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(W)

@-3 BHEHAOZMrHCxHE Iz LT

BIVER (MVEMEME RS2, BEEMEIE, OfR. K., 4
BOREMEERE . KIZe. /NBR, BHEDO TR, 1 BRI,

%%, FFEARA, IFBEREREE . IFZc. mEALMERRAE 25, BORARAREERE &
TEAPEEREE . MR, BT, RIBREE. MK, Sk
HEORZERESE, fFikiiedEe)E, infusion reaction, HEEZR
MRk, MERERIEMRE, Mz, R, BEOHLX, SO
2%, BE ORISR, IR RN, DEkEE (LEME) - RIAK -
O EVEIISMHESE) . AREFEREE, MRS, BEAL) 1Tk LT,
WK R ST R RS O B M A A 9 B AT & U (RIE
MAOBZKCHIGICE L THRELROIEZZITONLGMFICH D
ZL). BEHICHEYREDN TE DEGHINESTND Z &,
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@-3 RITEH OZWr-extSIZEE LT
RER (RVEMERREIIN A, EEMEE, Dk, ik, B
BOHRMEAE . KIGR. /IR, BEO THL, 1 BIBERRE, BIER
s

%, PR, FFRRREREE . P28, R LMERRAE 28, HOR IR RE R 5 |
T EEARERBRE T PR s, B DR
JEREE . FRMARZEAR)E, infusion reaction, HHE7ZR MKEER
MERERIEMERE, A%, R, EEOHR, SEHFER, BED
T, MR EENE, OIS (LEME) - 21K - DML
IWHESE) . ARIFERS;, MM, BEALSE) loxf LT, Mk X
VAT MR SRR R D BEF M 2 9 B R AT & U (BIEH o2 e
SISZBE L CTHREAR OB EZIT o5 2 8), HD
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(W)
-3 RIEH OZWr->kH 2B LT
BIVER (MEMEME RIS, BEREMEIE, OfR. K, 4
WUBRMRIE, K2k, /DR, BEO FF, | BUFERE, BIER
%, FFARA, IFEEREREE . IFJc. mE(LMERRAE 25, BORIRMREER &
THEAEEEREE, thREE, BEE, AIBREE, MK, BiEK
HEORZERESE, ke dEe)E, infusion reaction, HEZR

MEFES, MERERIERRE. %, HR, EEOFR, 5E9K
K. WEOREES, WERENE, OEES (OEME) - #RIK -
OEVEWISMGHESE) | JREFERSS; . MEEEH ML, JBEFLAE) ITxh LT,
RIS T PR E R B O BEFIME 2 A3 5 AN & U (RIE
HOZWr-CxIc B L THRER O EZZ T o552 5
ZE) . EBHICEURAENTE DIRFNESTWNDH T L,
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BIWER (FEMEMEEICIN A, BIEMRESE, DR, K, B4
BUHREMEAE . RIGR. /NBR, BEEO TR, 1 BIBERP, BIUEH
K. R4, HHEREREE, TR, M LMERRE R, BRI RERRE
THEARERERR T MR B RIS MK, HEOK
JEREE . FRMARZEAR)E, infusion reaction, HELAE7ZR MIKEER
MERERIEMERE, %, R, EEOHR, 55K, BED
FEROG, MR R, DIEREE (OEME) - RIR - =Mk
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%, FFARA, IFEEREREE . IFJc. mE(LMERRAE 25, BORIRMREER &
THEAEEEREE, thREE, BEE, AIBREE, MK, BiEK
HEORZERESE, ke dEe)E, infusion reaction, HEEZR

MEFES, MERERIERRE. %, HR, EEOFR, 5E9K
K. WEOREES, WERENE, OEES (OEME) - #RIK -
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BUHREMEAE . RIGR. /NBR, BEEO TR, 1 BIBERP, BIUEH
K. R4, HHEREREE, TR, M LMERRE R, BRI RERRE
THEARERERR T MR B RIS MK, HEOK
JEREE . FRMARZEAR)E, infusion reaction, HELAE7ZR MIKEER
MERERIEMERE, %, R, EEOHR, 55K, BED
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%, FFARA, IFEEREREE . IFJc. mE(LMERRAE 25, BORIRMREER &
THEAEEEREE, thREE, BEE, AIBREE, MK, BiEK
HEORZERESE, ke dEe)E, infusion reaction, HEZR

MEFES, MERERIERRE. %, HR, EEOFR, 5E9K
K. WEOREES, WERENE, OEES (OEME) - #RIK -
OEVEWISMGHESE) | JREFERSS; . MEEEH ML, JBEFLAE) ITxh LT,
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1. IXC®IZ

EIGOBEINE « ZEMEOFEROT- DI, IR SCEZEIZI S Wi E el 2R D
b5, DI, IWEOREEMOMEAIC L0 | FUREIRSL 2 & OFH 72 BriR 1E A%
FEEMPEBEINDLHF T, ZDDERLEZEICHNERBFITERMT 52 L PRED
E L 7o TRV, REMEGEE & DA T #2016 (FRL 28 456 A 2 HMERILE)
ICBWTH, HHER LSO ORELHEEZX S Z L LS Tn5,

FREARTERLIL, KEEAOCRENE T 0 7 7 A VBB FOER L6 R
RHZENDD, ZOH, AINEROREMEICET 2 IERA+0ERT 5 £ TORM.
WHEIGLOBEERZIT 2 Z ENMFIN L BEICH L THERT L & L bic, RBIfE
R LT BRI B 25t g & D 2 & A AHE /e — 18 OB 25 7o 3 R B <l
HZLENEETHD,

L7eo T, BRIA RTA TR, BABBERELZNETITHE LTV D EFIEFH -
BRI IS & | DUN OEIRS ORE 2 2 HET 2880 6 B Ef, & x
FHR O EERE T,

B RKTA BT A L, MSIATEE NEIE S RS OHE . AREENEANR A
ERRRES s, — M EEE N B RERR N FHE S K OVARSAE AN B AR ER 2 O 7)
DY EAERC LT,

WG E R DERY =RV~ T GBI Z)

REERDMEUIHNE - ARTAUIBRAEE AT « TFIE D B R B G NS

WG ERAMEROHE - W%, RAICIZ=ARL~7 (B z) & LT, 1[E240mg
% 2 TG ST 1 15] 480 mg % 4 IR C Al siET 5,
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2. AFN Ok, TEREFF

=R~ T7 (BEFHEEEZ) CUF. TARAL Lo, ) 13 NS TERASH &
AR Ly 72 BTV AL e~wAY—X 22747 (BMS) 1) 233 L7-t  PD-
1 (Programmed cell death-1) (Zkf3 2% & Nl 1gG4 £/ 7 v —F PR TH 5,

PD-1 1%, #&MAE L72U /38R (T M, B Ml OV F = 7 v% 7 —T fifd) NKOVE
BERMAIC R BT 5 CD28 7 7 2 U — (T MilaiEMA b 2 #iBhIC IE & AICHIE3 5 5y
THE) R T 2% B TH S, PD-1 IIHURIR MIIZFE S5 PD-1 U o R (PD-L1 &
W PD-L2) EfEA L. U2 RERICMEINES 7L B RE L TU Vo REROEME LR IEE &
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 L7 &
ORNCEOFBERERNH 5 = L A ST\ 5 (Cancer 2010; 116: 1757-66) , 7=, &
PR E RS TSR TR EAT DA X —T B~ (IFN-y) 12X~ T
PD-L1 OFBINFHFE I, 858 LI EEEMRICIS T 5 PD-L1 O3B & ifi% o E 7 &
ORNCIEOMEBIRIRR B 5 L DA H H 5 (Sci Transl Med 2012; 4: 127-37) , S BT,
PD-L1 % Ji| Bl S 7223 MR, PUFRESLA) CD8 Bhitk: T AHHAE o Ml A5 s 14 4 655
X528, PLPD-L1 HUA T PD-1 & PD-L1 & OFEA ZILET S & = OMIEEEMEM ]
TWTDHZLEIRENTWD, D Z L5 PD-1PD-1 U H > R, S AMIENHUR
Fe 572 T IR O O W BEZ BT 2 FO—>2 L LTEZ LTV,

AFNL, IR OFE RN PD-1 OfffasE (PD-1 U F > FEEHEE) IT/REE L.
PD-1 & PD-1 U A REDFEAZILET D Z EICLD . BNAPURFRZ T MRoOEE
LK O AFRREZ T 5 MRS EIEE 2 R 3 2 2 & TR e itiEEsi R 2 "4 2 &
DER I TV D,

TS DN | ARFNTEMEREZ 5T 2 72 28R IRIC2 0155 b o & iR S,
RIGEIBRARE /2 AT « TR O ERCR B BRI BT & 5t G & U 7oK s 2 520 L |
BEE, REVER OBERVENHER ST,

AFNOVERABE IS < BEORERISIC L DRIERS RS S, EEXIILTIC
ELRRMEND D, AFOFE T KO GHIZIT, BEOBIEL 012470, BFE1H
D HNTEHEITIE, BB LI FRITS U7 fP R 72 ik & BB 2 RO Al & i L T
B2 8RR ATV RE ORE UG L HRIER NSO DG, BIBRE RV
E LR OB G EDOW Y RILE ZAT O LER S D,



3. ERPREURE
IRVREIBRARE 7R AT « T8 D | SR B2 MR I I O ARGRIRF I Z - A4 T o 72 T 2R BRI
BRODpSE 2 7”7,

(A 2]

O ENENFERE (KCTR-D014 35k)

RIREIBR AN REZRHEST - FR D L RCR B BRI R 31 B (A ioiiAaE 20 1, JLJE
HRaE 2 B, FLEAN N = v N 4 B BEA R 5 B (=27 U TR 3 1. TR
LB, BRI 1B ) Z xS, ARAI480mg & 4 MR CAREHE LD, B
FHIE B T 5= (RECIST HA KT A > L1 RIZEES < S e Eic L % CR X
IX PR) % 19.4% (95%(Z#EXM] : 7.5~37.5%) Th o7z, 7B, FHANCHEE L-BHIZ
5.0%Cdh -7z,

JRELARHRAL B D ZE%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%
fEHEXR] : 1.3~98.7%) . FLEA ST = v MF 25.0% (95%(5#E XM : 0.6~80.6%) | fZ
JEfT B A 0% TH > 7=,

F 2 ENREDOEBEMOR—2 T A 2D D RE{L=R (RECIST A R7A > 1.1
FRIZ S SMNZHSHE) T FTRO LB Thotz,
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[Z241]
O ENFEDFERE (KCTR-D014 #5R)
A EFGL 29/31 ] (93.5%) ITFRD HAL, KAlL OERRBRNGE TERWEEFS
1% 18/31 f4 (58.1%) (ZFB & H LTz, HBLEN 5% L. EORHWERIZ TERDO B ThoT-,

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

BRI HH B (%)

HEARGE 31451

(MedDRAV/J 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
PN sk 55

R HRE R 4 2 (6.5 0

FFR A RE TUME RE 4 (12.9) 1 (3.2

FOR IR REAK 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 AL AR L R 4 (12.9) 0 0
MR as . MEhds X OEhm ks

IR P M 2 (6.5) 1 (3.2 0
ek X OV T A RRRE

Z 9 FEE 2 (6.5) 0 0

7k, HURIRBEREREE 11 # (35.5%) | FHIEIPERGZEAE 2 61 (6.5%) . mIEHERERE 2 {1
(6.5%) . WEREUTHRLARAE/ X A ST —1 61 (3.2%) . AFEEREREE 161 (3.2%) . T HE(AHE
REFEE 161 (3.2%) | FRERFETE 141 (3.2%) . BFHEREREE 141 (3.2%) KNS L HIEER
161 (3.2%) M bilz, Fo, BEIEMEGE, Ok, Bk, KX - /MEk - BE
O, LBRUBERE, BUERFR, AR, IR, BEPEIRAE &, Mk - BEER, BHEDRK
JEREE . FRARIMARZERRIE, infusion reaction, HEFE 7R MykkeEs, MERE AAEGERE, fikZ, B
K. HEOBHRK, DIERES, RIFERD:, g H L, EFLITERD o7, REIEHFE
BURDLIIBE SR (ARREMERT 2 5) 23 OEHEREZ =T,



[ - &)

AHFNOREMEYFETT A ZFHLI-Y T 2 b—a 2k v, AKI1480mg % 438
W IR T4 5 U EBEAGE 0 FIVE - RS TG LT B OARA O M H IR E ARG S vz,
ZOREF., KKl 480 mg % 4 WERIFIR CTHEG LIZBEROEHFIRIBIZ IS 1T 5 T2 M i
(LT, TCagssl &9, ) I&, AHI 240mg % 2 BRI THS- L72BED Cavgss & HILL
THETRESNE (T#) » £7-. KK 480mg % 4 BRI TES L7-BEo & IREEIC
B D EEMETERE LT, [Cruxsl &V, ) 1E, AFKI 240mg % 2 BRI T 5
L7EBRD Craxss EHEL TEfEZ R~ T & TFHISNTZH OO, BARNEEIZIBO THAME
IIHERS S AU TUN 5 YA« & (10 mglkg % 2 38 IR TG TARIZ #5- L 72BED Craxss
L L CTIRfEA T E TRIS R (TR) . AT, BHEOBEICKIT 27 —ZI1ckD
X, AAKI3mglkg ((KE) Xi%240mg % 2 EEMRE, & L < IEAAKI 480 mg % 4 B [H MR
THEG LB OREOMRGE & &AM X T LM & OB A RFd 2BE ST T LD
M S, YRBIEIC O W TR M Th N R R, ERRoFE - AEOM THOMEL )
MR R T & TRIE LT,

K2 FHRORUEENT 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 mglkg Q2W (3523?%8) (1623563) (2123229) (75%5?71) (27ﬁiio7) (422Z?27)
200mg QW | (o100 | 0an 800 | 08609 | o225 | wistse) | @n 18
400 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)

thafif (5%, 95%5) . Q2W : 2 ARG, QAW : 4 BRARIFGE. Cmax : #IIEIFE5-%% 0 & & ML P RE
Cmindzs : FIAIHE5-1% 28 B BIZH T D HRAXMIEHIRFE . Cavgaos : A 5% 28 B H £ TONEHIMIFHIRE.
Craxss : EHIRAEIZ IV D A im MLIE P IEEE. Crmings : EHFIRFEIZH T D IRIKMIE T IR, Cagss : EFIRAEIS

BT B R M PR



4. HERRIZDOWT

IS Y R 7 E G (RMP) (ZH-D & A 0BG Z MR LTS B~ O 1) ) (R
NdHHERE T T, ARNOEGENEE) e BEZ2ZW - FFEL, AFIORGIZEI D EE
TREWER 238 LI BRICRIG T 5 2 E RSBl L FOO~QD 3 T & 7= 7 /i
RICBWTHHATHIRETH D,

D HEERIZ2OWT

O-1 Fio (1) ~ B) OWFINTES T HiERTHD Z &,

(1) EAEFGBREDIEET 20 ABREEERL SRS (FRE RS A RGERE LSRR,
Hidgk 23 AU RSB RUR e, HUE A A BB IRIR B 7R &)

(2) FrEHERERIPL

(3) HEFIRAENHEE T 2 AR (03 ARSI ERbTL. 23 A ioEE i
TIIRBE, B AR EEHEHE SR B 722 &)

(4) ARACFRIEE Z3RE L, SR L FRIERIE | XUTH RIS L R L2 ek}
2 DRiFREEHEAR D 24T > TV 2 fiiax

(5) PUEMEREESAIAL T & BN O h sk FHEIAR D i H 21T > T D fitiak

O-2  LRGRBEE NI O AL 20 TE K ORI E I FE T O R G50 720 ek & Bk &
OEM (FROWTIMNTHYTHEM) 25, YL RBOARANE T 5RO ELE
ELTRESNTNDZ L,

*

o [ERIGFFEIFE 2 FOMHINHE ZE T L72RIC 5 LU DD ATERDOERIRDHE 217
STWDHZ &, 9B, 24U RIT, BAREYRIEZ & LTBRRIES S ONHE 21T -
TN5HZ L,

o [ERiREFES% 2 EOPIEIIMEZE T LI212IC 5 4ELL o B2 VIR 2 9 O iR
BEBRAFLTWSZ &,

@ BEAOERMFEHREHEDOEHIONT

R ERE P F T 5 SMEA D E S, BN ofFmEn, Aot - &«
EVERERITE MO E B NEMSII ST D EHRIZ M, AFERNEE LG EOWE
s, FERHELDIATONDEHINE>TND Z L,

® BIER~DOXRINZDONT
®-1 BIWEASBRE OS]z B+ 5 Bk

VR MR RS O BEE R RIE 23384 L7 BRIC, 24 RERIESIRIRHI O T, Sakhisk %
HHEERERIC BT, B LZRIERICIE U CAREEE N CT ZoRI{ER ORI /3
RIREORERIYG B PIZE DI, B HICHHEATRE R R HI A FE > T D Z &,




Q-2 ERUEFE L OAEFRAIGICET HEM

N AR D D M 7R ik S OB B2 A 9 2 EIRIEFE DRIER e =42 ) 7 %
BOTERD AT V) —= 0 T 2fTWEIRIE & a1 TE 2 F — LERAHI D =
NTWDZ e, 2B, BEAEHICOWT, BDABE L LTOFRICTHFITAmMENTND
Ze,

@-3 BHEA DZBrexHcIcBE LT

RIVEA (MEMMEEICM A, EREGEEAE, LK. Tk, BHRRIEE, KIB%K.
/NS BEED TR, L BUBERIA . BIENT & IFAR4, IFRaemdE, s, mifbrEAneE 28
FUR RS RE IR . T IEICERRERE T | PhiRbEE, BERETE ., RIS, Mk, #ilg, EEO
R g s R, FrARMARZEME, infusion reaction, EEEE7p M iklE e, MmEREAIEMRE, FEkZ.
ede, HEDOBR, 5L 9K, MEORENG, BIREEN, DiEES (DEME) - 7R
IR < DEEPEHASMINAGSE) | ARZFERSE, BEGHIm, BEALSE) 1SR LT YREhRE SUTT R
RSB OB A2 G 3 2 R & L (RIEHOBZWCRISICE LTS R OB %
FTONDEMEICHLZ L) | BEHIZHEURLENTE HEHNESTNDZ L,



5. REXBLRDBE
(A 5hiEIC B4 2 FIE]
O TROBEIZBWTAROFEIMENRINTND,
o RIGUIBRABEZRMELT - FRE D L RR R R

@ TFRISZUT DA OFE K OERGIEZ SN TR, AFOFDEPHESL SN TR
59 AFIDORGRZ LR BRN,
o fOTUELELH & OfF RS

[Z 2RIz B3 5 5]

O TRICZETIEFIZOWVTUIAFORENEERE SN TNDHZ &b, &5 51T
DNz b,
o KA LSBUE DB ERED & 2 B

@ JEFRATOFMIZIB VT FRICEY T 2 BHFIC OV T, AFOFEGIFHERE S L0

D, A OIRFEPE DN R WIGEICIRY | HEICAFIZHFEHT L2 L 2BETE D,

o [WEMMZEREOGO IIEEDH 2 BHE

o JERE iR A CHRIE R 278 0 2 B3 M ONE B OO KU iR 2 <0 iYL il 2 %
DRI RIEPEZALD 2 B3 5 B

o HOMEERABOA, UTBMERNZE L IXHIHEMED B CaEREOBE D
b HRE

o BERBHE (GEMSMaBEEELET) Ob b EE

o EEORBYSUIEEE BT HEE

»  ECOG Performance Status 3-4 " o @3

() ECOG M Performance Status (PS)

Score | EF

0 | &<MEARIEFEH TS, WAl &lFE U HEAERNHRZR AT D,

PIREICI LUWTEENIHIR S 40528, SITARE T, BAEERH > TOEEIITH 2N TE D,

Vol mozs, wseg

2 BTRIEECHSOH DRI O Z L 13T N TRHREIEDBEEIZTE 2vy, HHFD50%LL g~y R Tl 27,
3 BONTZEHADEDEY DL LNTERY, AHo50%LL LAy R+ Til I,

4 2LET RV, BOOHFORD OZ LiFael TERY, BRIy KRR TId,




6. HEICBELTHEETREEH

O WACEZITM A, BIERTEEE DRI 2 RS D & ARH O Rtk & OV EAE
RO DIZ B R ERE I L T OERTZ &,

@ REBIBIZIENL D | BBE T OFRIZA R faltEZ + o3 L, REZ5T
NoEETHZ L,

® EREWEHDO~F T AL MTHONT

MEMEMEEDRD LoD ZENRD LD T, KFOEGIZHT- - T, BARER
(WP PRI, nmik, FEENE) OffEss M OWE X SR o Ehi%, Bz +71C
179 2 &, £, LENDIE U THHES CT, i~ — 0 —HFOMmEZFMT5 2 &,
KA O 51X HEE D infusion reaction [ 2 TEEARFIZ 43 72 %I D T & 25 Hafi
ATo 7 ETHIET 5 2 &, £72. 2 [ HUBEOAF G- IZ infusion reaction 73
HobNDZEbHDHDT, KFEG T MR G THRIT AL Z P A
ARET D%, BEOWREEZ 0T8T 5 2 L, 72355, infusionreaction & FE 5L
L7 aicid, BEToEELERPERICEET 2 E TREZ +o8lET 5
ek,
R RERE S T AR E M CRIEREERNH OO Z ENH LD T, K
D1 5-BRAAET M OF G-I I3 B N s sefe & (TSH., 028 T3, ilF
#E T4, ACTH, IMF=/vF Y —VEORE) 2FEfid o L,
AFIOEEIZ LY WEOREFRICTER T 5 &5 2 b D Ek 2 RFE B RE
NHOLOLNDZENHDH, BENRDOLNHEEIIE, BELEFRIISUEHE
FH A 7 NGk & R85k 2 FEO PRl &l U Cli bl 22 88522 W 217V, I8 OE X
SR K DRIER DN B 2 56113, AFIORFES T ik, R ORI RE ARV
CHIOERGEEBRET DI L, 2B, BB REARNVE ORI X Y EWER DS
TNRD LR NVEAICIE, BIBRE R v DSOS OB &K
THZ L,
PEERET %, BB OE I ARE L T GEWERADNBELT 2 Enb b2,
AHN OB THIZ B EWEH ORBBUC2IHEET H 2 &
1 BUOHE RIS (BIE 1 BUHEIRIG 2 5 de) b bbb, FERWEMES N7 v R—U R |Z
BLHZENHLOT, Ag, Eo, EEEOTEROFBLCMPHE D A2+
B8, 1 RSN EDN - GEICIIEG 2RI L, 4 R Ao
HEDOWMYIRAE LT Z &,
BIERT 2%, B4, TTREREREES . T2k, BLEIERRHHDONDL T LB DD
T, EHHICITERERE LTV, BEOREZ +oIC8lE2T 52 &,
SEVERBRH LN ENRHDHDOT, IROBEOFREL EHICHRT D
b, Fo ROEFENRD DNTGEICIE, HONIERERAE 23589
BELRRETLZ L,

@ ARIAIBRARE AR T - TP OO b BR B BRI AR (A T 97 2 BRI AHI D RRIR

10



AREBRIZBW TR GG S 8 WM Z &AM 21T > T\ Z L 22 BT,
ARANF G- TE RN ROMERR 21T 5 2 &,

11



BEEREETA RFA4 v
=R~ (BEETHEBEL)

(BR5E4 « A7V —ARFEFE 20 mg, 7V —RRHEFHE 100 mg, 7P —
RETRERE 120 mg, 72— R EHH#HE 240 mg)

~EHRAE~

ERR2 942 A (4Fn 64 2 ASET)
B BE



ER/N

1. 1IZUHIC P2
2. AANOFE. (FRET P3
3. BRI P4
4. JFRIZHOWT P20
5. H&EGXREMDEE P22
6. WHIZEEL THETNEHH P24



1. IILBIZ

=S5 DH N « B RMEOREROT-OIZIEL, I SCEFIZEE S W2 Ee R D
bb, 52, IEOREHIFOMEANC L0 | FUREIR S 72 & OFH) 72 B /e Ak
FFEIMPARINDLH T, 2N O DOEHKZEICHLEREE IR 5 2 L3RR
AR & 7o TR Y RIFMBGER & SO IR T #2016 (FRk 28 A 6 A 2 HEERE)
IZBWThH, EHERLEOHHORBHEEZXS Z LS TWD,

AR AR E SR S, EE RS R 27 0 7 7 A VBBEFEOES L & B S MR
RHZENRDDH, ZOD, AIMELROLZEMICET D IERN 2SR 5 £ TOR,
WMELEHL O BEEZ RS ZIT 52 EPWIRE SN BFICK L THERT 2 & &b, BIFE
RNV LTI B et & & D 2 & DN ARE 72— 8 O B & i 7= 3~ R A B <
THIENEETHD,

L7eRoT, KA RT A4 TiE, BIFERES ZNE TITHE LN TV A EFLIEH -
BHER LR EED & | LU O E IR O feii 708 FH 2 HEHE 3 2 8LA & B B B %
F RO EFHE R~T,

B ARTA NI A %, MNATBAE NEIE G ERERR SN, AARTEAN AR
BRI s | — M N B ARERIRN B E S K A E N B AR &R 72 O /)
Db EAER LT,

RG L I BEIRS - A TR EERE 20 mg, A7 Y — R AT 100mg, 4

— AR EE 120 mg, A7 YU — R SIEEE 240 mg (— %4 - =
M~ 7 (BinfHHz))

G L RDMEXTNE - R

MEERDABEROHE - B, A=A~ (B z) & LT, 18] 240mg
Z 2 RS 18] 480 mg % 4 H MR CARMEET 5, 7=
72U, EMERANEICIIT AR ML OLGE T, BE X 12
HAMETET S,
RIGUIBRAGE R EME R AEICR LA BV A~ T (s T-Hiff
z) LOFHT 25, @, BACIE=Rr~7 GERIE R
%) & LT, 1[F 80mg % 3 MM T 4 BLEHEFET 5, 2D
%, =R ~7 (BinFH#z) & LT, 118240 mg % 2 JH[H
IR S 1 [5] 480 mg % 4 FE [ R0 T st 5,

f¥E AR 5E 3¢ F NP TSR
(%)

TN AR B9 D ¥ — R A SRR S0mg (— %4 1A BV A~ T GRIGFHH# Z))

DRNEESNT R, FELAOH &

2h HE XX 2h R ARIGUIRAN R e B R A

Ak OVH & @, A ) A~ (B z) & L7T1E 3 mgke
(KHE) % 3 MM T 4 BRRETFHET 5, 28, oObrErEEL
FEGAT AT, =R v~ (B riz) LRI Z L,




2. AERN DR, 1EREF

I 7 — R IR EE 20 mg. [FATEERE 100 mg,  FAGEETE 120 mg K& O A §RE
240 mg (—f4 - =R~ GEBE M) LT, TARA Evd,) 1, /MRS
TEMASLEAZ Ly 7 24 BTV AR e =AY —X A7 A7 (BMS) ) 2
BA7% L7t K PD-1 (Programmed cell death-1) (Z%}9 5 & Nl 1gG4 € / 7 v —F /LHLfk
Th b,

PD-1 (%, &AL L7z Y 5Bk (T MR, 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 & BUZHIEE T2 2
T ICET2ZAE AR TH D, PD-1 IFHURIRRAIIIZIEEBLT 2 PD-1 U o K (PD-LI
KONPD-L2) EfEA L. U o ERICHfIEY 7P v i LT U v SERoIEMALIREE &
BIZFREI L TWd, PD-1 U H v RIFHUREE SIS B b Ok~ 72 SRR 8B
LTHY, EMEREAELE DO L EGHEMEICI TS PD-L1 OFEL L itk DALF
W & ORI ADOFEREBIR N & 5 2 & 3 ST % (Cancer 2010; 116: 1757-66)
F 7o R R IE B CIRARRTE TS EET DA v ¥ —T7 = a2 B~ (IFN-y)
IZX > T PD-L1 OFRENFHE SN, 5B LI EREICIS T D PD-L1 ORI & itk D
ALEWIR & ORI EDOFBARRN 5 & O#HE S & % (Sci Transl Med 2012; 4: 127-37),
X 51T, PD-LI Z 5@l RH S B8 AMIBIE, PURRRA CDS B5PE T Mifa o Hifa &
TR AT S 525, PLPD-L1 HifAT PD-1 & PD-L1 & OfEA ZET 5 & Z OHfE
EEEENREIE T 5 Z EDNRENTWD, D Z LMD PD-1/PD-1 U T2 REEEIX, 2
AR HURRF A 72 T MM OWEBEEZ BT 58 FD—>o L L TEZX LT
Do

AFNT, SR OFE RS PD-1 OIS eI (PD-1 U > RiEGHEI) ITHEG L.
PD-1 & PD-1 U Y REDEEEET DI LICLY, DAFURERRNZ T Mok
PEAL KOS AR b3 2 ARG a2 R 3 5 2 & CREpEM e PSR 2 /R 9
ZENHER STV D,

ARFIO I IS < DS RUSIC & 5 RIER %03 B b, TR IS LI
B RN B Do AAIOEG PR OB ERITIT, BEOBLEE TYTO, BEHBR
D BTG AITIE, BB L HGUTIE U B 2 ik & B8R & FF o R Al & L Col
BN 72 BEBIZB T 24T\ IBEE OGERSIC L ARIEA RSN A AT, B EE AL
L H O 55 DTG R IE 54T 5 LENR D B,



3. BRERARE
SR LA Il O KGRI IR 24T o 72 E R R IR RBR O i 2 R T,

[ 2]
OEMNE TR (ONO-4538-02 55k)

L ANy (BLF, IDTIC) &9 ,) 18X DALREIERE 2 A T D RIRUIBR A R 72 I
W/ IWVHI SO F 3 o BBl RS (ECOG Performance Status 0 &2 O8N 1) 35 il &2 %512,
AH 2 mg/kg % 3 BERHIFMRECAFEE L, TEFHMEHEE Th 528053 (RECIST # A

K742 11 BUZES S FRHEIZE S CR XXX PR) 13 22.9% (90%[EHEIXH : 13.4~
36.2%) ThoT-, 7B, FANIHE LIZFMEIX 125% Th -7z,

@EWNE DS (ONO-4538-08 #fER)

b PAVE ARG ORI CIBRANRE 72 L/ IV ) ST A8 o B BB B E (ECOG
Performance Status 0 2 U8 1) 24 il 256t 512, AAl 3 mg/kg % 2 38 [ [AIFRE C AR efE L7z,
FEFHIHE Th 5 282h% (RECIST HA K74 > 1.1 fUZES S FIHEIC L 5 CR
UE PR) 1% 29.2% (90%(ZHEX M : 16.7~45.9%) ThH o7z, 728, FHANIHRE LM
ElE 6.0% CTH -7,

QUM BIFHABR (CA209066 #BR)

v-raf ~ 7 AAEY 4 NV AFEBIRTEMAER 7 Bl (BLF, [BRAF] £\ 9,) V600
22 B0 7 MBS VE AR TR R O RIG UIBR A GE 72 T/ IV ) S/ 58 O BB SR Il R s
(ECOG Performance Status 0 &2 T 1) 418 5l (AAI#E 210 i, DTIC #f 208 f5i]) % *F51T,
DTIC Z xR & U TAK 3 mg/kg % 2 HFHIR CRIEFHE L & & O R OVZ e
et Lo, EEFHMEEE Ch o 2EFMME (BLTF, ToS) &vwiH,) (hifE [95%1F
FEIXH]) OISR X, AFIBHENE™ [NE~NE] % A, DTIC #:T 10.84 [9.33~
12.09] 7 ATHY . AHNIL DTIC IZxt LIEFHFRICABERIER 2 Lz (AF— R
0.42 [99.79%ZHE X ] : 0.25~0.73], p<0.0001 [J&H/] log-rank B E]. 2014 4= 6 H 24 H
T—FHy A7),

* HEEAREE (DL, k)



—A— FHIF
O HHIINT LB

0 3 6 9 12 15 18

at risk#t TR (B)
AFE 210 185 150 105 45 8 0
EhILINUL B 208 177 123 82 22 3 0

X1 OS ® Kaplan-Meier Bi#R (CA209066 3R5%)

@Y TTFH AR (CA209037 #kER) 2

AV AT (BaM#z) BIF, Y A~T7) L)) Xik BRAF [HEH
Za A RIEIE 2 3 2 RIG B BR N AE 72 T/ IV B SOIE /%8 oo B HL e i AR

(ECOG Performance Status 0 &2 U8 1) 405 5] (CAAKI#E 272 i, {b529E1E (DTIC Xidh v
RTTF ey U ZxEn D) B 133 §1) 25500, (LFEEE R E LOR
#l 3 mg/kg & 2 FMMIRCHREEE L2 & 2 OFMMER OVLZEME RE Uiz, EEFH
HETHDHESE (RECIST HA KT A > 1.1 fRICHES < dfEic X5 CR X% PR)
[ZDWTAREID G ST RO 120 5% fEHTRIGER & U CHIRRT 217 o 7o/ 5.
AHIFET 31.7% (95%(GHEIX[H : 23.5~40.8%., 20144E3 A 10 HT—% B> hA4~7) T
Hotm, 2B, FRICEDFROMMITRE L TR o7z, b9 — DO EHEFKIEE T
5 0S (YA [95%IEHEXE]) 12N T I8 BIDA X b (FETD) HZ T fEHT
AT S TAE R, ARHAIFET 1547 [12.39~NE] # H ., ({LFEIVERET 13.67 [11.50~NE] 7
ATohY ., KENEFRIEICH LHGHPICH B RIEE 2RI ol (N — Rk
0.93 [95%fEHEIX M : 0.68~1.26], p=0.6299 [J&H!| log-rank f7E], 2014 4 11 H 12 HF
— &y NET),



GEMNE TR (ONO-4538-17 #5k)

LS IE RGO ARIRYIBR A HE 72 T/ IV I SO %6 o B B 55 (ECOG
Performance Status 0 2 T8 1) 30 Bl & x4, AFlEA U A~T20H (LLF, TARKA
+A VAT LD, BE L, FEFHMEEE Th 58%% (RECIST HA K7
A > 1L RRIZHES < Rl ELIZ KX D CR XUE PR) 13 33.3% (95%(5 #E X [ 1 17.3~52.8%)

Thol-, B, FANIRE LML 23.8%Th-o7=,
* KK 1mgkg (RE) L4 BV A~7 3mglkg ((RE) %R B2 3 HEME T 4 BASREEE L%,
AH| 3mglkg (KE) % 2 HEIRIBE CamiE L, OFABGRICR W TIE, AR & RN HE L,
A B A= TIEAFOBREIE TG 30 5Ll EOBEEZ BW TS 2Bk LTz,

©Mpsh IR ER (CA209067 #XER)

(LA RIG IR ORIGYUIFRARGE 22 M/ IV o Bk B il 8 3% (ECOG Performance
Status 0 KON 1) 945 il (KAI+A &V L~ 7 R 314 B, AREFE316 6], A Y AT
BE3IS ) 2t RIC, A B AvTHEEEZRRE LTRF+ A U L~ TG R OKRH
B G- OAIE R VM2 BEt Lz, EERHMBEE T 5 0S (HFRAE [95% X M 1)
DEHEFENTRERIL, AFI+A Y A~ T7HETNE [NE~NE] 4 H, AAI#ECTNE [29.08
~NE] Z7H., A Y A~T7HET19.98 [17.08~24.61] W ATHY, AAI+A Y L~T
B 5 R OAFNF G153 A BV b~ T HEEITH LR FOICH B R ER 2R Lz (ORAI+ A
B A~ Tih N — N 0.55 [98%(EFHIXH : 0.42~0.72], p<0.0001 [J&%!] log-rank
RE], AEE Y — R 0.63 [98%fE 4 X[H] : 0.48~0.81], p<0.0001 [J&%!] log-rank

MiE], 20064E8 A 1 BT —% v "4 7).,
* K 1mglkg (KTE) & A Y A~ 3mglkg (K % [ BIC 3 BRI T 4 B AR5 TE L%,
AFHI 3 mglkg (KTE) % 2 FERIHING CAREE Lin, PP SRICHB VLTI, ARZRIICERS
L. AU A= Z AR OB EE T 75 30 458 ORI 23 T 5 2 Btk L,

1.0 f
0.9
0.8
0.7
0.6
0.5

BRHF

0.4 K KE+AEYLTTR
0.3 A REIE
0.2 O AEYLTTE

0.1 * ARUO : {TH1Y
0 3 6 9 12 15 18 21 24 27 30 33 36 39
at risk3t E£EHM (B)
FA+AMEYLTTEE 314 292 265 247 226 221 209 200 198 192 170 49
AFIE 316 292 265 244 230 213 201 191 181 175 157 55

A1EYLTITE 315 285 254 228 205 182 164 149 136 129 104 34

X2 OS ? Kaplan-Meier Bi#R (CA209067 3RER)




72¥ IRIBUIBRANRE 2R M AR E 250 RICAH + A ) A~ THREIZOW TGS
L7210 55 1 FERBR (CA209004 3RBR) D =i — b 8 ICBIT 5F%%E (modified WHO J
HEIZHAS < CR UE PR) 1F, ABFIEIERIGIREE T 46.4% (13/28 15, 95%(EHIX[H :
27.5~66.1%) . {LFFRIEBEIRIR BT T 38.5% (5/13 f3il, 95% 54X [H : 13.9~68.4%) T
HoT,

(PD-L1 F&BLIRPUR DA 2t Mo OV 424)

WA MAHRRER (CA20906755k) (THEAAN B2 BEOT — X ITHES& | JEEHM
(2B VVTPD-L1 2% 8L L7 JEE A A 5 251G (LLF, TPD-LIZ&BI=E] L\vH,) Hl
(ZHRER AN IRIT 2 AT > e A IMER L EMVEOFRERIZIU T O L B0 ThoTz,

ARMEICEI LT, PD-LIZEBIRD 1% AN (PD-L1<1%) OBFHEM & i L T1%LLE
(PD-L1=1%) DEFHEMTA Y A~T7 O _EFREHEMEMEA 2R S N (F),
BB, AH+A Y A~ TRORENET T T 7 A JVIEPD-L1 <1%0 BE M & PD-L1=
1% D BEEM TR TH - 72,

PD-L1REBRE1 %K PD-L1EHE1%LLE

R

1.0 \‘{ 10
09 i 09
=\, gy
0.8 L“\\u\ - :
s 0.8 \ o st
07 T 07 o ' -
-~ . > \\
06 h\x\:H-\ — . & 0.6 ‘\
05 - W""'—“ #F 05 EreRl e
™ % o Sy
e e s ; e
041 e EM+AEULTTR Vi 04 e Hml+qEynTTR C
" e
031 A xmE e 031 A e o
0.2 O AEYLTTH 021 -G AEULTTH
0.1 *  ARUO : §TH1Y 0.1 *, ARUO : T91Y
00 00 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 0 3 6 [¢] 12 15 18 21 24 27 30 33 36 39
at risk & EHmm (A) at risk# EFHM (A
FM+AEYLTTB® 123 113 102 91 82 82 79 74 74 72 66 18 4 0 FF+AEYLTTH 155 144 132 127 116 112 105 102 101 99 8 27 3 0O
B 117 103 86 76 73 65 62 59 57 55 50 16 2 0 AAB 171 165 158 148 139 131 122 117 112 109 98 36 1 0
AEYLTIB 13 96 8 79 71 61 57 50 44 43 32 10 1 0 AEYLTIE 164 155 138 126 115 102 89 83 77 74 64 21 2 0

X 3 CA209067 FRBXD PD-L1 EIHEH|TD OS D Kaplan-Meier Hif
(£E : PD-L1<1%DRBELM. A : PD-L1=1%DBEER)



DIEFE LR MAHFRER (ONO-4538-21/CA209238757)

SEARUIERE O IMb/c H1/ IV oM B afE A 906 1 (A ARNEH 28 Bl Ede, AFIRE
45371, A BV A~T (GEETHELZ) BE453 ) ZXfRIC, A BV A~TExRE LT
AF) 3mglkg % 2 MR CEMEHE L & & OFMER DR 2MEEZ R Uiz, EERH
HH Th 5 M AN (P i [95%EHEXMH] ) O RIFETRERIE. AFEET NE

[NE~NE] # A, A U A~T7HETNE [1656~NE] A THY ., AEFNIA Y L~T
3 LR PRIC A B IER 2R LTe (Y — REE 0.65 [97.56%(E X [# : 0.51~0.83] |
p<0.0001 [J&5H! log-rank #iE]. 2017 46 A 12 A5 —% v b4 7) |

* : AJCC (American Joint Committee on Cancer) JiiZ04E (55 7 i) (CH < G4,

1.0 {2

0.9 —A— KFHIFH
L S AEVYLTTE

0.8

0.7

0.6

0.5

0.41

# Bt Hr di¢ 38 R

0.3

0.2

0.11

0.01

I A B e | ——
0 3 6 9 12 15 18 21 24 27

at risk#k EBEZEAFEAR(B)
AF|EE 453 399 353 332 311 291 249 71 5 0
AEV)LTTE 453 364 314 269 252 225 184 56 2 0

4 EERELEEHM O Kaplan-Meier Bt (ONO-4538-21/CA209238 3RER)



(224 14]
OEMNE TR (ONO-4538-02 55k)
AEFRITEE (100%) (2RO B, AKH L DERRERPEETERVAEFFRIT
30/35 B (85.7%) IZ#B®H LTz, FHHEN 5% EORIERIZTRO LEBY ThoTz,

#£1 REEN 5% EORBIEMA (ONO-4538-02 3U5k)

PN S B (%)
FEARGE 35
(MedDRA/J ver.16.0) 4 Grade Grade 3-4 Grade 5
AEIER 30 (85.7) 9 (25.7) 0
Ao WA
FODR IR FEREAR T E 5 (14.3) 0 0
H Ik
T 4 (11.4) 1 (2.9) 0
L 2 (5.7) 1 (2.9) 0
RIS 2 (5.7) 0 0
—i% - BEEER L O SERA OREE
57 5 (14.3) 0 0
& 2 (5.7) 0 0
FEEN 3 (8.6) 0 0
JHFREE R P
ik 2 (5.7) 2 (5.7) 0
g R AR AT
ALT #5n 4 (11.4) 1 (2.9) 0
AST H&/n 5 (14.3) 2 (5.7) 0
A7 /L7 2 R 2 (5.7) 0 0
A CK ¥4 5 (14.3) 3 (8.6) 0
M7 L7 =8 2 (5.7) 0 0
o> Ko RN 2 (5.7) 0 0
1.4 LDH ¥4/n 5 (14.3) 1 (2.9) 0
1A TSH > 3 (8.6) 0 0
ifi. 7 TSH $50 7 (20.0) 0 0
CRP #410 5 (14.3) 1 (2.9) 0
I EREREE N 4 (11.4) 0 0
y-GTP #3/1 4 (11.4) 4 (11.4) 0
FRA TR o B 2 (5.7) 0 0
~NES v v U 3 (8.6) 1 (2.9) 0
U 2 REREE D 5 (14.3) 1 (2.9) 0
I ER B 2 (5.7) 1 (2.9) 0
fi R fafn AR T 2 (5.7) 0 0
i SRR Bk 2 (5.7) 1 (2.9) 0
R I ER B ek 2 (5.7) 1 (2.9) 0
M ifn BREsk ) 6 (17.1) 0 0
WEEfE T3 H50 2 (5.7) 0 0
WERE T3 98 8 (22.9) 0 0
WERE T4 98 6 (17.1) 0 0
WERE T4 H90 2 (5.7) 0 0
U U~ FR--H 3 (8.6) 0 0
M ALP #4500 5 (14.3) 1 (29) 0
HUHIR RIS 3 (8.6) 0 0
AR~ — A — g 2 (5.7) 0 0
HUZHUREE N 2 (5.7) 0 0
V=TI B T aT A N 4 (11.4) 0 0
ifi. /R CK Ja 2 (5.7) 0 0
BRI L O ARk E
RE 2 (5.7) 0 0
TR R IR
W P 2 (5.7) 0 0
K= 2 —m XF— 2 (5.7) 0 0



B RIS HE
FEARGE
(MedDRAV/J ver.16.0)

B (%)

35

4 Grade

Grade 3-4

Grade 5

R % L OVK T ke
B
5 FEIE
95
I INTRZSING A
AR TR FE ¢
e ST

1

6 (17.1)
1 (31.4)
2 (5.7)
2 (5.7)
2 (5.7)
4 (11.4)

S o oo o0

SO oo oo

7k, MIEMEMEE 16 (2.9%) . KIBX -

HEOTHILG] (2.9%) | FRRERED 4 i

(11.4%) . JIT#snelss 5 6 (14.3%) . BHERERE 2 i (5.7%) . FURIRHEREREE 8
(22.9%) | EIEFEE 1] (2.9%) . BEORFEEE 16 (2.9%) K5 LE Ik 145
(2.9%) MO LTz, £, FEREEEERT ., infusion reaction, 1 BUBEIRIE. WL,
BEIEMEEIE, Mok - MRS, DR, Bk, TR, MBUHRUIRE X A3 F— KU
P ML IR P SEBEIR 1 378D D Te o Tz,

HRFzate) 2aTERETT,

@EMNF OB (ONO-4538-08

BIERIZESUR LIS B 5 (BRR A

BHEFEGIL 2224 B (91.7%) (ZRO i, A E OREBERPTE T WA ESR
G213 18/24 il (75.0%) (2R BTz, FEBLEN 5% EOEWERIZTRDO LBV ThH-

7
&2 FRBIN 5% EORIEA (ONO-4538-08 35%)

BRI Fi%x (%)

FEAGE 24 15

(MedDRA/J ver.18.0) 4 Grade Grade 3-4 Grade 5

EEIEN 18 (75.0) 2 (8.3) 0
o3 IsfEE e

PR AR AR T E 6 (25.0) 0 0
H Ik

G 2 (83) 0 0
—fE - 2FEER L OGN OREE

P E 4 (16.7) 0 0
R RARES

iR 2 (83) 0 0
Rt KOk E

BRI 2 (83) 0 0
MR g, FERES K OMithmbE

il 2 (8.3) 0 0
B3 K O TRk

=} 5 (20.8) 0 0

& O PEIE 5 (20.8) 0 0

R NN Y IN & 2 (83) 0 0

B, KGR - BEO TR 2 6] (8.3%) . IFHERERESE 1 6] (4.2%) . T EAHE
161 (4.2%) KOHUIRIBERERES 7 61 (29.2%) 723
MR E (X7 v - NU—EERESE) | B E R RTEMEBRE) | &

10

RE
Wb, £z, FEMEMKE,



infusion reaction, 1 AUWEIRY. FEO RS (FBEREIREGR, 2B, FRE
B | BER. EREMEESE. MO - SRR, S E O MRK. Lk, R, TR, B
FRRLRENE / X AT — e OV VR I NRB D PE SR BER I X589 B v o 72, ARIWVERFE
BURDLIZBIE S (BRRRAEER T 251) 28 0EHERE =T,

@UEAFEIAERER (CA209066 RA5R) V
BEFGIIAFIRE 192/206 6] (93.2%) . DTIC £E 194/205 1] (94.6%) (238D S, IR
BREE L DK RBIFR N IE T 2RWA FEFRIIARAIRE 153/206 41 (74.3%) . DTIC £ 155/205
B (75.6%) IZFBD HAVTZ, WTIDORETHILEN 5% LORIERIZT TR LB T
HoT,
#3 VTNOLDORETRIEARD 5% EOBITER (CA209066 FABR)

BE (%)
L VAT
ﬁiiqgj;ﬂ = AFIRE DTIC #¢
(MedDRAV/J ver.17.0) 206 f1 205 1
4= Grade Grade 3-4 Grade 5 4 Grade Grade 3-4 Grade 5
RITEA 153 (74.3) 24 (11.7) 0 155 (75.6) 36 (17.6) 0
MgHR LY R EE
B BRI E 0 0 0 23 (11.2) 9 (4.4) 0
i B E 0 0 0 21 (10.2) 10 (4.9 0
H I
(EE 22 (10.7) 0 0 25 (12.2) 0 0
T 33 (16.0) 2 (1.0) 0 32 (15.6) 1 (0.5 0
L 34 (16.5) 0 0 85 (41.5) 0 0
e - 13 (6.3) 1 (0.5 0 43 (21.0) 1 (0.5) 0
—f% - BEREER O G ERoREE
) E 21 (10.2) 0 0 25 (12.2) 1 (0.5 0
it 41 (19.9) 0 0 30 (14.6) 2 (1.0 0
FEEN 15 (7.3) 0 0 10 (4.9) 1 (0.5) 0
Rt L OsesEEE
BRI 11 (5.3) 0 0 19 (9.3) 0 0
B H SRR L O ARk E
RAEiivR 12 (5.8) 0 0 3 (15 0 0
R E
IEpR 9 (4.4) 0 0 14 (6.8) 0 0
FRE3 L O PRk
HLBE 13 (6.3) 0 0 4 (2.0) 0 0
St E RN 3 (1.5 0 0 11 (5.4) 0 0
% 9 FEE 35 (17.0) 1 (0.5 0 11 (5.4) 0 0
F95 31 (15.0) 1 (0.5) 0 6 (2.9) 0 0
= EPE A 22 (10.7) 0 0 1 (05 0 0

¥, ARV CRRVE MR 3 41 (1.5%) . KIEZE - TR O T 6 6 (2.9%) |
PRI (7T 2« N —JEGRES) 28 1 (13.6%) . ATHERERETE 7 61 (3.4%) . &%
REFETE 4 B (1.9%) . TR 4 41 (1.9%) . FRIMERERES 13 #1 (6.3%) .
infusion reaction 15 51 (7.3%) . 1 BUHEIRYE 1 61 (0.5%) . EEEE DR GRS 3 5] (1.5%)
KLOSEIER LB (05%) e b, Fio, BIREE, WK, BIEMEE, K
%« BERSE, DRI, AR, TSR, BERUTRLARIE/ < A /3T — K OV M il M4
SRBERIIRR O BV o T, ABIWEMFEBLRIUIEERES (FRRMEMEET 2 51) %
BB RE R T,
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@yFAE AR (CA209037 #BxR) 2

B EFLITARAIRE 265268 11 (98.9%) . ALFIEIERE 98/102 1] (96.1%) IT#D 5
AU, IRBREE & DR EERN G E T E WA EFHGIIAAKIRE 199/268 15 (74.3%) . b+
FRIERE 85/102 1] (83.3%) IC38 D BTz, WFNDRETRILERN 5%LL EORIWERIX
THROELEEY ThHoT,

F4 DTN OBETEARY 5% EOBIER (CA209037 3:ER)
B (%)

i VAS o1
T AT (LR
(MedDRAVJ ver.17.1) 268§ 102 41
4= Grade Grade 3-4 Grade 5 4= Grade Grade 3-4 Grade 5
AEIER 199 (74.3) 33 (12.3) 0 85 (83.3) 35 (34.3) 0
Mg LY 3R bEE
25 ifi. 18 (6.7) 3 (1.1) 0 24 (235) 5 (4.9) 0
[ i BR e S 1 (0.4) 0 0 8 (7.8) 2 (2.0) 0
I H BRI E 0 0 0 20 (196) 16 (15.7) 0
i/ Nk SiE 1 (0.4) 1 (0.4) 0 12 (11.8) 6 (5.9) 0
oI RE E
IR BRMSREAR T E 18 (6.7) 0 0 0 0 0
I
LGS 11 (4.1) 0 0 15 (14.7) 1 (1.0 0
T 42 (15.7) 1 (0.4) 0 16 (15.7) 2 (2.0) 0
L 33 (12.3) 0 0 39 (38.2) 2 (2.0) 0
Mg - 12 (4.5) 1 (0.4) 0 21 (20.6) 3 (29 0
—i% - BEEER L OGN OREE
) E 14 (5.2) 0 0 7 (6.9) 0 0
I 5 82 (30.6) 3 (1.1) 0 41 (40.2) 4 (3.9) 0
5, R X OWE A GHE
HEATEE D S 4 (1.5) 1 (0.4) 0 9 (8.8) 0 0
Fife PR AR AT
ALT #50n 14 (5.2) 3 (11 0 1 (1.0) 0 0
AST H4n 15 (5.6) 2 (0.7) 0 2 (2.0) 0 0
T rh Bk A 0 0 0 7 (6.9) 3 (2.9 0
i Nk A 1 (0.4) 0 0 8 (7.8) 3 (2.9 0
i BRER 3 (11) 0 0 8 (7.8) 2 (20 0
B L OseEREE
BARIEER 18 (6.7) 0 0 17 (16.7) 0
BRI L O A MRk E
RAHiR 15 (5.6) 0 0 13 (12.7) 1 (1.0 0
7 P 11 (4.1) 0 0 8 (7.8) 0 0
PR
M= 2 — S F— 1 (0.4) 0 0 10 (9.8) 1 (1.0 0
BRI 3 (1.1 0 0 10 (9.8) 0 0
MEas. MsRds X OWEhR R
W% [R] 13 (4.9) 0 0 8 (7.8) 0
F R ¥ KO PR RRREE
WiBIE 2 (0.7 0 0 28 (27.5) 0 0
& D FERE 51 (19.0) 0 0 2 (2.0) 0 0
95 34 (12.7) 1 (0.4) 0 5 (4.9) 0 0
BEIR 9B 5 16 (6.0) 0 0 2 (2.0) 0 0
=k A BE 24 (9.0) 0 0 0 0 0

72k AFIBEZ B CRVE MR 8 1] (3.0%) . KIG4 - EIED T 4 4 (1.5%) .
MR 33 3] (12.3%) . AFREREREEE 22 f5] (8.2%) . EAERERETE  (JRANE [T 2%
52) 545 (1.9%) . FRIRASHERE 2 23 5] (8.6%) . R FE=E 1 51 (0.4%) . infusion reaction

12



10 B (3.7%) . EHEEOREREE 16 (0.4%) . BER 2 61 (0.7%) KOS E S EES% 3 6
(11%) RO Oz, Fo, FEMEERERTE. 1 ANERW, SEEMMEIGE, KK - 86
S, e, Mhde. BT, RRBUTHBMAEIE/ X AT — K OV M i/ NSO M 2R B 7
IEFB O LR o T, AEWERRBUR DU ESR S (RRREMRET 2 E5T) 2804%
FHERE R,

G@EWNH TFHER (ONO-4538-1735k)
AEFERITEH (100%) ([ZF8D HiL, AHlE ORREENEETERVAETEFER LA
il (100%) ZR8D BiTc, WHRNS%LL EORERIITERO LBV ThoTo,
£S5 RBIEH 5% EDOREIER (ONO-4538-17 3BR)

LRE BRI % (%)

FEARGE 30 {3

(MedDRAV/J ver.20.0) 4 Grade Grade 3-4 Grade 5
RITER 30 (100) 23 (76.7) 0
MgHR LY R EE

Sy 2 (6.7) 0 0
3 IsRE TS

IR R RE TR 2 (6.7) 0 0

FOIR AR B TE 7 (23.3) 0 0

BEELTS 2 (6.7) 2 (6.7) 0
H I

(EE 5 (16.7) 1 (3.3) 0

T 16 (53.3) 1 (33) 0

N 2 (6.7) 0 0

L 4 (13.3) 0 0

A% 3 (10.0) 0 0

N i 6 (20.0) 1 (3.3) 0
—i% - RHREER X ORGS0k

55 5 (16.7) 0 0

PR 7 (23.3) 1 (33) 0

RAGPETRIE 2 (6.7) 0 0

FEEL 12 (40.0) 1 (3.3) 0
JHNEE R fR

SRk e S 5 7 (23.3) 4 (13.3) 0

B 2 (6.7) 0 0
AR AR A

ALT 40 11 (36.7) 3 (10.0) 0

75— 5 (16.7) 1 (33) 0

AST 4/ 11 (36.7) 2 (6.7) 0

v-GTP #/1 5 (16.7) 3 (10.0) 0

Y S —FHIN 12 (40.0) 7 (23.3) 0

IREFD 2 (6.7) 0 0

AT A Y RRT 72— 4 (13.3) 0 0
Rt L OsesEEE

&) T A E 2 (6.7) 0 0

&7 L7 v IsE 2 (6.7) 1 (3.3) 0

KT+ U 7 A 5 (16.7) 4 (13.3) 0

BRI 8 (26.7) 1 (3.3) 0
B R 3 L O ARk E

RAEiR 5 (16.7) 0 0
R R

U 2 (6.7) 0 0

SRR 5 (16.7) 1 (3.3) 0
M aR, MOERE & O Rk

R 6 2 (6.7) 0 0

13



B BIR R Bl (%)
FEARGE 30 f3
(MedDRAV/J ver.20.0) 4= Grade Grade 3-4 Grade 5
T A 2 (6.7) 0 0
F2 &8 KO T ARGk E
D FEIE 10 (33.3) 0 0
W5 18 (60.0) 2 (6.7) 0
R INTR S IN A 4 (13.3) 1 (3.3) 0

72k PRIRFETEOM (30.0%) | ITHEREM 1461 (46.7%) . FARIREEREFEE 76 (23.3%) |

[V M it FE 341 (10.0%) | KAk « BEHE o T #3451 (10.0%) | B o iz S P 3451 (10.0%)
T EAREEREREE 211 (6.7%) . 5 & 5 IS 1451 (3.3%)  BEAUARREARAE/ X A X F—24 (6.7%)
R OV RImAR ZERRE L] (3.3%) 2358 Hiviz, F7-, BHREREE, FIEHEERE, 14
WERIG, WER, BAEMIE)AE, AN - BlEZE . infusionreaction, DoAlZE. Ahdk. #odk
I/ NI PSR BESR K OF R IT380 B e o 7z, ARIWERREBUR LI EE S (R

MAMERTE 2 5T) ZatE

@M/ MAHRRR (CA20906775R)

BEFRGIIARA A+ A BV LA~ 731231361 (99.7%) . AFIFE312/31361 (99.7%) . A
E'U A~ T7HE308/31141 (99.0%) (258D b, TRERIE & ORRFEBENEE TE RWAE
FGUIARK + A BV A~ THE300/31361 (95.8%) . AFIFE270/31361 (86.3%), A BV A
~ 7 HE268/31141 (86.2%) IZF88 BTz, WT I ORETHRILEN %L EORIERIZT
RDOELEEY THoT,
#6 WTNHIDBETREREN 5% ELOBIER (CA209067 HER)

AT R 2T,

B (%)
DL YA
T RATA Y v TR A TEI LT
(MedDRA/J ver19.0) — 313 #1 313 4l 311 41
4 Grade Grade 3-4 Grade5 4= Grade Grade3-4 Grade5 4 Grade Grade 3-4  Grade 5
2RIER 300 (95.8) 183 (58.5) 0 270 (86.3) 65 (20.8) 0 268 (86.2) 86 (27.7) 1 (0.3)
PN o3 WA
FOIR e e e E 34 (10.9) 3 (1.0) 0 15 (4.8) 0 0 3 (1.0 0 0
RO IR BEAR T E 51 (16.3) 1 (0.3) 0 32 (10.2) 0 0 14 (45) 0 0
EELTS 23 (7.3) 5 (1.6) 0 2 (0.6) 2 (0.6) 0 12 (3.9) 5 (1.6) 0
H I
e 28 (8.9) 1 (0.3 0 18 (5.8) 0 0 28 (9.0) 2 (0.6) 0
P70 40 (12.8) 26 (8.3) 0 7 (22) 3 (1.0) 0 35 (11.3) 24 (7.7) 0
(EE 12 (3.8) 0 0 19 (6.1) 0 0 17 (5.5) 0 0
T 142 (45.4) 30 (9.6) 0 67 (21.4) 9 (29 0 105 (338) 18 (5.8) 0
M N HZIE 19 (6.1) 0 0 13 (4.2) 0 0 7 (2.3) 0 0
L 88 (28.1) 7 (2.2) 0 41 (13.1) 0 0 51 (16.4) 2 (0.6) 0
M - 50 (16.0) 8 (2.6) 0 22 (7.0) 1 (0.3) 0 24 (7.7) 1 (0.3) 0
—i% - EEREER O SEOREE
77 R 31 (9.9) 1 (0.3) 0 25 (8.0) 1 (0.3) 0 17 (5.5) 2 (0.6) 0
B 22 (7.0) 0 0 12 (3.8) 0 0 10 (3.2) 0 0
i 118 (37.7) 13 (4.2) 0 111 (35.5) 3 (1.0) 0 89 (28.6) 3 (1.0) 0
FEEL 60 (19.2) 2 (0.6) 0 21 (6.7) 0 0 21 (6.8) 1 (0.3) 0
g AR AR A
ALT H4/0 59 (18.8) 27 (8.6) 0 12 (3.8) 3 (1.0 0 12 (3.9) 5 (1.6) 0
77 —EHm 23 (7.3) 9 (29 0 17 (5.4) 5 (1.6) 0 15 (4.8) 4 (1.3) 0
AST $#n 51 (16.3) 19 (6.1) 0 13 (4.2) 3 (1.0) 0 12 (3.9) 2 (0.6) 0

14



BiEx (%)

Rt FATAEY S TR A eV LT
(MedDRA/J ver.19.0) 313 1 313 f 311 41
4= Grade Grade 3-4 Grade5 4 Grade Grade3-4 Grade5 4 Grade Grade 3-4  Grade 5

U X—C N 43 (13.7) 34 (10.9) 0 24 (7.7) 12 (3.8) 0 18 (5.8) 12 (3.9) 0
PRERD 19 (6.1) 0 0 10 (3.2) 0 0 4 (1.3) 1 (0.3) 0
R L OsesEEE

AARIRGE 60 (19.2) 4 (1.3) 0 36 (11.5) 0 0 41 (13.2) 1 (0.3) 0
T EH SRR KO ARk S

BAfR 42 (13.4) 1 (0.3) 0 29 (9.3) 1 (0.3) 0 21 (6.8) 0 0
ik 17 (5.4) 1 (0.3 0 15 (4.8) 1 (0.3 0 9 (2.9 0 0
TR

FEIED W 17 (5.4) 0 0 15 (4.8) 0 0 11 (3.5) 0 0

R A H 14 (4.5) 0 0 18 (5.8) 0 0 9 (2.9 0 0
SER 34 (10.9) 2 (0.6) 0 24 (7.7) 0 0 25 (8.0) 1 (0.3) 0
Mg, BOERES K OEhR

AL 24 (1.7) 0 0 20 (6.4) 2 (0.6) 0 15 (4.8) 0 0

IR TR 36 (11.5) 3 (1.0) 0 20 (6.4) 1 (0.3) 0 12 (3.9) 0 0
fitifigk 2 21 (6.7) 3 (1.0 0 4 (1.3) 1 (0.3) 0 5 (1.6) 1 (0.3) 0
KR F KO FRERkREE S

& WA 15 (4.8) 0 0 17 (5.4) 0 0 11 (3.5) 0 0

& 9 FEAE 112 (35.8) 6 (1.9) 0 67 (21.4) 1 (0.3) 0 113 (36.3) 1 (0.3) 0
S 91 (29.1) 10 (3.2 0 72 (23.00 1 (0.3) 0 68 (21.9) 5 (1.6) 0
BEIR B IRE 5 38 (12.1) 6 (1.9 0 14 (4.5) 2 (0.6) 0 38 (12.2) 1 (0.3) 0
= FEE 27 (8.6) 0 0 28 (8.9) 1 (0.3) 0 16 (5.1) 0 0

B, AB+A Y A~ TR WD TR ESSH] (27.5%) . AFHERERE 10241
(32.6%) . HUARARHEREFEESTHI (27.8%) . BHEREREE 2161 (6.7%) . &M £E25

B (8.0%) . KAFZE « HED FHI60H] (19.2%) . BEE DR EEE221H] (6.7%) . FiE
REERERE 2761 (8.6%) . FIRHSAEREE 14451 (4.5%) | FER3BI (1.0%) . AM7e - B
%2151 (0.6%) . infusion reaction 13/ (4.2%) . 5 & 5 55341 (1.0%) . 72361 (1.0%) .
RERL T RRAE / < A3 F—5041 (16.0%) | T 514451 (4.5%) K& OVF# IR ke 2842 E 2451 (0.6%)
MO BTz, Flo, VRBERIE, BEIEEAE, OAhR & OV i MR S5 5T
FEITFRD B AR o T, RFIFE I TR 6601 (21.1%) | ITHAERE 2461 (7.7%) |
FOR IR RERE 4761 (15.0%) . BREREREE 36 (1.0%) | [IEMEMZEESH] (1.6%) |
R - BREE D FFI1661 (5.1%) | HEE OO J2 JiFR 3811 (2.6%) . T TR RERRZ 311 (1.0%) |
B RERERE 301 (1.0%) . BEZ3HI (1.0%) . infusionreaction 14f1 (4.5%) . 5 & 9K
22050 (0.6%) . BERUHRMEIE/ S A/ 3F—2861 (8.9%) . AF4c2M (0.6%) M ONERMRIL
FRFERRIELE] (0.3%) MO DTz, T, VRUBERS G, BEREMEIE, MK - Bk,
O AR e OV PR i M PESRBER I 3GR 8 B AL 0o 7o, REIMEFHZE BRI X
BlEES (RMAMEET 25T 23 0EHERE =T,

AR UIBR R RE 70 BN R AR 2 K GUIARA+ 4 BV A~ TG 2 et Lo S
I #H5ABR (CA209004 #kER) D =7k — b 8 IR\ T, (LFIRIERIBIRBE 28 ] & (L2
BB HRAEE 13 6 & O T, ZaMtIcUfE 2RIl oo olz,
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DEFR LR A RER (ONO-4538-21/CA2092387:K57%)

BEFGIIAKIREA38/4521% (96.9%) . A &'V L~ 7 #E446/45301 (98.5%) (2780 5
AU, IRBREE & ORRBRAEE T E WA FFGIIAHINEIBS/452145 (85.2%) . A &'
I~ 7 REA34/45301 (95.8%) IZFE0 BT, W ORETRILRIE% L, EORIVEMIX
TEROEEBY THHoT,

KT WITNLOFETREERI5%L EORIEA (ONO-4538-21/CA209238305R)

Bil%x (%)

AERIPNAY | g
et AT TEV AT
(MedDRA/J ver.20.0) 452 3 453 71
4= Grade Grade 3-4 Grade 5 4 Grade Grade 3-4 Grade 5

AEIEM 385 (85.2) 65 (144) O 434 (95.8) 208  (45.9) 0
B H R L OV A ks

S 0 0
e 57 (12.6) 1 (02 49 (10.8) 2 (04
Al 0 0
i 35 (77 1 (02 19 (42 1 (02
b

T 0 0
i 110 (24.3) 7 (15 208  (45.9) 43 ( 95)

a 0 0
i 68 (15.0) 1 (02 91 (20.1) 0

N9 29 ( 64) 0 0 46 (10.2) 1 ( 02

E 12 (27 1 (02 0 44 (9.7) 2 (04
PR R 24 ( 5.3) 0 0 14 ( 31 0 0
UN; T 9 ( 20) 3 (07 O 45 (1 9.9) 3 (75 0
— - R FEER L OGO REE

A ST HE 57 (12.6) 1 (02 0 53 (11.7) 4 (09 O
i3 0 0
5 156 (34.5) 2 (04 149 (32.9) 4 (09

7 0 0
# 7 ( 15) 0 54 (11.9) 2 (04

B IR A%
7

Yo —PHIN 30 ( 6.6) 19 ( 42 0 26 ( 57 6 (35 0
ALT #4/0 28 (6.2 5 (11 O 66 (14.6) 26 (57 0
AST #4n 25  ( 55) 2 (04 O 60 (13.2) 19 (42 O
77— HIM 25  ( 55) 9 (20 O 14 ( 31) 5 (11) O
B L O E

AR 18  ( 40) 0 0 39 ( 86) 1 (02 O
R R

;g 4 (97 1 (02 0 79 (17.4) 7 (15 0
BB LU T ALk E

R VNITRZ S/ 4 S 24 ( 5.3) 0 0 50 (11.0) 9 (20 O
TR 105  (23.2) 0 0 152 (33.6) 5 (11 0
?f 90 (19.9) 5 ( 11) 0 133 (29.4) 14 ( 31) 0
R0 g, ERFs KOMERIE

W% ) e 15  ( 33) 2 (04 O 24 ( 53) 0 0
WG WAk

FR I R T 49 (10.8) 1 (02 0 31 ( 6.8) 2 (04 O
FR s RE Ot 36 ( 8.0) 1 (02 0 18 ( 4.0) 1 (02 O
IEELYS 7 ( 15) 2 (04 O 48 (10.6) 1 (24 0

16



7k, ARFIBHCR W CRBEMEMZER 11 6] (2.4%) | BERUHRLRAE/ X 435 —48 f
(10.6%) . NTBkRErEE 40 5 (8.8%) . FLIRMRFERERET o1 4 (20.1%) . FRiRFETE 83
Bl (18.4%) . EHEREREE 6 1 (1.3%) . RIEHERERDE 6 ] (1.3%) . TGRS
8 5 (1.8%) . infusion reactionll f5] (2.4%) . KEZK - EED TH# 21 5] (4.6%) . &
FE DRz R 5 1 (1.1%) . 1 AUBEIRSS 1651 (0.2%) . S 341 (0.7%) . 5 &9 Bk
2 5 (0.4%) . FF2 341 (0.7%) 2RD BN, F/o, HIEMESIE, DK, K.
So MR ML RS A PR R B . XA - RERSEAE . WRR AR ZEARIE K OB MEAEAE RITFE D ©
N ol REWERFEBLRIIIBE RS (RMAEMET 2 51) 23 0EFER%E
N

1) Robert C.etal. : N.Engl.J.Med., 372 : 320, 2015 (CA209066:45%)
2) Weber J.S. etal. : Lancet Oncol., 16 : 375, 2015 (CA209037 #5k)
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[ - HE]

AANOREMEDENEET NV EFIH L=V I 2 b—2 3 1280 AA 3mgkg Xik
240 mg % 2 JAREIR TR G L 7ZBROARF O MG TIRES T Sz, ZORFR, AH
240 mg &G L7 BROGEEREIL, AH 3 mgkg b L 7CBROGREE & & ik U TRl
T ETRIENTZLOO, HRANBEIZEBOD THERMERHER I TV AL AE 10
mg/kg % 2 B CHE) TARFZEG LIZEOBREE & & g L CRMEE =7 & T3
S (F2R). M2 C. BEROBIEC R 57 — 2 1C 5% | A% 3me/kg X% 240 mg
Z 2 AR TG L2 BERO A O R & & A M UL e & O 2 Gt 2 1%
B SUSTET VDREE S, BkBhElZ DWW TREIDTh /R, ERRo ML - HEo
WA O L EVEICHME R ER T W E Pl SN, -, BEERAERAE BT
DT —HIZHAD X AH 1 mgkg XL 80mg &4 vV A~7 3mgkg & 3 ¥ MR CTH
B U T BROAHN O EE & & 22tk & OFE A a2 LUSE T VAMEE S 4L, i
BREIZ DWW TRREI DM TN IR R, ERRO ML - HEOM TRt 2R T v
EFPHlENnT,

K8 FRDOEKMERNT A—F

- B Cimax Chmind14 Cavgdl4 Cinax,ss Cnin,ss Cavgss
(ug/mL) (ug/mL) (ug/mL) (ug/mL) (ng/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 mglke Q2W (14;,9;19) (51.62T '739.2) (79.93),'?14) (33??232) (18421,1 ;13) (23$,7§86)

El:%'fﬁ (5%/ﬁ,95%1'ﬁ)\ QZW . zﬁFﬁﬂﬁﬁﬁﬁ%\ Cmax : *ﬂ@&’ﬂ_—%@%%‘m%qjﬂ%}ﬁx Cmind]4 : %ﬂ@j&’ﬁ:"fﬁlé"
A EICRT 2 KM PR, Cagas - FIEIFER 5% 140 H £ TOFHMEHIRE, Craxss : EFIRIEICZE
L‘)’é%%[ﬁl?%ﬁl:'ﬂ])%};f\ Cmin,ss . Eﬁ%ﬁﬁéi%ﬁé%{&ﬁl%qﬂﬁﬁ\ Cavg,ss . Eﬁ:{kﬁgﬁ:ﬁbjéqzi@ml{%qj
W

F 7o ABIOREMEYBREET LV EFHLZY I 2 b—3 3 2k 0 AHI480mg
% 4 ARG CHG SUIBEARR O ik « % TR U 72 BR O ARK 0 i o i B 23 et
Sz, ZORER., AK| 480 mg % 4 HEMR TR G L0 EFIREBIZB T 2 i
EHIRE (LT, TCags) &V, ) 1%, AKl240mg % 2 H[EREIFE THEE L 72BED Cavgss
EHUT DTSN (FR) o E£7o. AH41480 mg % 4 BEHIHERRE TG LIZBEOE
FARBEIC R T D@ MmiBEFHIEE (LAT. [Craxs) &9, ) X, AHI 240 mg % 2 [
[FIRE CTHE L72BE D Craxss & W L TREZ AT & TS N2 b OO, AARNBEICE
WTEARPENHER STV ML - Ji& (10mglkg % 2 MR T#E) TAF &5
L72BED Craxss & I L TIRfE AR & FRIS 7 (FR) . M T, #HomEEcs
J5T =2 IS E AKI3mglkg ((RE) F7-13 240mg % 2 EFFFE. # L < 1IAA
480 mg % 4 BN TG L 7B O ARKI OIRTE R & A 32 et & o B % M
TARBIOCTT AR SN, YZEEICOWTRBM TR R, LRk -
M BEOR THIWE R VLSV 2R IT Vv & TRl & vz,
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R AROEYBIE T A —F

s - g Crax Cind28 Caved2s Crmax,ss Chmin,ss Cavg,ss
(pg/mL) (ng/mL) (ng/mL) (png/mL) (ng/mL) (ug/mL)
S melke @2W (35-52{ 7760-8) (16-25750-3) (21.321 ??3.9) (75.%){3171) (27.612,'107) (42.717,’?27)
240 me Q2W (513%Z03) (23é?§;1n (30222i19) (10§?354> (41%2?58) (62i?%87)
480 mg QW (105?207) (15%?174) (37ES§;8) (14?}?36) (272i?37) (62i?287)
10mehg QW | (146"30) | (s65152) | (ot 14) | (29.95) | (14303 | 36 97)

il (5%, 95%/5) . Q2W : 2B EIRE. Q4W : 4MEMIRINE. Cmax @ FIEIHE 514 OB & ML i EE
Cumind2s : AP 51428 H B IZ351F 2 IR MG H IR Caveazs : FIRIEE G428 B B £ TOE) M FIRE,
Crnaxss © JEFIRRBIZ T D I M5 FIREE, Cuinss : EFIRRBIZIT D HARIMIE FHREE, Cavess : EFIRRE
(231 B R L5 R EE
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4. FEFIZOWVT

MR UIBR AR 72 MR i B (S T 2 561203, AR & U CERAuREIA (45
) DL TNDZ &0k, éumﬂﬁ%uﬁtﬂ ’%MT%%@M XChHDHLULENDD, £
O LT, EHES Y X7 EHGHE (RMP) ([ZHD X AKHI O EES AV SUEE ~D 1k
HilA3 8 2 Mgk T o T, AN OE G- 72 BE A 2Wr - 58 L, AFIOBGIZ L HEZR
BIER 238l LT-BRICxHE T 2 Z E 3B e 7o, LLFOO~@ DX T &iii7= 3 Mizkic
BWHEAT2RX&ETH D,

O MEFITOWVT

@1 Fieo (1) ~ (5) OWTNNITEYT D ThHhDH Z &,

(1) EAFHEREDIEE T 205 ViR PEE BT RDS A2 RE L AR P
HIIEEAS A RS BB AR, Mtk )s A 2Rl 7 &)

(2) FEEHERERDE

(3) HBENFIRF TG E T 2 0 AP (DS AR REEEE E WP, 25 AR
B wEE. S AR HEE R &)

(4) IRAFFRER 2GR E U, SORIER L RIE2 IR | USRI b ik s ik
2 OREFRFENEICLR D R 21T > T D ek

(5) PrEEMEREREAIL T EBINRE O R IR D 21T > TV D itk

O-2 EMERGREOLSHRE K ORINE SEBURS OIS 53 72 Jnik & 5k &2 R D EE Al
(FROWTINITIEE T DER) 23, YEZEBOAFICET IBROBMEE L LT

BESNTNDZ &,

*

o [EEMEFFESE 2 FOUMIMHEZE T L7212 5 FELL LD D TR DB IRIHE 2
{ToTCWAHZ &, 95, 2L R, BAREMIRIELS I & LIZBRRIERE T ONHME %
IToTCWVWBHZ L,

o [EAIRFFESE 2 FEOMMINME ZE T L72RIC 5 L1 Lo B IR 2R O
IR Z AT LTV D Z &,

© BENOERSFREEDOEHIZONT

RIS I A BT D RMEE N E S b, BRSNS OfFmE 0, A - %
IR OB P ONERISE IR 5 iR it AFFRNELE LB E OIS
. FRESNITAT DN D IEFINE > TN D Z &,
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@ EBMERADIRNITOWT
®-1 BWERRBEE O3 AH I B84 % B

W MERR B O EE R BITERA R AE LZBRIC, 24 BRRIR2IRIRHIO T, ik X
IEEE R (23T, BB L7 BIEANCS U CABREE L O CT O EIEH ORI 24
ERRAEOR RIS Y APIE O, EHITRISATREZRARI N E > Tnd Z &,

@-2 EENEFEHICLAFBLNNICETLEH

N ASIRICHE D D B A itk e OB RE 2 A4 D ERIEFE DNEER =4V v
EEDHERDOA T ) —= T HTOERE L IF#ME LA TE D F— LERIRH 2
SN TWDHZ L, B, BIIAHICOWT, DABE L ZFOFBEICHDITAmENT
WnHZ &,

@-3 BIFERDZUTLRINIZE LT

BIVER (RYE MR BTN 2 | EAEMEEDAE, O R, Mk, B RARE . RIBXK.
INBS, BEO TR, | BBERE, BUEATIR. TR, IS TR, mifbrEiase
%, HRIRESRERE S T EEARERERR . ehRRREE . BT, BIEREE. MK, BEEAK.
O fEREE, RS ZEFRAE, infusion reaction, FEHE 7 Mkl ifn BR & EBERE
fEEZ, e, EHEOHR, SR, WEORERIG, IR EE, OEEE (OF
HEED « IRNR » OSEPEIISMIGHESE) . ZRZFERES . S, EFLAE) 1T6F LT, ikt X
T B R B D MM A A 2 EEAD & U (BIER oKX S IZE L THEE R O
XRAEZITONDLDFMEIZH D Z L) EHITEYRLE N TE LGRS TND Z &,
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5. B#Extp L s BE

(H2hEIC B+ 2% ]

O TREOBEIZBWTAFOFRMEN RSN TN D,
o ALFIRIERIGR K OBEER OARIGEIERANRE 72 TLHT/ IV ] SO LR 58 o v R iE

BE

o SERUIRFZOIb/C B/ IVH Y o BafERE BT DI L
723, BRAFEE AR Z6 T 5 BEITH WL, BRAFBIFEANC L 210K LB ET
HZk,

@ AH+A Y L~ T EREIICFIRIERIBIRORIGUIR A G 72 BN R A S 2 55
& LA S ARRER (CA20906735R) ICBW T, MR E S A B Y A~THKE
2k L CHMERRGES LTV D, 722 L, AAl+A B Y A~ 7 H5 & AHK| B
5% bl U 72 RBRA 72 EHI B W TR, PD-LIEBURILICE D A B Y A~ T D L3
HNRD R DBAD TR ENHFERPGELNTND (Tp2R) , 2o, Rk
OIBR AR RE AR R R A B E 2BV T, ARl A B Y A~ T L OB O G A
Wrd 23540, PD-LIEBE* 2RI 52 ENEE LU, PD-LIEEIEN1%LL ETH
D EDHER SN BE TRV TL, JRHL AFREMER LS A EET S, k. BiG
UIBRARE 72 S B RS 2 b 5 & U 72 igEsh o 1 #EEBR (CA20900435R) D =27k —
R8IZIH W T, (b FIERIRE BE AL FHRIERBRREBEE & ORI TARAI+ A U A
~ 75O NECIE R 2R ITIRD DTV,

kARFIOBZWE L L, RFE4 : PD-L1IHC 28-8 pharmDx [ 4 =t | 23&R ST 5,

(1) AJCC (American Joint Committee on Cancer) J#ilisyde (55 7 i) (<33 < Gl
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[tz B 4 5 F1E]

O TRICEYTHIREICOWVWTUIAROREN LD L SN TWD Z b, &5 %217
DRI &
o ARENDOEITIT R LIBBUEDOREERE D & 5 B

@ REATOFHMIZIBW T RIS ST 2 B IOV TR, AAlOREITHELE S 2

D, AOIREERPTUL A 2N EITIRY | HEREICAFZEHT 22 2BETE D,

o MEMMEEDOAH IO H 5 BE

o TR AR A CRVE S 2 58 6O D A K ONEENME O TS B I g 2% S0l G i ¢
LEOICRIEME A DD B

o HORERBOED, XUHIEMHR7ZE L < ITHERMED B O i B OB TR D
oo BE

o EERBAEE (GE B A 5 Te) O b HERE

o OB IIBEE A AT DA

*  ECOG Performance Status 3-4 2 0B

(20 ECOG @ Performance Status (PS)

Score | EFe

0 | &<MERIEE TS5, BT L R U R EAERNHRZR AT D,

PREIZI LUEBNTHIR S 225, BTAIRE T, BAIEESEE > TOMERIIITI LN TE D,
Bl BEOFE, FHEE

BTAIEECHSOH DRI O Z LT T N TRHREIEDBEREIZTE oy, B O 50%LL B~y RA4ACil 27,

ROENTZHOSOHOEY OZ L LnTERY, BFO 50%LL L&~y R+ d,

AW

ELENT RV, BAOHFOEY OZ LiF4e TERY, BEICy R+ Tl I4,
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6. I L THETREHH

AT SCESRTIN % | BUEIR T8 EH DR T 2 BRFEIC LD & ARHK O Fpitk K& OV 1Ff#
DT OIZ B HE T L TS5 2 &

TRRBARIZYENE D | B UXZE DFEIEITH IR OERRIEZ +553 0 L, [FEZ2 15
TobEhET5H L,

RIRCIBRARRE R M R AEBE BV T AR LA ) A~ T L O ARG ORF
R 856, PD-LL BLR L MERT 5 2 ENEE LUV, PD-LL FBLR R
TERWEAIIE, AFIE A B A~7 L OO 2wl L7z L Ts
THZ L,

FREWERAO~F T A MZOWNT

@

@

MEMEMEEN D LD Z ERH DD T, KFNOEGIZHT-> T, BRE
W (REWR RIEE, imk, FEEVE) OREFE M O X M o i, Bz -+
TS 2k, Fio. KBS UTHES CT, Mig~—7—%0Mma %2 it 5
Zé&,

AFNOFEILEE D infusion reaction (2 2 CEARHI 43 %D T 5 U
i %AT -7 L CBRMET 5 2 & £ 72,2 B B LR O AA$ 5-FFIZ infusion reaction
DHHLOLNDZEHHDHDT, KFIEGH R OARA G T #IT A 2P A
CERAET %, BEORBEL 28I 52 L, 70, infusion reaction &
FHLLICGA IR, R TOBELOERD TERIZEIE T 2 £ CHE - 08l
T5HZ &,

ORI REIRE . TRAEERET R ORIBEERH bbb Z B3 HDH DT,
AFN D ¥ 5B hEET M O G-I I E IR N3 st rE iR A (TSH. 1028 T3,
FERE T4, ACTH, =V —VEORIE) #FE i+ 52 &,
AFNOFEEIZ LY | BEORERISIZERT 5 &5 2 bildikx IR BOW e
DHLOLNDZENDDH, BENRDOONTEGEITIL, BELEFRIIS UL
B 72 05k & BRBR 2 Ff D[RRl & i U Cal bl 2 B nRs W 21TV 18R o5
FOSIT X 2 BWER 2 o 2 355 12id, AFNORIE T I, K ORIE RE A
NECHOBRGEEZBETDHZ L, B, BIERERLVE L OFREIZEVREIE
A OUGERFRD IR WA TR, BB RE AV LISt o Sz il Fl o8 in
bEET D L

BeEAET %, BOEBIOE ARRE L T LEWERDBET L2 Enb D729,
AFN DGR TZRICORIEHORBIZ2IZEET H 2 &,

1 BUBE R (BIE | BUEIR WS 2 3 de) b bbdv, BERPMES F 7o R— X
ICEBDZENHLHDOT, Alg, HE, EHFEOIEROBHRCMAEED L2
SEETAHZ &, 1 BBEREN DN -G ICiEREE Ik L, AR 8l
OB 5 E DY LEZITH Z &,
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o BHEMTZ. IS, ITHEREREE . TR, BLHERERDHSDOND 2 ENRH D
DT, EFIITHERREZITV., BEOREL+SICBET L &,

o BEIMERNHOLDONDZ ENHDHDT, IROEF DAL T HERT 5
Z &, o, ROEFENRED bNIGEITIR, HeNCERKEREL X2 T2 X
IBFELIEET DL L,

IR EIBRARE 72 Bk BB BB T - 2 BRI, AR DERRRBRIC BN T, &5

BR&ha 6 3 7 AU, R BABEIL, 56046206 1 FEMIE 6 JE 2 & IZG2MEDRE

fizAT > T\ Z L 2BEBIT, REIFRGHITESICHROMEREZITH Z &,

FEARTI R O MR AR EE ~OIFRMBIRE & UTHEHT BRI, AR ORIR

AR NT, 12 B Z S ITHEIMEDOFHT AT > TWe Z &2 2B, KhAlkh

HIXEMIC R OMEGR AT 5 2 &, B INBAIBIEIE & L TR T 2561213,

AFNOEGHFIZ 12 TAETETDHZ &,
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KEEHEETA FTAL4 v
=R~ 7 (BloHE#Z)

(BR7E4 : A7V —ARRMFE 20 mg, 7V —RRHFEHE 100 mg, A7 P—
RETRERE 120 mg, 72— R EH#HE 240 mg)

~HHARSF ) VN E~

ERR2 94 A (4Fn 648 2 AET)
BT B



Bk

1. (TL®IT P2
2. KFNOKE, 1FHET P3
3. FERARRHE P4
4. FRRIZHOWT P11
5. HXIG LI HBHE P13
6. HHICEL THET REFIH P14



1. iXU®IC

IS DOF N - BEVEOHER DT DIZIT, B SCEFICE SV B A A R
BND, 6T, IEOREREFOMESRIZ L0 FUKEIRS 72 & OHF 72 J R 1E A%
FPEZRBDARIND T T, 2O OEERMNZ EIZHNEREBFIRMLT 5 2 L BBED
PR & 72 o TR Y RRIFMBGE S & YR O BT EE 2016 (CEAL 28 4F 6 A 2 H MERIRE)
IZBWTYH, EHMERNEOMHRAORE(LHEZXS Z L L ShTnd,

BORVE AR ESR ST, KEERASCL ST 0 7 7 A VDBBEEOEIRSL & B D IR
RHZENDD, DD, HEROLZEMEICBET HIERSH0ERET 5 £ TOR,
MHEIMOBEZMLSZIT 5 2 EnHIfF SN BT I LTERT S & &bz, mIfE
RMFEBL L 7RIS B 23t % & D 2 & DA fE /e — 8 O B i 7= 3 e BE CfE
THZENEETHD,

L7 oT, KRHA RTA4 Tl BARBEESINE TR LTV D ESEIREN -
R RN EED & | DUT O E IS O it 70 8 2 HEE S 2 B0 b B e ik B 2
F RO EFREE T,

BRI, RHA BT A 03 MAZATBAE NEIE L EREIS O, NS EHEARR
BRI o . —AFEETE N B AR IRNBHE S, —MAEE AN B AR MR T2 R Ot
FVEN B A/NRIE « BDAFROWMIIOH EVERR LT,

WG & IR D EMY, ATV — R 20mg, A7 Y — R AT EHE 100mg, AT
— NI EE 120 mg, A7 U — RN SR RE 240 mg (—ik4 - =
R~ 7 (B FHEHLZ))

RELRDPRUIR - R UTERME O H AR % ) N

MEERDMEROAE  BE, A=A L~T GBI z) & LT, 1A 240mg
Z 2 WA MMIRE ST 1 1] 480 mg % 4 WM MG CAmEET 5,
WE . NI =R~ T (BiaF##z) & LT, 1[E 3mgkg
(KHE) % 2 BEFERMRCAMEEHET 5, 7k, RE40kg PLED
INRIZIE, =R~ T GBI FHE#z) & LT, 1[E240mg % 2
W IBR SE 1 [ 480 mg % 4 HHIRR CAlifET 22 L BT
x5,

& IR 5e ¥ /NP TS




2. AERN DR, 1EREF

7 — R IR EE 20 mg., [FATEERE 100 mg,  FAEETE 120 mg K& O S §RE
240 mg (—#4 : =ARN~T (BB LUF, TARAL Euv)d,) ik, /NEFIEA,
TEMKSLEAZ Ly 7 24 BTV ARV =AY —X A7 A7 (BMS) ) 2
BA7% L7t K PD-1 (Programmed cell death-1) (Z%}9 5 & Nl 1gG4 € / 7 v —F /LHLfk
Th b,

PD-1 (%, #EMAL L7z Y 5Bk (TR, BMREK 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 & BUZHIEE T2 2
T ICERT 2B AR TH D, PD-1 ITHURIRRAIIIZIEEBLT 2 PD-1 U o K (PD-LI
KONPD-L2) EfEA L. U o ERICHfIEY 7P v i LT U v SERoIEMALIREE &
BIZFREI L TWd, PD-1 U H v RIFHUREE SIS B b Ok~ 72 SRR 8B
LTHY, EMEREAMELE LU L EGHEMKEICI TS PD-L1 OFEBL L itk DALF
WM & OFICADOFEREBIRN & 5 2 & A ST % (Cancer 2010; 116: 1757-66)
F 7o R R IE B CIRARRTE TS EET DA v ¥ —T = a2 B~ (IFN-y)
IZX > T PD-L1 OFRENFHE SN, 5B LI EERRIZIIT 5 PD-L1 ORBL & itk D
ALEWIR & ORI EDOFBARRN & 5 & OHE S & % (Sci Transl Med 2012; 4: 127-37),
X 51T, PD-LI Z 5@l RH S B8 AT, PURRRA CDS F5ME T Hiia oM
TR AT S 525, PLPD-L1 HifAT PD-1 & PD-L1 & OfEA ZET 5 & Z OHfE
GSEIGEREIE T 5 Z EDRENTND, DI LD PD-1/PD-1 U 2 FER&IE, 23
AR URRF A 72 T MO OWEBEEZ BT 58 FD—DoL L TEX LT
Do

AFNT, SR OFE RS PD-1 OIS eI (PD-1 U > RiEGHEI) ITHEG L.
PD-1 & PD-1 U Y REDEEEET DI LICLY, DAFURERRNZ T Mok
PEAL KOS AR b3 2 ARG a2 R 3 5 2 & CREpEM e PSR 2 /R 9
ZENHER STV D,

TS OHRN S | AFNTHENENEG 6T 272 G EEIC e 0 ED b0 L I S,
R U ) VONERE B RG L LT ERRER A S L, AhE, et ROEE
PEDIERS S Tz,

AEN OB IS < E OGE SOSIZ L DEIWENERN & b oi, B XIIETIZ
BOWREMED 5, AFNOBGH KR OREGHRIZIT, BEOBIZL ToI2ATV, RE DR
O BTG EITIE, FEH LT F RIS U BEPIRY 2 ik & REBR 2 RO Rl & L Tl
BI72 8RR 24T\ B D SIERIRT K D RIER 2 e 2 55 1 id, BIE RE AL
RO GFEDE) IRALE 21T 9 R D D,



3. BRERARE
3 T EHBTE D H LAY AR % U RO KGRI G 21T - 72 72 iR iR
RS 2T,

[ 2]

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

HFEEMBMRBHEE T LYy ~T XRNFU GElafaz) CLF, 7L
VYR T T L)) ITIERPUE IR D 20 sk L B O SUZERME O & A R
Uk ol (ECOG Performance Status 0 2 OV 1) 17 il 2 4512, AA| 3 mg/kg
Z 2 JA RN CRIEEE Lz, FEMEEE Th 528203 (ET IWG criteria (2007)
IZHD < FYHIEIZ K B complete remission (UL T, TCRJ &V 9 ,) X partial remission
(LR, PR} &W9H,) DOFEIE) 175.0% (95%EHEKM] : 47.6~92.7%) Th o7z, 72
B FAMIEHE LCBIEIL 20.0% TH o7,

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

H F & MBI T I T L Y o~ I K D IRIEEZ T2 18 UL EOF3E
SOFEHRMEOH IR U U UNEESE (24— F B, ECOG Performance Status 0 5
V1) 80 Bl &I, AHK 3 mg/kg & 2 WFIFIBE CAMERHE L7z, TEFMEE THD
Zh% (&GET IWG criteria (2007) 12853 < I HEIC K 5 CR XL PR OFIA) 1% 66.3%
(95%IEHEIX[H] : 54.8~76.4%) T o7z, 72ds, FRNIHE L7-BIEIE 20.0% TH - 7=,

@ EWHE THHE (NCCH1606 #X5R)

2 LU AL EOWREREEA L, o[RS MRS X DIRFREO W (AR
T M AT BAE O TG ERRILFFE) . 1 UL L 24 UL FOFEHRED R V% ) VS O
AT /N A [ TS BB 2 et BT A 3 mg/kg 4 2 T [ IR C R R L 72,
ARBIOBGFESNTZ 26 Bl 5 B, HHAGR DU DOoEIL 1 BIHAAN DI, T D
B AEE (MET IWG criteria (2007) 12355 < JRBRE{T-EATHE) 1L CR Tho7=,

(24 1]

O EWNE DAERER (ONO-4538-15 #R)
AEFERIIEHNRD B, AHE OREBEFENGE TERWVAEFL L RHIED
B, FEBLHEN 5%, EORIERIZT TEREDO LB ThoTe,



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

BRI H B (%)

FEARGE 17 41

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

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

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

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

I 1(5.9) 0 0
PG WA 5

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

iZES 1(5.9) 0 0

GBI 1(5.9) 0 0
— % - EFEER X 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 OVEE RUE

PH R 1(5.9) 0 0

fitiZe 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

M R 1(5.9) 0 0

RSN 1(5.9) 0 0

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

(iR RN ki 1(5.9) 0 0

KT R YU 7 A inE 1(5.9) 1(5.9) 0

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

RAHi 1(5.9) 0 0

HRER 1(5.9) 0 0

7 I RR 2(11.8) 0 0
PR E

FEWED F 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

FEGEORIE 1(5.9) 0 0
FEREH X OVE TRk m S

JHEE 1(5.9) 0 0

dE i 1(5.9) 0 0

SRR % 1(5.9) 0 0

% 9 FENE 5(29.4) 0 0

Bt 4(23.5) 0 0




¥, MVEMENZRE 16 (5.9%) | MECTHEARGE/ X A XF—2 fi (11.8%) . K% -
FEEOTH L H (5.9%) . IFeéRERED 141 (5.9%) . FURIEREREE 3 1] (17.6%) .
fefR e 3 51 (17.6%) KON infusion reaction 1 51 (5.9%) 2338&® Hivl=, 7=, HIEM
HESE, OARR. Figk. 1 BUBEIRIN ., SeEMEf RIS PESR R . IR, B HEREREE
R MR, MM - BBl e, EEEO RIS, FlRMieZERiE, TR E, R KL
OSEIERITRD bz hoTe, REWEHREBLURIUIEER S BAREERTY 25
o) ZBUEERETRT,

@ WAL MAHRER (CA209205 FER)

HEFLIT 238/243 1 (97.9%) (2O L, AFIE OREBEGHREE T RWAE
HHT 185243 ] (76.1%) IZFRD BT, FELEN 5% LORERIZTERD LB T
Ho7,

#2 RBEN 5% EDOBWEA (CA209205 388)  (All Treated Subjects)

e NS | B (%)

FEAGE 243 fl]

(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
N0 IsReE S5

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

%t 50 (20.6) 2 (0.8) 0

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

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

ALT H#71 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

RA A 19 (7.8) 0 0
R IEE

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

ek, MIEVERERE 15 61 (6.2%) | BREUFHBARE/ X A 3F—19 #l (7.8%) . K5
K- WEOTHI6 B (25%) | FPHERERETE 22 ] (9.1%) . FF& 541 (21%) . FRIRE



ReREREE 28 B (11.5%) | Fh#RkED 40 5] (16.5%) . BHEREREE 4 6] (1.6%) . K2 -
BEREZ 1451 (0.4%) . FEEDFERESE 3 4 (1.2%) . FlRimAieZERAE 161 (0.4%) |
infusion reaction 38 51 (15.6%) . %% 2 5l (0.8%) KNS E S 2 5] (0.8%) 7538
bivic, Fio, EIEMEE, OFR, Bk, 1 REERE ., et Mis PSR BER |
BB 55 B OV F AR RERE 13380 S e o T2, AREWERRBLRDLIEE SRS (K
RAERE 2 5T) 2B 0ENERE =T,

@ EWNE [ fHRE (NCCH1606 #5R)

BEFEGIL 2526 B (96.2%) IO HIL, AH L OREBMENEE TERWEESR
5203 23/26 1] (88.5%) (278 Tz, FEBLHEMN 5%, LORWERILZTRD LB Tho
Too 728, 261D 5 B, WHIAGAR T U DOoSBERE S 1, /N E IR B
25 B CTd - 7=,

#£ 3 FEBIEH 5%LL EORIEA (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 SERERED 14 (53.8)  6(23.1)

AST #41 6(23.1) 1(3.8)

I I Bk 8 (30.8) 1(3.8)

s IR S 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 OREE

FEEN 5(19.2) 1(3.8)
BeJds KOV TRk b

ERINIRZIIN 22 6(23.1) 2(7.7)

% O 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

il2hi) 2(7.7) 0
B L ORI R

BHHER 3 (11.5) 0
LRNE N IS SRR ]

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

i 2(7.7) 0
AR RIEE

SEYR 2(7.7) 0
A s



YN Bi%k (%)

FEARGE 26 fil
(MedDRA/J ver.22.1) 4> Grade  Grade 3-4"
PR TP e T e 2(7.7) 0
FOPR IR RE AR TE 2(7.7) 0
* . KR T3 Grade 5 DA HH4UT Grade 4 & L TIEBIHEE (CRF) (250
SRSz,

¥, ITHEREREE 7 61 (26.9%) . MRRIETE 4 61 (15.4%) . BEESUTRLARE/ X A3 F—
361 (11.5%) . HRBRFERERREE 3 1 (11.5%) . HFEFE O RZJEEEE 2 61 (7.7%) KO HRE
B 2 5] (7.7%) ek Hiviz, F7-. 1 BPEIRIFE. infusion reaction, 5 & 9 EHK, T
MBERERE S P2, BUEFZ, RS, MM SR, 2, iz, mERE RREmEit,
WL PERRAE 26, S HIN, SER I E, EE A MRPEE . Ok, DIEEEE, R
FRIERRSE, KIBK - DIBK - BEO TR, Wk - Bk, RIBHWRERS, Rk, &
LB OWER TR B Teh o 7o AREWE AR BURDLX B EF S (BRI AR 2 5 10)
rETEERZ R T,



[k - ]

AR OREMIEDBEET LV EZFIH LY I 2 b—a 280 KH 3 mgke (K
) Xi¥ 240 mg % 2 HFEMME TR S L2 BEOARF O MG FIRES G SNz, Z0hk
. AHAI 240 mg 25 LZBROBRER R, AH] 3 mgkg &b LIZERORE R & ik
LTmEZRT & TPRSNZbOD, AAANEREICEWTEAENI R SN TV D
% - & (10mg/kg % 2 A TR G) TARIZ &G LIZBROBRE & & ik L CTRE
T ETHESh (FR), AT BEOBIEICHT 57 — 2125 & AH 3 mgkg

(RE) X3 240 mg % 2 WFEIFIFE THR G L 7ZBROARA| OIREE & & A 20 3L &
DEE A T DRI LUSE 7T VPR S, HiZBIEIC OV TR DM T DAL R R,
EREOME - HEOH THRME R O I AfERAZR 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 52 D fe i@ MIE T IRE . Cminara 1 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

Fo AR OREMEYIEET LV EZFH LIz I 2 b— 3 Ik b AK 480mg
Z 4 W TG SUIBERGE O L - B TG U 72BRO AR O fih I B 23 et
INTc, EORER., KAl 480 mg % 4 HFHRE TG LIZBEOEFIREBIZI T 58 m
EHIRE (LT, TCags) &V, ) 1%, AKI240mg % 2 H IR THEG L 72BED Cavgss
EHUT D E TSN (THR) o £z, 4541480 mg & 4 HFEMNR CT&REG L7ZEREOE
FOAREEICBIT D mImiETIRE (LU, [Craxss) EVD. ) 1, AKI 240 mg % 2
[FlR TG LTZBRD Craxss & I L TR Z R T & PHlSL2 b 0D, HANEBEEICE
WTARMENHER STV M - HE (10mglkg % 2 BRI TG TAF 25
L72BRD Craxss & HHE L TIRMEZ 7R3 & PRI (FFR) . M T, #HEOREEICEK
57T —ZIZHAD X KA 3mglkg (KE) F721d 240mg % 2 BRI, 2 L < TAA)
480 mg % 4 FMIRINE TR G L= BEOARK| OBRTE & & A0 T e et & o B &2
THBRBONTE T VPR SN, YEBEEIC OV TRE M Thh iR, Bito Ak -
M EDOR TH MR VLBV ZR TRV & RIS T,



R4 AROEYBE T A —F

M - R Crnax Chind2s Cavgd2s Cmax.ss Crnin,ss Cavess
(ng/mL) (pg/mL) (pg/mL) (pg/mL) (png/mL) (pg/mL)

S meke Q2W (352 '760-8) (16-25750-3) (21.321 '4(1)3.9) (75.%){3171) (27.612,'107) (42.717,’?27)

H0me 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%, 95%5) . Q2W :

2UERIIIE. QAW : 4TEBIMING. Cumax : #I[EIH% 555 0O fig v L35 TP T
Cumind2s : A 51428 H B2 2 IR MG H IR Caveazs : PIRIEE G428 B B £ TOYE) M FIRE,
Crmaxss © EHIRREIZIIT B m MIE FIRE . Crmings : EFIRMBICI T D IR ILIE FIEEE . Cavess : EFIREE
(2R 2 R i R
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4. HERRIZOWT

AR E U CTHEARERE (2FRE) NN TNnD Z enn, YRt 4
UNCE TE Diisk THOLMEND D, TDO LT, KB OEG @Y BFE 220 - 5
E L, AANOBRGIZ I BEEZAEHAZRBEL LRI T 2 2 ERnEE /oo, BITF
DDO~@DT X T &I IZBWTHEHAT & TH D,

O MEFRITHOWT

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

(1) JEAEFBRENEET 503 A BHEEEILS RS ERE RS AR EE L SRR,
Hie A3 A RSB RUR e . B ARSI . /NS AUBLRRE, /NI AS AL
e )

(2) FEEREHEFPL

(3) HBIENFIRAEDIEE T 2 ABHEIEEHE (03 ARSI b, 23 AR
Ik, MY AR HE IR &)

(4) AARALFRIEE 23R E U, SMRIEB LSRR R | USRI LA R
2 DNk IEAEITSR D Jia H AT > T B ek

(5) PUEMEREE AL & BRINGL O il 5% FE B4R 5 B H 24T > T D Jifi ek

O-2 AR T F U RO FRRIE K ORI S B OO SIS 47 7o sk & %
Rz FoEM (FROWTNNIIEE T HEM) 25, SR OARFNEE T HinED
HfEAE L LTRESATHD Z L,

*

o [ERIGFFHUSHR 2 FFOPINHEZE T L7212 5 LU EDO D ARIE O EFIRIHE %
{ToTWBHZ &, 96, 29 EIF, BPAEYEEE I & UIEBRRIESGFONHE %
ITHoTWBHZ &,

o [ERNEFFEUSH% 2 FOYHHEZIE T L7-&IC 4 FLLEDORKRKEREZAG LT\ 5D
Z L, 9B, 3FELL T, EMmAREMENEL O 2 A SEY L A B TR IR R S OAHE
HITHoTCWNAZ L,

o [ERIRFFISER 2 FOPMNHEZE T L7c1RIC 5 2L Eo/NR IR & OVNER A
Ea i/ NERERRRE AT 5 Z &,

© BEANDERLFREZOEHIZONT

I HRE B IE S 2 BMEE B E S, BRSO OB D . A2 - 2
IR OB P ONERISE IR 5 iR it AFFRNELE LB E OIS
. FRESNITT DN DIEHINE > TN D Z &,

11




® BHWEH~DXRIZOWT
@-1 MRk 5B s

EVE MR B O EE R BIEM AT LB, 24 FERIZIRIEHIO T, Y% X
IR 1TV T, FBL L ZRIERIZIS U CABEE L O CT FORITER O#RINZ &
LWRMRAEORKERENY ARG L, BHICHEaTRERIERHIAE - T b Z b,

@-2 EENEFEHICLAFBLNNICETLEH

N ASIRICHE D D B A itk e OB RE 2 A4 D ERIEFE DNEER =4V v
EEDHERDOA T ) —= T HTOERE L IF#ME LA TE D F— LERIRH 2
SN TWDHZ L, B, BIIAHICOWT, DABE L ZFOFBEICHDITAmENT
WnHZ &,

@-3 BIFERDZUTLRINIZE LT

RBIVER (FRYE MR BTN 2 | EAEMEEDAE, DR, Mk, B RARE .. RIBXK.
INBS, BEO TR, | BBERE, BUEATIR. T2, IS TR, mifbrEiase
%, HRIRESRERE S . T EEARERERR . ehRRREE . BT, BIEREE. M. BEEAK.
O fEREE, FRRIMARFEFRIE, infusion reaction, B 7 Mk, ifn BR & EGERE
fEEE, BER, EHEOHR, SR, WEORERG, WIREEE, OEEE (OF
HEED « IRMR » OSEPEIISMIGHESE) . ZRZFERES . IS, EFLAE) 16 LT, ikt X
T B R B D B ME A A 2 EEAD & U (BIER oKX S IZE L THEE R O
XRAEZITONDLDFMEIZH D Z L) EHITEYRLE N TE LGRS TND Z &,
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5. ‘EXRLHBE
[Hxhiiz B4 % 31E]
O TROBFIZBWTAFOENEN RSN TND,

o AFEMBABHE L T L o~ ZITHGIE USRS O P38 38
BYEOE AR F U O A BE

o 2V VRV LOIREREEZA L, MooREE MR X D RREO 20
(H Z & M A AE OV IR ILFF2) . B TR i A o )
A RVNIGY::E

@ TFREIZEZN T 2 AT 2 AR O PG K O AT DWW T AR OAFZPED

WESLSNTELT, AFDOEREGIR LB,
o ALFERIERIGROBA
o MOTUEMESA L O L TR Sh o B

[ 4z B9 5 ]
D FRICHEYT 2 BFIHOVTIEAR OB EAEEL SATVD T &b, B 2/T

bz &,
o AHNDORITIR UIBBUEDORBEERE D & 5 BFE

TRIERTOFHIIZ BV T FRRICE S T 2 B 12OV T, AAlOREIFHERE v

B, MOTEPRIUL DS NG IR Y | HRICAHZENT 52 L 2BETE 5,

o MEMMEEOAI I D H 5 BE

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

o HCORERBOED, XUHIEMHER7ZRE L < IXHERMED B O R B OB TR D
o DB

o IR (EMmEaBEZ 5Te) Ob DB

o MO IIBEE A AT DR

*  ECOG Performance Status 3-4 "V 0 B

(ED  ECOG @ Performance Status (PS)

Score E e
0 | &<MERIEHTE 5, B CHEAEESIHIRZE T2 5,
| AARIICEL LUVEENIHIR SN DS, SITATRE T, BB > TOEEIIITO 2 LN TE D,
B BNFE, EEEE
2 TR CHGDOH DRI O Z L 13T N THEELEDERILTE W, HHD 50%LL B1E~<y FACE I,
3 RONTZHSOEDED DZ L LnTE7R, HHO 50%LL EE2 Xy Rl 2,
4 2LENT RV, BOOHFORD O el TERY, BECy R KBTI d,
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6. BEIZELTHEITNEFH

NATSCEFITIN 2 BEIRGEER D R 3 2 BRI D & ARH O Rt & OV (48
O DIZ LB R EREZ B L THBEERT 52 &,

TRIREBRLRIZIENE D | B XUTZ OFIBEAH IR Ot 2+ L, FE 215
ThobETLHZ &,

FREWER O~ XY AL MZDOWNT

@

@

WEMEREN D oD ZENH DD T, AFOEEIZH 1= > Tid, BKRE
W (REWL ARIEE, ik, FEEVE) ORERE M O X S A o FEhnd, Bz +5
ZATH 2 &, Fo, MBS U THE CT, i~ — I —FDMm&%Z T+ 5
Z &,

AFNOFE 1L EE D infusion reaction (2 2. CEARHI T4 /%D T& 5 U
i %AT -7 L CBRMET 5 2 & £ 72,2 B B LB O A 5-FFIZ infusion reaction
DHHLOLNDZEHHDHDT, KFIEEGH K OARA G T #IT A Z A
CERRET 5%, BEORBEL 28I 52 L, 70, infusion reaction &
FHLLUICGA IR, R TOBELOERD TERIZEIE T 2 £ CHE - 08l
T5HZ &,

FORIBRREIRE . TERAERERET R ORIBREERH 5O b 2 & 03H 5D T,
AFN D ¥ 5B AERT M O G- B I3 E IR N sk RE iR A (TSH. 1028 T3,
R T4, ACTH, I 2o —VEORIE) #FEhid 52 &,
AHNOFEEIT LY BEORERISIZERT 5 &5 2 bildikx IR BOW e
DHLOLNDZENDD, BENRDOONTHEEITIL, BELEFRIIS UL
B 72 05k & BRBR 2 Ff D[RRl & g U Cal bl 2 B nIRe W 21TV 18R D5
FOSIT X 2 BWER 2 o 2 355 1i%, AFNORIE T I, R ORIE RE A
NEHOBRGELBET D L, B, BIERERLVE L OFRGIZEVREIE
HOYGERFRD IV WA TR, BB RE AV LISt o Sz i Fl o8 in
LEETDZ L

BERET %, OB OE0 AR L T LEWERDBET 2 Enb 57129,
AR OBEHETHRIZHRWEMORBBUCH2ITHEET D 2 &,

1 BUOBE R (BIE 1 BUEIR S 2 & de) b bbdv, BERPMES F 7o R—v X
IZEDZENHLOT, Hig, ol NRMH-FOEROR B MBEE O LA 12+
DEETAHZ &, 1 BBEREN DN GA IR EEZPIE L, AR
H OB GEOBHE RAEZITH Z L,

BIERF I, P2, IFERERES . TR, B{LMERE RPN L bND 2 EndH D
DT, EHHIITHERREZITV., BEOREL +2I2BET 22 &,
SEINERNHLDOND Z LN DD T, RO OF M EZ C NIRRT D
2L, Fel IROBENRD bNGAITIE, BEONIEREELZ2 T2 &
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IRFEEEET L L,
@ ARAIOEERRBRICBNT, BEBRENS 6 7 AL 8 M I &ic, TR,
BeEBIAE D TAEME T 12BM I S ICHEIMEDRMEZIT > T\ Z L 2B E|T,
ARG R E MBI B R A TR OMER E1TH Z &,

15



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

(BR5E4 : A7V — A REFE 20 mg, 7V —RRHFHE 100 mg, A7 P—
RRMEERE 120 mg, A7V — R K EHE 240 mg)

~ P R P B R~

Y3 048 H (47064 2 AKET)
BT BE



ER/N

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



1. IZT®IZ

RIS DOF M « ZRMEDOREROTZ DI, U SCEFIZE S W2 E AR D
BND, S5, IHEOREEM ORI L0 | FURESR G 72 & OFH0 72 5L E R
FPEIRBDARIND T T, 2O OERMNZ EICHNERBFIRMLT 5 2 L BBEO
R & 72 o TR Y RRIFMBGE S & YR O B TTEE 2016 CEAL 28 4F 6 A 2 H MERIRE)
IZBWTYH, EHNERNEOHERAORE(LHEZXS Z L L ShTnd,

BORVE AT ESR L, KB ERASCL ST 0 7 7 A VB O ESRS & B 5 I R
RHZENDD, DD, HEROLZEMEIZBET HIERSH0ERET 5 £ TOR,
VHEIMOREZMLZIT 5 2 EnHIFF SN BT I LTERT S & &bz, mIfE
RN FBL L 7B I B 2t & & D 2 & AN AHE /e — 1 O B i 7= 3 R S BE i A
THZEREETHD,

Lo T, KA RTA4 Tk, BRBEMESLZNE TILELN TV D EFITFR -
BEE RN S-S & | LT ORI O il 70 5 2 HEE T 2 8L b B e Bk &%
TR O EERE R~ T,

I, ARITA BT A A%, SIATBOE N EE S RS AR, AmEE AR AR
BRI 7o, —AFEENE N A ARBRIRNBHE S FrEdRE FNEENE A B AR P2 &k O
—MRFEETEN B AR ER 2 D/ 0 b LR LT,

%G L IR HEINL ATV — R Y 20mg. A7 Y — R EE 100mg, A Y
— AR RLEETE 120 mg, A 7Y — RS EHE 240 mg (— %4 - =
A~ 7 (Bia T Z))

KR ERDEIRE  CIBRAREZRHELT - FRIE O MMl b i il

MELRAMEROHE  @E, RAICIZ=Rr~7 (BIa T Z) & LT, 1\ 240mg
Z 2 JEMIRIE S 1 0] 480 mg % 4 3 W R bE C AT 5,
AV A~T (BEEHRZ) EOFRT 2560, 8%, A
F=A~7 (EaH#z) & LT, 18240 mg % 2 BHEHH
fR 313 1 18] 360 mg % 3 WA FR C AR ERHET 5.

B B 58 3O /NP T RIS A

(%)

FENER R BRI BE T2 v — AR A R FHENR SOomg (— 4 - A BV A~ T (GBI

#z)) OBEEXIIHHE, FEKOH&

SHRE ST R « UIBRARBE /AT » T8 D B a5 b iz

MEEOHE  =AL~7 (BlarHfiz) Lotz T, @, AZZA ey

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

TEHET Do




2. AHNORK. VERBF

A7 — R R ERHE 20 mg, [FATEERE 100 mg, FAGEEE 120 mg K OVNE S ERE
240 mg (—f%4 : =R~ T GEE ), LT, TARA) Evd,) ix, NERSES
TEMKSLEAZ LYy 7 24 BT VAR e Y —X A7 A7 (BMS) ) 2
BA7 L7t K PD-1 (Programmed cell death-1) (Z%}3 5 & Nl 1gG4 € / 7 v —F /LHLfk
Th b,

PD-1 (%, &AL L7z Y 3Bk (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 BhHIC IE & BUZHIE T 2 %
T ICERT2ZAARTH D, PD-1 ITHURIRRAIIIZIEBLT 2 PD-1 U o K (PD-LI
K OVPD-L2) EfEA L, U SERICIEINES 7L B R LTV o REROIEME L IRRE %
BIZHRET L TW5d, PD-1 U W RIFHURE SN B b O & 22 G/ 588
LTk, BMERAMEEE) LU L EEMHRICI TS PD-L1 OFBLLIEOEF
HM & OMICADHBEBFRN & 5 Z & HE I TWns (Cancer 2010; 116: 1757-66)
F o MR AR CIERE T MRS EAET 24 ¥ — 7 2 a5~ (IFN-y)
12L& > T PD-L1 OREIANFES N, B8 LSRRI IIT 5 PD-L1 ORI E ik o
ALEWIR & ORI EDOFBARRN 5 & OHE S & 2% (Sci Transl Med 2012; 4: 127-37),
X 51T, PD-LI Z 5@l RH S S8 AT, FURRRA CDS B5PE T Hiia o Hifa &
TR AT S 525, PLPD-L1 Hi{AT PD-1 & PD-L1 & OfEA ZET 5 & Z OHifa
EEEENREIE T 5 Z EDNRENTWD, D Z LMD PD-1/PD-1 U T2 REEEIX, 5
AR TURRF A 72 T MO OWEBEEZ BT 58 FD—>o L LTEZX LT
Do

AFNZ, FEHRBROFE R 5 PD-1 O iEE (PD-1 U 7 FFEAHEIE) ITREE L.
PD-1 & PD-1 U W REDREEZILET S Z EI2X 0, BDATURFFRN e T MlROIE
PEAL KOS AKII S 6t 3 2 A A5 05 PE 2 3990 % 2 & TR AR PRS2 R 2R
ZENHERR STV D,

IS O AN | AFNTEMEIER )T 2 B 2R EIC R0 55 b0 L MIfF S,
FEMER R B N AR 2 kP & U T BRIRARR 2 S0 L . AR, L aE R OV M R
i,

AFNO R 3 < I D RAERGIC & 2 BIERSN & b b, B XTI
D RN B 5o AFIOE PR OB GHITIE, BFOBRL AT, BEIR
D BTG AITIE, BB L HGUTIE U B 2 ik & B8R & FE o R Al & L Coil
228 RIB M 2TV, B OSIERIRIC L D EIWER A DI 2 A3, BIBRERL
LRI OB GEDOHEY LB ZIT O LERD D,



3. BRERAE
YR RE /2 HEAT « T8 D FEME i [l o iz I oD 7K ER IR L2 5 FAl 247 - 72 = 7 BRI 3R OO i
%7‘]——\“@‘0

[H2hE]
O ENFE THFER (ONO-4538-417-%5%) (Clin Cancer Res 2019; 25: 5485-92)
FIFFHH L ALA R LFE R R LK E O PRSI AIS AR O )
BRAREZ2EST - PR OBEMEHgfE R BB (ECOG Performance Status 0 &2 OV 1) 34 il %
KEGAT  AHA 240 mg Z 2 3 [ IR C AU T L 7o, EEAHIE E T o 5 2405 (Modified
RECIST criteria (2004)(Z3&-2 < i) 12 L D CR UL PR) 1£29.4% (95%(E#EX [ -
16.8~46.2) Th o'z, 7ok, FANIRE LTCFEMEIL5.0% TH -7,

@ EERLEF AR (ONO-4538-48/CA2097437:&8%5%)  (Lancet 2021; 397: 375-86)
(LR IEARTRIR DGR RE 7R AT + P38 0D B g 5 o Bz Jll iR 5 60551 (B AR 60
BlaEate, KilEA Y A~T7 BB FHBLZ) EO0FH (LT, INHOEH) &0vvo,) ™!
BE30361, fLFyE (7 FF8HK AT TFUoNFIAINRTTFo) EXAXAMLF
T R RY UK E OO BE30261) A XFG, [LFRIEREA XTI E LT N+HIF
RO MR OV Z 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, NHIFHB G I EFRIEICS URRH R Bt R 2 /R LT (NP — K
1£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) 1E 1mgkg (KE) % 638
FIRANE CAUMSE L7, PR EICB TR, ARZRIICEE L, A Y AvT (GRZTHk
2) EAKIOB G T 55 30 53U ORI & 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
b= %8F 302 268 233 190 162 136 113 95 62 38 20 11 1
X1 2AFHH O Kaplan-Meier Hi#¢ (ONO-4538-48/CA209743 3ER)
(EfERL I T-4EH)



[Z4tE]
OEWNF TS (ONO-4538-41757)
BEFGIL323401] (94.1%) IZRD HAL, AH L OEREBEBIAGE CTERWVEEFR
1323/34451] (67.6%) (258 BTz, FEE NN EORWERIZ FERDO LB THhoT-,
#£1 FHEN5%LLEORIEA (ONO-4538-41588)  (RRAVEARAT R S H)

FERIRHE BiE (%)
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 E 2 (5.9) 0 0
Gl
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
[(y=93 3 (8.8) 0 0
Wy 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
72— 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 B L O ARk S
RA A 3 (8.8) 0 0
KR X O T HRRRE
W5 4 (11.8) 0 0
R NTR SN A 2 (5.9) 0 0

7R, APIRREETE 2 f51] (5.9%) | AFAERERRE 1 61 (2.9%) | FUIRIRFSREREE 4 (5] (11.8%) |
VEL MM H 2 5] (5.9%) . KB « EEED 2 5 (5.9%) . 1 BUBERIE 1 41 (2.9%)
WO BTz, Flo, BRERE, EEORERE, FERAKERS, BIRIEiEREE
Ege, EIEREEIE, M2 - B, infusionreaction, 5 & 9SS, L. k. B
BRRMRAE/ X A /X F— Sl MR SR B . T2, BRIk AR ZERRSE K OV AL
PERRAE RITRD bR o 7o, ARWEHBEBUR UL ES: (R T 25 T)
A DEFRERE T,

@ E B[ 2 MAHRBR  (ONO-4538-48/CA209743 #kbR)

HEFERIT N+ OFFHRE 299/300 1] (99.7%) | {LSIERE 277/284 5] (97.5%) (178
DAL, TREREE & ORIEBIR G E T & 2WA FHRIT N+ OFHIEE 240/300 i (80.0%) .
(L IERE 233/284 B (82.0%) (23R BTz, WM DORETHRILRN 5%LL EOFIE
HIZFTFERO LB THoTe,



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

(R MM RE])
Bk (%)

2 E IR N+IDF bR A

FAGE 30031 2844

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

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

Z 9 e 49 (16.3) 3( 10) 0 1( 04) 0
$95 43 (14.3) 3( 1.0) 0 15( 5.3) 0
R INTRZ 2N L2 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( 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 « BRHEERS OGO

DIRTE

I 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)

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

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

Z—EHm

WM

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

AR 22( 7.3) 1( 03) 0 0

o P e 15( 5.0) 0 0 3( 1.1)
Rt KOs E

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

AT D BUS 24( 8.0) 3( 1.0) 0 2( 0.7) 0 0
FHRR 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+ BEFREEIZ R T, AR IRBEREFRE E 43 51 (14.3%) . ITHEREFE S 36 141 (12.0%) |
infusion reaction36 {5l (12.0%) . AR ELAREIE 34 5] (11.3%) | MRkl 22 #1] (7.3%) |
[V MG AR 20 1 (6.7%) . KMZ% - /M 2% - EHEED TR 19 i (6.3%) . B pkREmE
15 5] (5.0%) . FEEAHERERETE 12 #] (4.0%) . BEEORERE 10 ] (3.3%) . JFE
74 (2.3%) | EIEHRERET 6 5] (2.0%) . ClEFEE 4 61 (1.3%) | % 341 (1.0%) |
FEIEFMEIAE 2 61 (0.7%) . S E MK 261 (0.7%) . ik 241 (0.7%) | BfkifneIE
FIE 2 1] (0.7%) . Bd7e - Bl 161 (0.3%) RONMBZ 141 (0.3%) 235388 iz,
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Eho. URMERIE, BIEATS, FPRA., BRI e, TR e | R R
FE AERZ, ZRIFEREE. RS M % OYEFLITERD B LR o 7o, ARRIVERIFEBLIR I3 BEE
% WRBEMRRLET) & E0HEHERE T,



(At - HE]

AFNOREMARYEEET LV EZFIHA L2V I 2b—2 3 2k, AHl 480 mg % 4
T R T 5 SUIREAGR O I - B TG LB O AR O Mg PR E RS e S h
Too T ORER. K 480 mg % 4 HRIFIFE TS L72BEOEFIRREIZ I 1T 2 FH ik 4
BEE (LLF. [Cags) EWVVI,) 1E. AHAI 240 mg & 2 BRI THE LIZERD Cogss &
MR 2 ETPlEhiz (F#R), £/, KA 480mg % 4 MR TS L72BEOEF K
REIZHBIT DR m MG IRE (BLF, [Chaxs! &9, ) X, KAl 240mg % 2 HH IR
TG LTZBED Craxss & B L TEMEZ RS & THISIZH OO, BARANBEIZEBNT
DEMENHER SN TWA AV - & (10mgkg % 2 BRI THKY) TARAIZ#S5 L7
B Crmaxss & B L CIREZ /R T & PSSz (FHR) . Iz T, BEOBEICBIT S
F—HIHEOE AKI3mglkg ((AHE) XL 240mg % 2 WM. # L < 1345 480 mg
Z 4 AR TS UT-BROARB ORE & & A 2hME X2 & OB 2 REtd 5 g
BOGSTET VAL S, BZEEICOW TR TORZRER, B0k - HED
W CTHM: R O eI AR R 2RI T W L PSS iz, £7-. BErERfch f ff g 1o
BT — X CESEHEELUEBRENSTET VAR LT, A% 3 mgkg (2 #RIET
#eh5) . 240 mg Q BEMIFEE CTHE) XX 360 mg GERBMRETRE) AU LT
(Ba 7 %) 1 mgke (6 AR TR E) Z0FH LIZBEOAMER VL2 % Mt
L7, Eieo Rk HEOR CHMMER ORI =R IT 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 Q4W (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)

HLE (5% 4%, 95% ) . Q2W : 2 A HIMHIFE. QAW : 4 JEHI IR, Crmax : HIEIFR 5% D = MG IR EE . Crindas :
ME$e 5% 28 B BIZH T 2 ARMmE IR, Cavgos : MIEH5% 28 A H £ TOFEIMIE TR, Crmaxss :
EFARBICE T 2 B @ MG IRE. Cninss : EFIRIBICE T 2 BARMIEPIRE, Cagss : EHIREEIZEIT 5 F
Yoy i ¥ Hh R



4. HERIZOWT

IS U A 7 EEEHE (RMP) (ZHED & | AHI D EFE M2 MR BIE B~ i 1 A
N HHER TH > T, AR OEENEE) 72 BE Z2W - FrE L, AFOFGICL D BHE
7REWER Z 3B LT BRICXIS T 5 2 & BB R 7o D LU DO~@D 3T Al 72 i
RIZBWTHEHAT 2 ETH D,

O mEFITHOWVT

D1 FiEo (1) ~ 5) OWTIMNTEY T D% THDHIL,

(1) EAEFBREDEET D05 A BEEERLS RS (BRE RS A SR BE L SR
HiE 23 ARSI SRS, HUES AR IRIR R 72 &)

(2) FEEHEREIFRRE

(3) HBEIFRAE T ET D03 AU HEEEHRRE (D AR B, 23 AR
W 1REBE, DA R R R e &)

(4) ARACFRIEEZRE L, ARG L FRIEZRR 1| USRI LR iE 2R
2 OfiFk FEHEIZAR D M 21T > T 5 figk

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

O-2  GEMERRE BRI O A SRR K OVRIE 38 B O St G 57 70 Jae & 8B & 5 >
Rl (FROWTINITEYS T HERM) 25, L2 WP OAFNBE T DIBROBEEHE &
LTRESNLTWD Z L,

*

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

o [ERNEFFESH 2 FFOPMIIHEZIE T L7-%I1C 4 L EORERRBRZ A L T\ 5D
Z &, b 3FELL T, EMEMIRE T R IE O DS A SRR A G T e REL g S O B IR
HHEZIT-> T WA Z &,

© BtADERMEREHEOEKHIZONT

RIS I A B FE T D BMEA NI E S, BERSE S OfFmE 0 A - %
IR OB B ONERISE IR 5 et A FFRNELE LG E OWE
. FRESDITT DN DIEHINE > TN D Z &,
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@ BIEA~ORIEIZDWNT
@-1 R B 2 B

BV PERTIR R OB R BIEA R L72BRIC, 24 FERIBIERIRHI O T, 2%k X
FEEE IR 2 BT, B L 72 RITERNCIG U CABRE B O CT S5 D RIVEH O#E RN &
FRRAORE RN BRI S, EBICHIEATRER KR - T D 2 &,

@-2 ERWFEIC L 5FEESINICET 22N

ARSI 5 BEFTR 72 50 M O\ RE 2 A 2 BIRIERE D ElfEl =2 ) v 7
EEDIEROA Y ) == T ZATOWERE L FRE A TE 5 F— AERKH 2
SN TWD Z L, B, BIRIAHNCOWT, DABE L ZDOFEEIZHHIZAm ST
WnHZ &,

@-3 BHEADOZWr-ox B LT

BIVEA (MEMEMEEIZIN 2 BREAEDAE, Ok, Tk, BT RARE ., KIBK.
NS, EEDO TR, 1 ANERIE, BUEMZE. HFARA, e, K. bR
K. RURIRHERERETE . PERAEEEEET, mhikkEE, BEE. RIBEE, Mk, fiEx,
HE DR EREE, ki FERE ., infusion reaction, HE S 72 Ik | M ER 2 EERE
fEtZ, BER, EEOHR, SEIER, WEORERIG, WIS, ODRESE (LFE
AR - ARIR « O PEMIAMHESE) | REFERES . MG i, EFLEE) 1T LT Mgk X
T BB DO B P A A3 5 Al &l U (RHWER ORZBr-oRHS I L THRER D
XREZITONAFRMEICH D Z &) BHIZTHEURLEN TE HEHINESTNDZ L,
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5. REMBRLLRDBE
(AL B9 % F ]

@

TROBEIBOTAROEMEN R ST,

o ACPBREIEE AT SRR - PR OB NP TR CRAIH )

o BRI O DRI - RO SIS EIEEH (f ) A (F
(EFHL) L O

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

o AEFRIEARIGIREE T D AA B 5

o FIROHiBRE

[Z2 4tz B4 5 F ]
O TFTRICEYTLEEICOVTIEAAORENERE SN TND Z Ehb, 5 21T

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

TRIERT ORI W T RIS S T 2 B 12OV TE, AAlOEIFHERE Sy

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

o MEMMEEOAI IO H 5 BE

o JRoES I AR A CRRVE R 2 58 6D D B K ONE BN O JUH T i 2 <0l Yt it 2%
FEOMIRIEMEZEAR DD B

o HOREREBOGOF B L < IEHFMEO B O kB OB TR
o 5B

o g A GEMmEtMaBREZ ETe) Db 5 EBE

o OB IIBE A AT 5B

*  ECOG Performance Status 3-4 "V B35

(ED  ECOG @ Performance Status (PS)

Score

2y
JE R

0

< R JEBTE 5, FHAETL [F U HH A HIRZ <ATR D,

PREIZI LUEBNIHIR S 225, BTAIRE T, BAIEESEE > TOMERITTO LN TE D,
RS N S

BATHRECTHSOF DY) O Z L3 X TAFELEAMEREIT TE 2, A 50%A Eid~y R Tl 27,

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

AW

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

12




6. BHEICEL THEETREEFIH

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

TRIEBRABIC e D | B XX 2 OFEICHINE L OER %2+ L, RE 215
ThoEETHZ L,

FREWER O~ R T AL MZDOWNT

@

@

MR EN D oD ZENH DD T, AFOEEIZH 1= > Tld, BKRE
W (REWL ARIEE, ik, FEEVE) OREFE M O X S A o FEhn%, Bz +5
ZATH 2 &, Fo, MBS U THE CT, i~ — 1 —FDMm&%Z T+ 5
Z &,

AFN O EILEE D infusion reaction (i 2 CERARI 32kt D T 5 U
faAT > 72 EChtAT 2 2 &, £72.2 [8] H LABE O A 5-FFIZ infusion reaction
BHHLOLNDZEHHDDT, KFIEGH R OKRABGHE T HRIT A Z A
CERET H%, BEHEOREBE+SICBIEET 52 L, 70, infusionreaction &
L LG E 12, R TOBELOERAERIZEIE T 2 £ ChEE 2 +o8ls
T5HZ &,

ORI REIR . TRAEERET R ORIBREERH 5O 2 B3 HDH DT,
AFN D ¥ 5B hERT M O G-I 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 EEW R
DHLOLNDZENHDH, BENRDOONTHGEITIEL, BERLLEFRITL U
B 72 ek & R 2 e Al & i U Cli bl e BRI W 21TV, IR D
FOGIT X 2 BWER DN g0 23551 21E, AR ORFES T I, R ORIE BE A
WEVRIOBRGEEZZBETHZ L, 2k, BIBREFRLVEYOEEIZ X0 EIE
M OYEEDRFRD B WA TR, BB RE ARV LIS O Sz il Fl o8
HEET D,

BeGAET %, ARS8 ARE L T LEWERADNBELT 2 Enb 571290,
AR OEEHETHIZ S RWEM ORI 2ITEET D,

1 RUOBE R (BIE 1 BUBEIR WS 2 & de) b bbiv, BERPMES F 7o R— X
IZEDZENHLOT, Hig, ol NRH-FEOER ORI MBEE O LA 12+
SEETAHZ &, 1 BBEREN DN -G ICIEREEZRIE L, AR 8l
I OF 5 E DY L EZITH Z &,

BUENT 2. A2, ITHREREE . TR, B{LIEIEERRH L OND ZLn3d D
DT, EWWIIITHERERE LTV, BEOREZ H3ICBET 52 &,
SEIERNH LD Z DD DHDT, IBRORE OF A EHICHET 5
&, o, ROBEFEPRD ONIGEITIR, HeNCERERLZ2 T2 X
IRFEEEET L L,
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@ AFNOEEFEHABRIZBWNC, LLTFDOX A v 7 THEMEOFM#iTo T2 2 %5
BT, ARFIBG T EMICEBRE CHROMREITO Z &,
e ONO-4538-41 ik : 6 H[E = &

*  ONO-4538-48/CA209743 3Bk : FHBAMAA B 1 FEMIT 6 WM Z & TR
128M L
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EEEREET A FFA4 v
=R®LVvT (EETHEEZ)

(R7E4 « A7V — R AL 20 mg, Z 7P — R AE#E 100mg, A7
— R REEE 120 mg, A7 U — R AR ERE 240mg)

~ R R~

Sf3E12 A (FFfn642 AET)
A FEE



o g k~ w b

B &

LI
ARANDFeE, R
88 IR i

fiEx% (2D T
BEXGR LD B

BEICER L CTRET NS HIH

P2
P3
P4
P7
P9
P10



1 I

IS DGR « ZERMEOFHERD O, IR SCEFICE SV IERE KO b
Do EHIZ, EFEORFEAMOEART LY | FUREIK G & OFH) 7285 E S = 3
WERRENLIHT, TNODOEKLZHICHERBHRIZRMIT 5 2 L PBRBOREL o> T

V. RREMBOEE & RO AT R 2016 KAk 28 4 6 H 2 HREERE) (B ThH, H
BHEFE L O O i b HEE A XD Z & & STV D,

BORMERM T R, REERSCLZ 2T a7 7 A VRBEFOERL E LIRS
LEDBDDH, Zold, AR OLEMEICET DERN &R 5 E TOM, YiLESRE

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

LIEDBoT AKUA RTA - TiE, BB INE TICHELNA TV D EFEZN - B4
HY RN EED & LU O EFE S Ofi 72 ] 2 HEME S 2 8LR 0 O MBI B, B 25 MO
BHREATT,

B, KA BT A %, WATEE NEIEMEREG R SR, A HEEE A B AR
JEIZ ey —MRAEETE N B ARERIRNEBHE S M Ot HiE N B ARREER 2010 b L 1E
k% L7,

g b I HERSL « ATV — R EREHE 20mg, A7 Y — R EHE 100mg, AT U—R
SR ERE 120 mg, A7V — AR AR ERE 240 mg (— %4 =Rv~ T
(& fsT-HHz) )
REERDRREIDE « I
RELRDMEROHE  @H. RACIZ=RL~7 (BE##Z) L LT, 1H240mg % 2
W FIRIRE 5% 1 (3] 480 mg % 4 3 ] IR CAlfiidiEd 2,
DIl T I AN o R Y ST i




2 AHORE. 1EREF
7 — R S EE 20 mg., [R]ASIHEEHE 100 mg, [F]AE I 120 mg K ONF] S §#F 240 mg
(=4 =R~ 7 GERFHEHZ) © BIT. TARADL Lo, ) id, /NS TS
fEAZL VLY I A (BT VARV~ Y —X 2747 (BMS) 1) 23Bi% L7t bk PD-
1 (Programmed cell death-1) (2%t %t R 19G4£/ 7 n—F AHETH 5,

PD-1 1%, IEMEALL72 U o 88k (T Mifa, B MHfAK OV T = 7 0% 7 —T fifd) K OVEE#R
MICHB$ % CD28 7 7 2 U — (T Ml OTEMAL 2 MiBhEIC IE & BUCHIEE3 55 T8 |
BT 2%/ TH 5, PD-1 IZFUFIRRMIBICHELS S PD-1 Y > K (PD-L1 & PD-L2)
EREE LY oSBT B RE L CY U BROTEMLIRREZ AIZHAT L TV B,
PD-1 U 7 FiZHUIR~ifaLsM b b Offx 2SRRI BL L TR 0 | BB AEEE
BB U7z AL 35 1 % PD-L1 OB L itk O ZEAF I & ORI A OAHBIRIR A & 2
ZEMNHAE SN TS (Cancer 2010; 116: 1757-66) , F7-. EVERGAERE CIIMMEE T
MRS EEAT DA 2 —T7 x> H < (IFN-y) IZX5 5 TPD-L1 OFRBENFES N, 55 L
TSR 35T 2 PD-L1 O FEHL & i DAL & ORI EDOMHBRGRY H 2 & OME b
& % (SciTransl Med 2012;4:127-37) , & 512, PD-L1 Z 3@l B S S7= RS A MM T, HREs
SLE) CD8 Btk T Mifa ool (5 ETEME 20658 S & 523, $t PD-L1 $ifkC PD-1 & PD-L1 & D
A EET D &2 OMIEEEENEE T2 2 LB RINTnD, %D Z &5 PD-1/PD-
1 U Ay MREIE, SAMBRSTURRR A e T Mlas b OBERE L A 2HF0—o L L
TEZLATND

AHANL, BB OME R PD-1 Ofifast ek (PD-1 Y > FfE ) [2#& L. PD-
1EPD-LY B REDREGEIET S Z L2 BATUFERFRNZ T MFOTEMEL L O
AR 619~ 5 MRS BTG VE 2 iR 5 2 & TR e PUIE R 2 R 9 2 L SR S T
W5,

ZIVHDHENG | ARFNTENENEG ST 28 - R EICR VR b0 L HIfF S, i
FEARPBE 2R & Lo IRRBRZ I L, A2, 2t R OREMER R S v,

AHNDVE BRI B DORERINT L DRIWEREN O S bil, EEXIIETIZED
AIREVED B B, AR OG- H RO G5%I121%, BEOBE L 04TV, RENRO L
Bralid, B L2 FRITIS U HPI R 2 ek & R BR & B AN & s U CRibl e i
ATV, OGRS KD RITER B DN D 5E1IE, BB RERVE I OKESE
WY 7R E AT O BN D %,



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

[f2hE]

ENEE T AHRER  (NM-K2002 35k)

JFRARBREERET  (BEEORBIE « fERAS 2 RS W THERE S LA IBIRIED & 5 B2 13K
GhE 7o) 56 il A R, Al 240mg % 2 RIEIRE C AR EHE Lo, EEFHMEEE Th Sk
FLRIERE D B B B (45 Bl]) OFEBhH (RECIST H4 K74 > LIKICE S Rl Eic X 5
CR XX PR) 1% 22.2% (95%(E5#HX ] : 11.2~37.1%) Th -7z, 728, FHANIET L7-BHE
X 5.0%TH -7,

Flo ALFEREEO 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
RS A S O WG RS R OIS U= B2 258 (FLIRRL. BARH, WRERL OCHE AR |
L0 POREHBREEFEM L BT L EREAEE SR o 7o RR MM (RN,
PEY L IER ORIEIEER <) B, Al (LFEREREOR I I DL TRG L S,

#2 0 FROWTNICHEY T 5B,

IS NN i Wk s ) ey

- MEBHERE (MEA) OHEHT D LMOBEERS

SR Y U REIER OB EH T DR RS

- BB L EIER OB E T DR R R

« RIS SRR N S UANE 5 O R M 2 T % B

B O EER OZ A L, MIE LIS O/ RS REUR (PSA) 2@ 45 BikEs



[Z24tE]
ENEE AR (NM-K2002 7L65%)
A EFRIL 53/56 ] (94.6%) [ZFED Hiv, AL DRRBLPGE TERWAERRIT
35/56 5] (62.5%) (Z# BTz, FBLFEMN 5% EORIERIE TERDO EEBY 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

R BB R TUAE S 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 =T — PN 3(5.4) 0 0
TANRGEUVEBT I ) NG RAT =T —EHN 4(7.1) 0 0
RE N IS SR ]

Fiifgi e 3(5.4) 0 0
B ¥ K OV TRk RR

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

7k HURIRBEREREE O 171 (16.1%) | ITHERERETE 5 ] (8.9%) | MMM 3 4] (5.4%) |
MR MIRAES < A3 F—3 {4l (5.4%) | BEHERERRE 3 ] (5.4%) | HEE D R IEE 2 {51 (3.6%) .
RIS 2 5l (3.6%) . infusion reaction 1 i (1.8%) . M4 1641 (1.8%) MK OVKHZK - /)
Ad - EEED THI LG (1.8%) i biviz, £7o, EIEMMEIE, Ok, Hik, 1R
. BIPENTZE. AT, MEPERRE 78, T EEARRRErE® . RIS RRAEREE . K - BRI,
FRZEME, HERMKRMET ., MERERAEGRE. ft%. R, SEORE, OIBIESE., HREFEK
L)

= K

ﬁ

K
?éﬁ@
=
E

T

rate) waRFHRE T



[ - HE]

AR ORERBEDEREET VAR LT I 2 b—3 3 T XD | A5 480 mg % 4 3 fHfH
bR TG SUTEAGR O ANE - MEFE TIREG L IZBRORA O MG T IRE S BRE S iz, € OR
ROAF 480 mg % 4 B [H IR TG L2 BROEFMRARIZ IS 1T 2 P46 TP AL (BAF | T Cavgss)
WD, ) IE AAI240mg & 2 BFEFIE THREG LTZERD Cagss LHBT 2 & Pl (T
#) o £z, AH480mg % 4 W H MR THR S L72EROE FIRBIZI T 2 i@ Mg i (B
T [Cmaxss) &9, ) 1&. AHI 240 mg % 2 W FEHFE TH G L7ZBROD Chaxss & HELL T
xzrdeTFllasnzbon, ARANBEIZEBOWTARERHRE I TV L - &

(10 mg/kg % 2 HE IR THE) TAHRAZERKG LIZBRD Craxss & i L TIREZ /=9 & Tl
Stz (FHR) . MAT, BROBEIZET 27 —2I2HES5& A4 3 mgkg (KH) XX
240 mg % 2 EEERR. A L <134 480 mg % 4 B MR TR G LIEBEOARK ORER &4
IIMESUT e & OBIEZ T DR ERLUGSE T VPR S L, HREBIEIC O W TREDMT
DIz, ERRoMiE - MEOR THIMER VL 2R ER TRV E RIS,

K3 FEORYMEBNT 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 [ [EIRE. QAW : 4 EMIEING. Cmax : HIEIR5-1% O d5 & MLE i EE . Crinazs :
el 5% 28 H HIZHT 2 HARMIE HHR L, Cavgas : UIEIH5-4% 28 H H £ TOVIMEFHRE, Comaxss : &
FORRBIZ IS 2 e i L. Crmingss : TEHHRBBIZ I D BARMLTE PR L Cavgss 1 EHRIEIZ IS £ 44 1M
THP R



4  FEFRITOWNWT
AL U A7 E PG (RMP) (ZHD X A D [ 3 22 M ERE AR TR B~ o0 1 ) 44l
N L%k T - T, AR OG- NEE) e BE Z2W - FFE L., AAIOFKEIZLY HE
REWER ZRBL LTIZBRICKHG T 5 2 LB R l=d . LFOO~@DFT XT3 )i
CBWTHEHT 2 X&ETH D,

O MERIZOVT
O-1 FiEo 1) ~ (B) OWVWTINIIEY TDMEH THDHIE,

(1) FEATIHRE DG ET D03 SRR ILERBTE  (FRE R 03 A RS B
JRbE, HUE AR FOEEEIL R, kS A BRI R e &)

(2) FrEREREbE

(3) HBIENFULAIEDEE T 2 D3 A BT (A A2 SRR EIbE, 7% A2
B 1IbE. 03 A HEE R 7 &)

(4) ARACTFIIEE A2 RE L, SORIES L FRIEZ R 1 IS RIER L FRES
WL 2 DRiRXFEHEITAR D Jim 24T > TV 2 ftiak

(5) PUEMEREEE AL & BN O i 3% S UE 4R 2 21T > T B itk

O-2 JFBEAWHEOZW K U2 (2% B ARERIERE FSm. RIS AT A
RZA > SETH 2 Wi 2018.) Z 30 L. AL5ARTE M OVEINE T S8 BN O e i+
GYIRHI L R AR OEM (FROWT IS T HERM) 2. Mz R
DAFNCEET HIREOFLE L LTRBESN TS Z &,

o [ERFFEEE 2 EOPIHINHEZE T L2 5 FELLEDO R ATER O EREHE 21T
STWBHZ &, 9B, 24N BT, NARMEERZ £ L LI-BRREREZOWHE 21T -
TWAZ L,

o [EENEFFEUSE 2 FOUIMINHEZE T L72&IC 4 FLL ELOBKRREBRZ AL TWDH D
Lo b, 3EDRIE, BRI KT 2 23 AR & & e S ATRIE OISR IHE
EIToTWBHZ &,

@ BENDEZRMFEREEDOEH]IZONT

AR AL I W BT 5 B DL E S, BRSO OFHRE O ARE - L4
PRSP IR O & BN O ERTE (9 D5 iR Bt AFFRNRAE LI2HE OWiE
B, FBRERNATON D IEHI R > TN D Z &,




@ BHERA~DRRITDONT
@-1 MR AR 2 Eif

BV MR R E OB ZRRIER T4 L7 BRIT, 24 RISl 0 T, Mi%iak XX
BHERFR BV T, BB LZRWERICIG U CABRE L O CT ZOEIER OERNIZ MHE
IRRAEDOFER Y BRI/ L, EHICRHISATRERIAHINE > TnD Z &,

@2 BERRFEICL 2AEERIISICET 2 EM

N ARSIR D 2 PR e OiE 2 A9 2 IERIE A DRIERE =2 ) v 7 %
BOTERD AT V) —= 0 T 2fTWEIRIE & a1 TE 2 F — LERAHI D =
NTWDZ L, b, BIHEHNICHONT, BDABE LZOFEICTHFIJAMETND
ze,

@-3 BIfER OB LT

RIVER (HVEMERZREICIN A BESEMEE e, DR, ik, BRBUREAEE., K%,
NG EEEO TR, LRBERSE . BUEAT R, IPARA, ITHRERR T 1T, ELPERRAE 2%
FUR AR . TR IHERBRR T, phikbes, BREE, RIB RS, Mk, MRk, EEO
Pk, FRARMAEZERRAE, infusion reaction, EEEE7Zn M iRk e, MERE REMERE, AHEL.
Wede, BEDH R, SE IR, WEORERG, MR, DlEfES (LEME) - 4
AR« D EEPEHIAMINAESE) | FRIFERSE, B HIM, BEFLEE) 1SR LT, YRkhis UL R
TSRO HRME 2 AT 2 EAN & EE U (RIEH ORBroxtISICBE L THRE R OSSR 2%
FTONLEMEICHD L) | EHICHRLENTE HEHIESTNDHZ &,



5 HEMBLRDBE
(G 5hIEIC B3 2 F1H]
O TROBHEIZEBWTAROFIMEN RSN TND
o FERAHNABDIETA T4 ) (ARERERGYS) (TS, Meatgin
SR M OYRB IR A 2 520 U 72 B C, JRSIEER 7S N 72 b R & Rk S 4.
0, JEIBORIE « M SO THER S A TRIRIED I B

@  TRLZEEN T AR OG- K OME R HIEZ W TR, RAIOFIMERHESL S TR
59, AFlOEER LB,
o fhoOPUEMEIEEA & OO S

[ 2RI B3 2 FH]

O TRAICEAT2BEEICOWVTIARKIOEENEEZ L SN TND Z b, FHE1T
y OVAN AN
o ARBNDRSTKRE UIBHUE DRBEIERED & 2 B

@ VRHRATOFHRICIB W T FREICHE S T2 BH T OV TE, AR OREITHIE S 20

R OTEFRERIL DN RN EIZIRY | HEICAKIZEHT 2L 2BETE D,

o [HEMMREEOEHIIEIEDH L EE

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

o HOREREOGH, UEBMER R L IO B DR R B OREREO
oD EE

o SRR (S EE L ST) Ob 5 EE

o HWBORGSUIBEE AT 5 EE

e ECOG Performance Status 3-4 ™ g

(E) ECOG M Performance Status (PS)

Score EFS

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

PIREIZIE LWTEENIHIR S5 25, BTHRE T, BAFREH > TOERIITO 2N TE D,

! B R, R

9 BATRRETH A DOH DOEY O Z L 13T _RTHREZAERIZTE 2, HFD50%LL EiZ<y ATl

=7,
3 [BHNTESOHEDEY DI E LTERY, HEODO50%LL EE Xy KW Cil =9,
4 ELENT RV, BAOHOEY OZ L34 TERY, BEICy R+ T4,




»

FECERLTEETREEHR

AT SR A, SOERGE RS DRI 2 BB T D & ARH D Rk K& OV (A

MO DI 2 F W e T3 B LT bR+ 22 L,

TBRBARIZESL G B T Z OFIRITHIMER OEEZ + st L, FRE L5

ThboEETHZE,

FEREWEFHO~ R Y A MZONT

o MEMMEERNGLLNDZENHDLDT, KAIOEGIZH T > T, BARIER

(PR RIS, nZmik, FEEVE) OfER K OWIE X fif i O Ehi%, BlgEr -+
1792 &, 0, MBS UTHES CT, IE~— 7 —FOMELZERT 52 &,

o AHFNDOEEIXHEE O infusion reaction (2 2. TEERFZ 47 72 ki 0 T & 5 U
AT ST BTGS2 &, E72. 2 BIA LU OAAF 5152 infusion reaction 73
bobNDHZLEbHDHDT, AAFKE T M OAAF G TRIT AN XY A
ZRET 2%, BEHEOREZ 085 T 5 2 L, 728, infusionreaction % FEHL
L7eaiZid, 2TOBELOIER P TZRICEE S 2 £ TRELZ +08I8ET 5
Z &,

o FRRMRBEREME T . THEAEREREE M ORIBEENH SDONDL I ENHHD T, A
F DOFe 5-BR AR M O G-I I E WA N Wb RE R A7 (TSH. UEHE T3, 16
BE T4, ACTH. M=oy —VEORE) ZFEhT 5L,

o AFOEEGITLY | WMEORIERISTER T D & B X B DR R R BIRE
WHHONDZ N D, BENED GNTHEITIT, BB L CFRITL U
FHRY 72 15k & RRR A RO R RN & HHE U Cl bl 22 8GRI W 217V 8 D5 I
SIS K DEWERD SN S 58 2IE AFIORES T 1k ORI BE AV
YHIDBEFELERE T D L, B, BB ERVE S OREIZID RIER 0K
FNED BN VAR, BB R VE LA OSEIEIF OBt E E
T %,

o B TR, BUHMNOEIARE L TOHORIWEADNRET L ERH D7D,
AR OFEHE T B EIER OB A3 ITEET D,

o IAUHESRIE (BIE 1 BUBEIRG 2 B de) b b bodu, BERWMES R R—3 R
ELTENDHLOT, A, Eols, WEMHSFEOREIR O REHCMBEH O L7207k
BT 52 L, 1 ERER LN T REETIE L, 42 ) VRGO
HEDHEUREEITH Z &,

o BUPENTR. FPARA, FTHEREFEE . T2, BH{LMER P HOEDOND 2 LRNH DD
T, EWWIITHERERA 21TV, B OWREL 0T84 5 2 &,

o REINERNBHLONDZ ENDHDHOT, IROBEOHEZ EMHRT D

10



T L, Fol IROBEDNED DN HEIIE, WONCEREEEZZ2 589
BEEZEETLZ L,
@ AANOEERFERICIBNT, 6 W Z L IZHRMEORI 21T > TWeZ L 22 E(T, K
Al G-I E IR IS EHERR A TR OB 21T D Z &,
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