0 0
M =vFa b e 1 (5.0) 0 0
)T — N 1 (5.0) 0 0
T ER A N 1 (5.0) 0 0
R KOS
1Y > e 1 (5.0) 0 0
B R L OV A LRk
RAHm 1 (5.0)
EZ kAR 1 (5.0
iR R P
(IR S 1 (5.0) 0 0
R 1 (5.0
B L ORI R
g RekE 1 (5.0) 0 0



ax BRI Bk (%)

FEAGE 2011
(MedDRAV/J ver.25.0) 4=Grade Grade 3-4 Grade 5
MR ER . HERES K ORI
H 7k 1 (5.0 0 0
B8 KOV T AL RRbE
P2 S Wz A 1 (5.0) 0 0
TR 1 (5.0 0 0
)= 1 (5.0) 0 0
% O PEIE 2 (10.0) 0 0
% 5 (25.0) 0 0
R INITRZ YN 2 1 (5.0 0 0
Z 9 MR 1 (5.0 0 0
R 1 (5.0) 1 (5.0) 0
I P
e ML 1 (5.0 0 0

—

¥, HUIRNRPEREREE 4 5] (20.0%) . #REREE 2 61 (10.0%) . ®IEHEEERE 2 f

(10.0%) . BEBUTIRALAEAE/ X A/ F—1 41 (5.0%) . NFEERERE 161 (5.0%) . HED
eI REE 161 (5.0%) KON 161 (5.00%) 2780 Siuiz, £z, RIEMEMZEE,
HEIEMIEIAE, DR, e, K%K - /NER - EEO TH, 1 BUBERPFE, BIRETR.,
FFA4, IFge, BEALMERRAE 28, T IRHERERT S, BIFEREmE . MM - BEIRZ. SR
FEFIE, infusion reaction, HE 7 MyRRET | MERERIEMRE, FikZ, Wk, HEOHK,
SIS, R, MEE ML OVEFLIZEED SN2 - 7o, ABIVERFEHLIR SRS
HES BAREERELET) 2 E0EHERE =T,



(M- AHE]
AFNOREMARYEEET LV EZFIHA L2V I 2b—2 3 280, AH 480 mg % 4
T IR TR 5 U BEAGR O ik - RS TR LB O ARF oI iR E SRS
7z. ZOFER, KA 480 mg % 4 EMMNE TG L7-BOEF IRIEICB T 2 FE M+
BHE (LAF, [Cags) EWV9,) 1E. AHKI 240 mg % 2 FREIFIFE CTHRE L7ZEED Cugs &
BRIT 5 L THlEn (F#£), £z, A4 480mg % 4 HFMR THRYG LIZEEo @k
BICB T DR MIETIRE (LUF, [Cras] V9, ) X, AHAI 240 mg % 2 JH[HHIR
TG LTZBED Craxss &£ LB L TEMEZRT & THISIZ b OO, BARANBEIZEB T
DEVEDPHEER SN TWD L « & (10 mg/kg % 2 MR CTHRE) TAAIZ&KS L=
BRD Craxss & HBE LTI 2/~ 9 & FRIS Lz (TH) . AT, #EOBEICE T 5
F—Z\HSE | KK 3mglkg (RE) X% 240mg % 2 BERFIMRE. £ L < 13A%] 480 mg
Z 4 JRMEE TS UT-BEOARB ORE & & A ohME X2 & OB 2 Rt 2 g
BRSTT VPSR S, YHBEICOWTRAMTbZER, Eito Mk - AEO
[ CHRME L OV VIR R 2RI v & RIS L7z,

£ 3 FAOEWBE T A—F

s - R Cinax Chnind28 Cavgd2s Cmax.ss Chminss Cavess
(ug/mL) (ug/mL) (ug/mL) (ug/mL) (ug/mL) (ug/mL)
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480 mg QW (10%07) (15.25?17.4) (37.?)3,.;)4.8) (14?,1 236) (27.751,?37) (62.11(,)91 87)
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Yoy i ¥ R
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WIS I L THRE RO R ZZ T o NARMITH D Z &), B HITE U 7 ALE )
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2. AFN Ok, TEREFT

=N~ T7 (BB CUF. TARAL Lo, ) 13 NERREMS TERSH &
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1 (Programmed cell death-1) (Zkf3 2% & il 1gG4 €/ 7 v —F PR TH 5,

PD-1 1%, #&MAE L72U 788k (T M, B Ml OV F = 7 v% 7 —T flifd) NMOVE
BERMARIC R BT 5 CD28 7 7 2 U — (T Ml b 2 #iBhIC 1E & AICHIE3 2 5y
THE) IR T 2% B TH D, PD-1 IIHURIRMIIZFE S 5 PD-1 U o R (PD-L1 &
W PD-L2) EfEA L. U2 RBRICMEINES 7L 2 RE L TU Vo REROEME LR IEZ &
ARSI LT\, PD-1 U 7y RIZHURER RSN B N Okk & 7 FEEFARRIC R EL L T
BO ., EERAEEF DU LA D PD-LL O3 EL & ik O A7 &
ORNCEOFBERERNH 5 = L B EE ST\ 5 (Cancer 2010; 116: 1757-66) , 7=, &
PR E RS TSR TR EAT DA X —T B~ (IFN-y) 12X - T
PD-L1 OFBLNFHE I, 58 LI EEEMRICIS T 5 PD-L1 O3B & ifi% o 7 &
ORNCIEOMEBERIRR N H 5 L DA H H 5 (Sci Transl Med 2012; 4: 127-37) , & BT,
PD-L1 % Ji R Bl S 7223 MR, PUFRESLA) CD8 Boitk: T Al Am o il A5 s 14 4 655
W 528, PLPD-L1 HUA T PD-1 & PD-L1 & OFEA EILET S & 2 OMIEEEMEM ]
WTDHZLEIRENTWD, D Z L5 PD-1PD-1 U 4> RREEEIZ, SAMIEAHUR
Fe 572 T IR O OWBEZ BT 2 FO—>2 L LTEZ LTV,

AFNL, R OFE RN PD-1 OfffasEE (PD-1 U F > FEEHEE) IT/REE L.
PD-1 & PD-1 U W REDFEAZILET D Z EICLD ., BNAPURFRZ T MRoEE
LK O AFRREZ T 5 M S EIEE 2 iR 3 2 2 & TR e dtiEEsi R 2 "4 2 &
DER I TV D,
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IR EIBR R REZRHEST - FR D b RCR B BRI R 31 6 (T ioiiAaE 20 1, JLJE
HRaE 2 B, FLEAN N = v N 4 B BEA R 5 B (=27 U T LR 3 1. TR
LB, BRSO 1B ) Zxgc, ARAI480mg & 4 MR CAEIHE LD, B
IR B T 5= (RECIST A4 KT A > L1 RIZEES < SrH e Eic £ % CR X
IX PR) % 19.4% (95%(Z#EX M : 7.5~37.5%) Th o7, 7B, FHANCHEE L-BMIT
5.0%Cdh -7,

JRELAHARAL R D Z8%h = (RECIST HA K74 > 1.1 fRICEES MNP 9 EIc X% CR
XX PR) . AR 20.0% (95%(EHHIXH] : 5.7~43.7%) | AJEAAZRE 50.0% (95%
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[Z241]
O ENFEIFERE (KCTR-D014 #5R)
AEFGL 29/31 ] (93.5%) ITFRBD HAL, AAlL OERRBRNGE TERWEEFS
1% 18/31 f4] (58.1%) (ZFB & BTz, HBLEN 5% L. EORWERIZ TERDO B ThoT-,

£1 FERFEN5%L EOBIER (KCTR-DO14 RER)  (REMMITHBER)

BRI HH B (%)

HEAGE 31451

(MedDRAVJ ver.24.1) 4=Grade Grade 3-4 Grade 5
AFEIEH 18 (58.1) 4 (12.9) 0
Mg LY R REE

E=gil 2 (6.5) 0 0
N0 s 55

R HRE R 4 2 (6.5 0

FFR B RE TUAME RE 4 (12.9) 1 (3.2

FOR IR REAR T iE 3 (9.7) 0
—f% - EFEER X OG0 RRE

TR 2 (6.5) 0

FEEN 3 (9.7) 1 (3.2 0
B R AR AT

1 H PR AR AR L R 4 (12.9) 0 0
MR aR . MEhds X OEhm ks

IR P M 2 (6.5) 1 (3.2 0
R X OV T AR RRRE

Z 9 FEE 2 (6.5) 0 0

7k, HURIRBEREREE 11 # (35.5%) | FHIEIPERGYEAE 2 6 (6.5%) . mIEHEREREE 2 {1
(6.5%) . WERAUTHRLARAE/ X A ST —1 61 (3.2%) . AFEEREREE 16 (3.2%) . FHE(AHE
REFEE 161 (3.2%) . FRERFETE 141 (3.2%) . BFHERERETE 141 (3.2%) KNS E )R
141 (3.2%) M bilz, Filo, BEIEMMEGE, Ok, Bk, KX - /MEk - BE
O, LARUBERE, BUERFR. PR, PR, BEPEIRAE &, Mk - BEER, BHEDRK
JEREE . FRARIMARZERRIE, infusion reaction, HEFE 7R MykkeEs, MERE AAEGRE, fikZ, B
K. HEOBHRK, DIERES, RIFERD:, g H i, EFLITERD SR o 7o, REIEHF
BURDLIIBE HESR (ARREMERT 2 5) 23 OEH-EREZ =T,



[ - &)

AHFNOREMEYETT A ZFHLI-Y T 2 b—a 2k v, AKI1480mg % 438
M IR T4 5 U BEAAGE 0 FIVE - AR5 TG LT B OARA O M H I E ARG S vz,
ZOREF., KKl 480 mg % 4 WERIFIR CTHE LIZBEROEHFIRIBIZ IS 1T 5 P2 M i
(LT, TCagssl &9, ) I&, AHI 240mg % 2 BRI TES- L72BED Cavgss & HILL
THETRESNE (T#) . £7-. KK 480mg % 4 RN TEE5 L7-BEo & IREEIC
B D EEMETERE LT, [Cruxsl &9, ) 1E, AK| 240mg % 2 i RHEE T 5
L7EBRD Craxss EHEL TafEZ R~ & TFHISNTZH OO, BARNEEIZIBO THAME
ISHERS S AU TUN 5 YA« & (10 mglkg % 2 38 FIBR T ) TARIZ #5- L 72 B0 Craxss
L CTIRfEA T E TRIS R (TR) . AT, BEOBEICKIT 27 —ZI1ckkD
X, KK 3mglkg (RE) X% 240mg % 2 BEFE, # L < 134K 480 mg % 4 i R k&
THEG LT BEOREOMRGE & &AM X322 & OB A2 REd 2B % KUSE T L)
M S, YRBIEIC O W TR M ThN kR, ERRo Ak - AEOM THOMEE )
MR R T & PRI S LT,

K2 FHRORWEENT A—F

v - B Crnax Crnindzs Cavgd2s Crax,ss Chin,ss Cavg,ss

(ug/mL) (ug/mL) (ug/mL) (ug/mL) (ug/mL) (ug/mL)
3 mgkg Q2W (3523?%8) (1623563) (2123229) (75%5?71) (27ﬁiio7) (422Z?27)
200mg QW | (o0 | 0an 800 | 08609 | o225 | wistse) | @18
490 mg Q4W <10;4207) (15-?17-4) (37-50?-34.8) (14&23,1236) (27.751,?37) (62.11(,)387)
10 makg Q2W <14é?222) <sei§?32> (101??48) <323?§25> (182?303) (2327277)

thaffif (5%, 95%5) . Q2W : 2 ARG, QAW : 4 BRARIFE. Cmax : #IEIFE 5.1 0 & & ML P RE
Cmindzs : FIAIHE5-1% 28 B BIZH T D HRAXMIEHIRFE . Cavgaos : AIEIFE 5% 28 A H £ TO N IMFHIRE.
Craxss : EHIRAEIC IV D A im MLIE P IEEE. Crmings : EHFIRFEIZI T D IRIKMIE T IR, Cagss : EFIRAEIC

BT B R M PR
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