WO 2015/170480 1 PCT/JP2015/002352

B =
FEADEF :

G P C 3EHARABEI’EMNTHZEHIHREINSGP C 3EMNHBERER

Al
5T ipakag

[0001] AFKBHIE. BEICSTDBIINT B0PCUTHARFIBEDAMMEERET
3. T, BEICHT 26PCIHSHABTIEEDME L RET 2555, GPC3

SEEFIECENED TH D EREI N, F 72 I30PCIHEMPAESIT L % It
BT 5 ENREINLBEICT SRS T 57O DCPCIEMSAREHIS L <
IFEEIERET B
BRI

[0002] AFMERERRICER Y 2R ILBETE0RICHYS L, HRDBICLZHTEDD
LCIHERRICMBT 2 VWb TWS GEfEEEt1) . RO
ZOEETHD EOBHBIELRICHTT 5, REICH, FFMREIAET

BEREENHEYEN L BAWVEERF— U TR SN B HIASEETH D,
5 LESEICH L TOSEE LPEkin BEPBTFE—LEEE20
ERLBOMRIIIKARE LTR+HTHD, H<DBENEROBREAERL
. CTHIRMESES L CSBAFRERE > TET AT — I ICRRICHET
LT, ZOSEEERZTBICBEAN GERHTXH2) . BEBBOTIRMA
AR AR D BE D FRITLEN L WAL T OSEEEEIZ15%H 539%
CEBED GERHXE3) . UEEMABICEVWTIR., TOLDBEEES
THBIMEEICN T 2HFRBENKD ST WS,

[0003] AFMEREEIEEAICH T2 REMFFEDN%U LORRE S5 EWbIT
W3, 25 LAFFMIRICN T 2ARIAEASESE LTk, BIAIE b
EFIEAVT, BEAORBEMHBIRK S A3 FEIRICHMEESH (VLR
—JL) SHER, ERYWE (BLT71—L) EEMULALOEZTAL, RE
BIRABIET 2 C & ICL Y. SRIRMICIFIERRE £ B30 IC 8 < ARE TH BTAE



WO 2015/170480 2 PCT/JP2015/002352

[0004]

[0005]

(FFEIIRERFENE) DIEFH, BEMIY / —ILENE BEM< A 7 OR8
EfE SUARBOEREIEOREBEM D FENAVLATVWS, F/ 1t
FEEAFIE LT, 5-FU (a9 52)  UFT (D59 EFTHT—Ib)
« MMC (%14 k<4 >C) . DHAD (2 b¥H> bhOv) . ADRR (FRUYTTA
vv) BRI (ZENEDY) ( CDP (VRTSFV) ELNBMT, HDHWVE
IFN (>4 —7x0V) EOHBEEE LT, 28 FEEDBRKRARDIT
b GERErat4)

Z D L, Raf/MEK/ERKS JFILImEZRaf ¥ F—EDERETHET 22
L > TEMBEDIEESE 7Oy 7 L. DD, VEGFR-2, VEGFR-33 & U'PDGFR
-BFOCYXFF—EEBNETDIEICL > THRNEMBRYIREREL, £
ERDEFEERICLEARTHENAMRER LAROFEHEDY S 72 =7 (Nex
avar, BAY43-9006) MEBINTWS, VI 7T ZTOEWHEIZDWTII,
ETHEFMBEEESNRE L2200 BIIIESERIHE 7S R B ERER
(SHARPERBAR ' 7 U7 - KIEEMBICE W TERREINARER) IV THKRE
DITHNTWS, ChHVWThORRICEWTHEEFEHBOERNZEH SN
, FICHRIZ0.68TdH o7, SHARPEHER CIZEBHBIXT. 9N BHB10.7THBIC
ERINc, —Fh, 7VT7ORRTIE, £FPHHEIFL2HBNL6.5HBICHE
RI¥h’k, UL, BEMNEVXRIZELS, BRLOEBESETE TOMHBIZE
RINALEZOD (BKORRTIE2.8H AN D5.508, PYTORHRTIX. 4
ARMNB2.81F) , ERBLEITOHEOERIEBDONAD >, VT
ADdR— NTREFEERBENMEN D, THIE 7Y 7HUZBTIZECK & B
BLTEERADPPEVWEHICAEIHAIN O THEEEZLND
(FEfFEFXMAE. 6)

—fREIC, FFROETICHVIREREZA D). BRTIR. AERD. 2
BBRR. GIEMEEEML. AIEMEE. EREER. B, BRSO
BIEADERISERREING, LHALARDSLY ST 2 TEDEEERIL.
TRFIGEW. B, (BEEHNLEREED) BREPRMELSIZEITIE
EQREZOIMG, Hi., LEE. FEE. BB BNFER FERISE



WO 2015/170480 3 PCT/JP2015/002352

[0006]

[0007]

[0008]

OIFEEFICEBDORIEREHET WD), BRIAZIZFEEZBLTW
%,

—f%IC. FHEIZAEICIZ R AREIER IR I QWA FFEOETIC
HOIFEEIES 4 4. BT IR. AERYD. £5HBSR. HEIEEEM
. GIERERE. ESEER. X EESFOMEREOERIRREIND
o O LIEERIELEDIEEEEFIDFERICE > THEIBI NS Z &EAERKLE
BRIND, L&zl FEMEIMMEINSZBEORRNIR. LU, %
NICED FREEFNEIIMIL L TE LB HERDEFOEIRIG. HEBEICK
THIFEEFNOBRSICL >T, EBRGICHEBRLTLIYBRINE Z &0H
%, O LIERPERNZBEICEZEEREZRNOEREZMILE 2455
BB BELHY. LEROERDEBEEIIFZEERICL DEREZHITIE
Re&@sd, Lid>T, BAEWROALVCEEEZZIT2REDOLOREEFD
Babb LY BNOAREDRIIANRD bR TUL

JYVEAY3 (GPC3) IZFFRETHEICERELTWE I &AL, GPC3IL, G
PCIDAFBICH 1T HBEEDBE. FFEDEBEDENE L < XFFEDZETDERN
ELTERTHDIEEZLNTWS,

AIEEDIBERD T T, GPC3ZATRDERDENE T HARFIDOHEFEI’ED S
NTW3, GPC3%HIFT 2 MBTICT L TRMKREFEEMAREE (Antibody-depe
ndent cellular cytotoxicity, L FADCC] &R Sh B, ) FHS LT
/E G RAKEEMARESE (Complement-dependent  cytotoxicity, AT [
CDC| &R ENB) FEEET 2HGPCIFEKEENRD & L TEUITERA:
FINFEFEINL (EErXmi1) . £/, ADCCEMS LUCDCEREEZEFT S E b
{EIGPC3IAZBMM D & L TS U GPCIERAERINFARE I N (Er ik
2) . XI5IT. ADCCIEMMIEM I Nz b MEIAGPC3HLA (4EEFemk3. 4)
ICINA. ADCCSEMES L UCDCSEMZB L. MEAEBEANE I N /=GPC3HiiF (
BEF Xk 5) 2 ECGPCIHBEREERINEREINL, . I HOHGPC3H
BEVSI T TEHEDEERERNEDOHBEEAIIEL>TY S 72 =27F0DL
FEERICL D BMEED B LS TEERENRBIND & &I, MEH



WO 2015/170480 4 PCT/IP2015/002352

[0009]

[0010]

[0011]

L PHEBEMIDRERTIEERBINTHY (FEFXE6) | BERMBROD
[ LEPEREERITZ2BEDOWLOREZDHERDN S, GPCIHRRAERF =Pk e
TE5LYBNETEDBERENSHEIINDDH D,

—H T, GPC3EFFREDBUTDIEN & T 28 EORAFEL T LEDLNT
W53, GPCUIHRERAANDREIEFE L IERIRER,. TOREDTICSW
TAVNE—E, T3RAT#)/X—ED, NotumZE /=R RKBEDX HZ=ZX L
IKEk>2TFOEy o v PaZ3d2&/MMohTWDS GEFFEXE 7. 8)
o ZOULEBRREFATEZILICL->T, BEOMFHRICHFET S, Ot
v TSI THERICOBINAETREPC3OIE M—TICHEET 51
RESUTROZMEIEBMAEIRBAEINTWS (FEFXXHE7) .
fo. BEDLCBBMINMEBERSICEET S, TO0ky YV IERITE
ICHIFEREICA S EET 2RERPCIDIE h—FICHEE T 2MAE ST
BODMEREREABMAENEREINTVS (FEFXE8) . LAMLALS
. LEOBMERI DA LIE. BRBEICSTIHEOFETEZRET S
FiETH> T, GPCIRRPARFIEEERZ T BEICBIT 5. YHBEEDEY
MAERET DHAE Fld. YZHEBBIITT 26PCIHENERFIFEDMG %
SRET BHEICOVWTIRALNTWANS /2,

APHEEICSWTBIRAINESEIMIEUTOEEY THBD, INHDOX
BAMCREEINDIABTIF IR TABMEICSRE LTRYIATZNS, b, Z
NSEOXFMOWT AP, KEBAZICH T 2RTRNTTHDERBDHDHDT
(= AN
SeAT R AT SCHER
R SCHR
REEFSCHRT : W02003,/000883
R SCHR2 : W02006,/006693
REEFSCHAS : W02006,/046751
R SCHRA : W02007/047291
R SCHRD : W02009,/041062



WO 2015/170480 5 PCT/JP2015/002352

[0012]

¥5EFSCRRG - W02009/122667

WS SCERT - W02004/038420

¥5EFSCEAS - W02009,/116659

FEHRF TR

JEfFEFcmhl : Llovet JM, Burroughs A, Bruix J; Lancet (2003),

362, 1907-17

JERFEFSCmA2 : Bosch FX, Ribes J, Cleries R; Gastroenterology (2

004), 127, S5-16

JERFEFSCEA3 : Takenaka K, Kawahara N, Yamamoto K, Kajiyama K,

Maeda T, Itasaka H, Shirabe K, Nishizaki T, Yanaga K, Sugim

achi K; Arch Surg (1996), 131, 71-6

JERFEFSCmR4 : Yeo W, Mok TS, Zee B, Leung TW, Lai PB, Lau W

Y, Koh J, Mo FK, Yu SC, Chan AT, Hui P, Ma B, Lam KC,

Ho WM, Wong HT, Tang A, Johnson PJ; J Natl Cancer Inst (2

005), 97, 1532-8

JERFEFSCmAS : Llovet J, Ricci S, Mazzaferro V, Hilgard P, Gane
E, et al. Sorafenib in advanced hepatocellular carcinoma,
New Eng. J. Med. (2008) 359, 378-90

JERFEFSCEAG : Cheng AL, Chen Z, Tsao CJ, Qin S, Kim JS, et

al., Efficacy and safety of sorefanib in patients in the Asi

a-Pacific region with advanced hepatocellular carcinoma: a pha

se III randomized, double-blind, placebo- controlled trial. La

ncet Oncol. (2009) 10, 25-34

JERFEFSCmA7 : De Cat B, Muyldermans S-Y, Coomans C, Degeest G,
Vanderschueren B, et al. Processing by proprotein convertase

s is required for glypican-3 modulation of cell survival, Wn

t signaling, and gastrulation movements. J. Cell. Biol. (2003

) 163, 625-635



WO 2015/170480 6 PCT/JP2015/002352

JERFEFSCEAS : Traister A, Shi W and Filmus J. Mammalian Notum
induces the release of glypicans and other GPI-anchored pro
teins from the cell surface. Biochem. J. (2008) 410, 503-511
FEADBE
FEEAL/BRAL LD & T ZFE

[0013] ARBPEIDL ABRICEATABINEEDOTHY., ZTOEMIE. GPC3
EHEEREE LS RBEICS T D, UHEEOEMELRET 5%,
Frid. YEBEICHT BPCHEMABRREEORBGARE T 25 £ 1R
T2 EHD, Tl HHET. GPCIERABRTBENEY THD ERES
Nie. ZIRGPCHBHABRIBE A MG T 2 EMREI NAREICI SIC
5T 570 DCPCHEMAERD L REFERBT I EILH 5,
REEBERTDODOFE

[0014] AHBEESIFCOL I LERTCHERREED/E TS, GPCIUBHA
FHIBEE 2T BRED BB N EWEHER RO REMIER L%
GEMELEICRE LTV FORBEEENE L. YHMBEUIREEN
FREDETHBIBE. £/ I3GPCIHTHARRIEEE 21T 1% IC S BB
FRRRENFTECETH DS, LHPCIHEMEBFIBENED TH D &k
Y 5. Thid. YHCPCHEMBBEAFEORGERET 2 EE8MELE
. F7o. GPCIUBHGABHIBENEMTH 2 LREI Nie, T IZPCIBHIA
FHIBEE BT 2 2 EMNREI N BREITIRS T 270D DOPCIEHAEHR
B U< IREFIERIEL 1,

[0015] &Y EAMICIZUTORBEAREIND,
(1) BFICHIT2BICHNT 2PCIBHSABRIBEOEMMERET 5. &
Fld. BEICHT B CPCHEMABABEDMIGARET 2755 TH> T, GPC
BHARKIEEE 21T DRIDRE R/ LPCIHBHABFIR RS T8
EN DSBS N EYENHAB DO, REMBRESFEEEICRELT
WEAFORBELAET 5 & 42H. LUHABEMIEEL LM I
FRLTVWBDFORRENFTEDETH 35HEIC L HCPCIUEHABHRIE S



WO 2015/170480 7 PCT/JP2015/002352

DEMTHDERET . Tlld, HECPCIHRIPABRAIFEDRIREZRET

BT,
(2] AIEREMFEHNEBN. BEHNSBERINAREMNTHS. (1] I8
B DITE.

(3] mUEdfe=flifEnt. Bk, Ik, FHERKRV) VKK LEIEND D
B EHETDOOMBETHS,. (1] XiF (2] ICEEDFE.

(4] B2 > /%3KkAY. CD45+!) s Bk, CD3+TH#ERE. CDA+THERE. R F. CD8+
THIREEA HBIENZ2 DR EH 1 DD VNI THS,. (3] ICEHDA
7

(5] gUE2 " »/33kA'. CD1G+NKHERE. NKp46+NKHHAE, . K Uf. CD56-CD16+NK
HMEMLEINZ DR EE1 D20 UM THS. (3] ICRBEDH
7

(6) RIRSREMAELICEREL TWEHTFA. CDI6XILCDI07aTH S, (1
) XiE (2] ICER#BOHE.

(7] RiEBEBED. FeyRIIIADISBRID DA &5 1 DD T I/ BEEHVal
THDLERV/XIEFcyRIIAD MDD R &5 1 DO T X /BEENHis
THH>EZHEETIRETHD. (1] H5 (7)) OVWThIICEEHDOFE

(8) RIECEMHFFETHZ (1] 15 (7] OVWThMEHDOFE

(9) RUECGPCIEMBAERA, EEBEODMA M5 JET200wg/mll L&D
EOICEEINSE. (1) &5 (8] OWThMICEEHDAE.

(1 0) RUSEGPCZRTAEHID, MOPCITAEBRIM S & L TRLAERIT
Hd. (1) 55 [9) OVWThNICEEHDFE.

(1 1] RUEEHGPCIHMAD, MAMKEFEMMAEE (ADCC) FMS LT/ FIE
MAKREMEMREE (CDC) FME2ET2MMATHS. (1 0] ICERBOHE

(1 2] RIEMGPCHAED, LATFD (1) A5 (5) owgFhd;
(1) BBHNES: 4, BIES: 5, BLVEIES: 6 TENRENRIL



WO 2015/170480 8 PCT/JP2015/002352

% ESHCDRT, ESHCDR2F L 'EFHCDR3, A5 WMCEANES : 7. BEIES :
8. BLUVEINES : 9 TENETNRINSEREHCDORT, #RFHCDR2EH LK VP EREHC
DR3 ;

(2) BEHBES : 12, BIRS: 13, BLUEINBES : 14TEILETN
FRINBHEFHCDRT, FFHCDR2B L UVEEHCDR3, RS NCEHIES : 165, B
HFEES: 16, BLUVRIES : 1 7 TERTRRI NSEHCDR], #RgHCDR
28 & U'EREHCDRS ;

(3) EBAFES: 20, BIES: 21, BLVEINFES: 22TENEN
FRINBHEFHCDRT, FFHCDR2B L UVEHCDR3, RS CEHES : 2 3. B
HIBS: 24, BLUOBRHNES : 25 TENTNFRINSEHHCDRT, #FFHCDR
235 & U'ERSHCDR3 ;

(4) EgHFES: 28, BBIE S : 29, BLUEINES : 30TENEN
FRINDHEFHCDRT, FFHCDR2H L UVEEHCDR3, RS ICEHIES - 3 1. B
HES : 32, BLUERIES : 33 TENTIhRINHEEECDRT, #2EHCDR
28 L O'EREHCDR3 ; £ L < &

(5) EB5FES: 36, BLIES: 37, BLUVEIBFES: 38TENEN
FRINDHEFHCDRT, FFHCDR2SB L UVEHCDR3, RS ICEHES - 3 9. B
HFES: 40, BLUVEIIES : 4 1 TENRLThRINSFHECDRT, #RFHCDR
28 & UEREHCDRS
EESUIOPC3E X SHAE I b MERGPC3AAETH S (1 0) F/id (1
1] ICEEEDTIE.

(1 3] FUEGEHGPC3TMAED, UTFDOWThh ;

(1) BHES: 44, BIWES: 45, BAES: 46, BNES: 47
. BEFES : 48, BEHIES : 49, BLUERIES : 50TRINDIEH
AIEEHOBENSBRINIEHTERR. ROSTCICEIIES : 51 TRY
N2 EHAT LR ;

(2) BBHNES : 44, BHINES: 45, HINES: 46, BBWNES: 47
. BEFES : 48, BEHINES: 49, BLUEIES : 50 TRINSIEH



WO 2015/170480 9 PCT/JP2015/002352

BRIGOEN BRI NS EHILEE., ROSCICERINES : 52, B
#S:53, BBY¥ES: 54, BHES: 55, BESES: 56, BIES
: 57, BHES : 58, BBIES: 59, EBEHES: 60, BLHNES: 6
1. B5&ES : 62, BLHES: 63, EHES: 64, BHES: 65,
BLVEHES : 6 6 TREINIBEHAZEFOFEL SBRINZBHITE
PRI ;

(3) EBHES : 6 7 TRINDIEHFEAEWRY. BLVEIES : 6 8TK
IhaBEHTEESE ;

(4) BBHIES : 6 9 TRINIEFETEWRY. BLVERHINES : 70TxK
IhaBEHTEESE ;

(5) EBBHIES : 71 TRINDIEFEAEWRY. BLVERINES : 72 7TK
Ih2BHETESEE; 6 L<IE

(6) EEFNES : 71 TRINDIEHITLMHEE. SLUVERINES : 7 3TK
INBBREEF B ;
EESCHETHSD (10) S (12) OWTFhHICEREDSE.

(1 4] BUECGPCZRAEAHHGPCIA IS ESMDENEL IR
wE2T. (10) [CREOHE.

(15) REMBHEITYZEEMELLICERLTVWEDFOREBEENTE
DEEBT 2BBEICINS T 57O DCPCIHEHEEAL.

(16) REMBEHUIYUZEEMELICRRELTVWS2FOREEN. &
BELNS BRI NEYENER PO RBEMERX I S REMR EICHKER
LTWBRFORIRETHS. (15]) ICEEEHRDGPCIERABEFH,

(17) RBIECEMZENEED, EREHLBERIINRKENTHE, (16
) ICEEEDAEH

(18] RISEREMAEA. Bk, BIR. FHHRROY VL SEIEN S
DR EH 1 D0OMETHS. [(15) o (17]) OWThMICEEDE
A

(19] #1528 v/ 5kA%, CD46+!) /33k, CD3+TH#ERE. CDA+THERE., XU, CD



WO 2015/170480 10 PCT/JP2015/002352

SHTHIREON S RIEN B2 DA< EH 1 D0 VRBilETH S, (1 8] ICEEEHE
D SEEH.

(2 0] gUE2") >/ 5kA%, CD1G+NKHERE, NKpdG+NKHEAR. . X&', CD56-CD16+
NKHERE DN S BIEN D DA< EH 1 DD VRBk#MIlETH S, (1 8] ICEEH
D SEEH.

(21) AIRGREMELICERLTWSHFH, (DI6XIECDI07aTH D, [
15] 5 (17]) OWTIAICEREDBES

(2 2] FUGEERED. FcyRIIIADISM DDA &6 1 DDT7 I/ BBEEDNV
alTHBLZERV/XIEFcyRIIADIBD DR &6 1 DDT I/ BEREHH
isTH>2LREETHIHRETHD,. (15] 5 (21) OVWThAICEE
D SEEH.

(2 3) piEdmBENIFREEBETHS (15]) id (22]) OWThHICE
/DR

(2 4] RUESGPCIZRAEEIN., BEBOMA S 7{ET200wg/mlL £ & A
£85I NnB. (15] 25 (23] OWTIAICEREHDAES

(2 5] AIECGPCIEMEEH N MGPCIAAEBUMRD & L TELHRESITH
5. (18] 25 [(24) OWTFhHICEEEHDAER.

(2 6) RIECIMGPCIHIAD, MFKEFMEMERIEE (ADCC) FES L/ FIE
FMIAMKEFEMRREE (CDC) EMEET2MAETHS. (25) ICERHODBE
Al

(2 7) RIEEHGPC3HAEL. LUTD (1) 5 (5) owdFhnhd;

(1) BEBIES : 4, BIES: 5. BLUVEIES : 6 TENETIRIN
5 EFHCDRT, ESHCDR2$H L 'EFHCDR3, AL WMCEHNES : 7. BEIES :
8. BLUVEHNES : 9 TENETNRINSEGHCDRI, EFHCDR2H & TVERGHC
DR3 ;

(2) BZHFBES: 12, BBIES: 13, BLUVEIBES : 14TENRTN
FRINSBDEHHCDRT, FJFHCDR2B L UVEFHCDR3, RS ICESES : 165, B
HES: 16, BLTEINES : 1 7 TENRETNRINSEHCDRT, #gHCDR



WO 2015/170480 1 PCT/JP2015/002352

28 & U'EEgHCDRS ;

(3) BHNES: 20, BAIES: 21, BLUVEIBES: 22TENEN
FEINBHEFHCDRY, EFHCDR2H L 'VEFHCDR3, ML WNICESIES : 2 3, B
FIES: 24, BLUERHIES : 25 TENTNRINSEHCORI, $EEHCDR
285 & U'EEFHCDRS ;

(4) BL5®/S : 28, BEIIBS : 29, BLUVERHIES: 30TEIRTFN
FKINBEFHCDRT, E=FHCDR2EH L 'ESHCDR3, W HICEIES : 31, B
HBES: 32, BLUVEFIES : 33 TENTIRI N SERGHCDORT, BRFHCDR
285 X UEEEECDR3 ; £ L < I&

(5) EBHES: 36, BHIBES: 37, LUVEINBES : 38TENLTHI
FKINBEFHCDRT, EFHCDR2EH L 'ESHCDR3, W HUICETIES : 39, B
NES : 40, BLUVEHIES : 4 1 TERTNRINDERHHCORT, EEHCDR
28 & U'EEgHCDRS ;

HEUIMOEPC3F A SmAFEIF b MEMGPC3TAETH S (25) Fhid (2
6) ICEEEDARH.

(2 8) RUEIMGPCIHAL. LLFOWThD;

(1) BENNES: 44, BESIES: 45, BBHIES: 46, BIES: 47
. BIES: 48, BEHNES: 49, BIUVEIES: 50TRINDIEH
AEMBFOENSBRINSEHATLRE, LO5CICEINES : 561 TRY
h HERHAI AL ;

(2) EBHNES: 44, BHES: 45, BHES: 46, BIES: 47
. BIES: 48, BINES: 49, BIUVEIES: 50TRINDIEH
AZRBEOHEDN SRRIN D EHATREE, AS5TICERSES : 52, EJl
#HS:53, BBAES: 54, BIES: 55, BEHIES: 56, IES
: 57, EBEFES : 58, BLHIES: 59, BHNES: 60, HNES: 6
1. EBFES: 62, BIES: 63, BHES: 64, EHNES: 65,
BLVERIIES : 6 6 TRINIBHALBEHDOEDL SBRINDIBEHAR
SR ;



WO 2015/170480 12 PCT/JP2015/002352

(3) BRFIBS : 6 7T TRINDEHATLHRE. BLUWRIES: 6 8TxX

ENHBHEAERS ;
(4) BFIES: 6 9 TRINDEHTLHEE., SLURIES : 707Tx
INHBHEAERE ;

(5) BCOIES : 71 TRINDEHTELHEE, BLUVEINES: 72TK
INEEHETEEE; H LI

(6) BHES : 71 TRINDIEHTELHEE., BLUEINES : 73 TK
INZEHETEMHET ;

EEUHAETHD (25]) 5 (27]) OWTIMNICEEHDBEHR.

(2 9] BUECGPCIBATAEHI N HRGPCITAICHIRBEEME M BE I AR
A®THd. [25]) ICEEEDAERF.

(30) GPCAUMBHPAREIREEZ T 2RIOBRBEN SEBM I N EYFHE
B OREMBEE IS YZAEMRELICRR LTV D FORBELSFED
[ETHDBEICEES T DEDIERELE SUCPCIERTEED 2O DHEF.

(3 1) GPCIBHPEEXIBE A RITBBED LB I W EMFEMERH
DHREMPB NI LEZGEMELICEB L WSR2 FORRENFTEDET
HHEREICILILHEET 2 EDERELEUCPCIHRHAED /-8 DEF,

(32) MIREMENZRN, BEEHISEBINCREOLTHS, (30
] XiF (3 1) ICEEEOHEFA.

(3 3] puscfREMAEA. BBk, HEK, FHEKRG VAN EEND
PRCEHST1TDOMBTHS, (30) S (32]) OVWThMIEEHOR
#,

(34) FIEAY /SRS, CD46+1) v /88K, CD3+THARE. CDA+THEAZ, Rt CD
S+THIRA N SBIEh 2D &H 120 VM TH S, (3 3] ICEH
DEFH,

(35) RUad") »/33kA*. CDIGNKHEAE. NKpAGNKH#EAE. XU, CD56-CD16+NK
MRS SRBIEN VR EH 1 D0 YREKMIETHS., (3 3] ICERHD
B,



WO 2015/170480 13 PCT/JP2015/002352

(36) piscREMEE LEICEIEL TWB9FH. CDI6XIECD107aTH B, [
30) »5 (32] oWTFhrICEEDOEF.

(37) RIEEEZED. FcyRIIIADISBAID DAL &% 1 DDT I/ BEENV
alTH B LERG/XIEFcyRIIADIBMI DD &6 1 DD T I J BBEREHH
isTHHSEAEETZHRETHD. (30] 5 (36] OVWTIHAICEHE

DELF,
(3 8] RIEEEBENFERETHS (30] /5 (37] OVWThMNITE
B DHF,

(3 9] AIECGPCIRRVARAIN, BREDMA bS5 TET200ng/ml Ll E &R
2L0IK/EINS,. (30) A5 (38) OWTFNMICEEHDHEANL

(4 O] RUGCGPCIFRVEEFIAMGPCIMBZB UMD & L TSUBBEFITH
%, [(30]) 15 (39) DWIFhHICEERDHEA.

(4 1] BIEMGEPCIHLAEN, MMKKRFIEMIMEGEE (ADCC) FMH LT/ T
A REFEEREGE (CDC) EMZBI MK THS. (4 0) ICERHORA

(4 2] RIEHMGPCHHAEN, LLTFD (1) A5 (5) owgFhh;

(1) BBHNES: 4, BIES: 5, BLVEIES: 6 TENRENRIL
% EFHCDRT, FEFHCDR2H L 'EFRCDR3, L ICEHES : 7. BEIIES :
8. BLUVEHNES : 9 TENETNRINSEHCDRT, EFHCDR2E L UEREHC
DR3 ;

(2) BEHES 12, BHIES: 13, BLUVEINES : 14 TENRTN
FREINBHEGHCDRT, FHCDR2$H L U'EFHCDR3, AL UICEHNES : 15, B
SIS : 16, BLUTERINES : 1 7 TENTNRINSEHCORT, #EgHCDR
28 £ U'EEHCDRS ;

(3) BAES : 20, BAUBES : 21, BLUEBIWES : 22TEhTHh
FREINBEHCDRT, =FHCDR2H L 'EFHCDR3, WS WICEIIES : 2 3, B
NES: 24, BLUERIES : 25 TENETNRINSEHCORT, #EsHCDR
28 £ U'EEHCDRS ;
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(4) BBHES : 28, EBIEFES: 29, $LVEINES : 30TETNETN
FRINBHEMHCDRT, FJFHCDR2B L VEFHCDR3, RS ICEHNES : 3 1. B
MBS : 32, BLUEINES : 33 TENTNERINDEGHCDRT, #EHCDR
25 L OERHCDR3 ; £ L < I

(5) EgES : 36, BBIES: 37, BLUVEINES : S8TENEN
FRINBHEHHCDRT, FJFHCDR2B L VEFHCIR3, RS ICEINES : 3 9. B
HBES: 40, BLUVEINES : 4 1 TERTNERINSEGHCDRT, #gHCDR
28 & U'EREHECDR3S ;

EECMGPCIE X ZMA T E MURGPCIRATH D (4 0] Fid (4

1) [CEEEDHEF,

(4 3] RUGEIGPC3IMAED, UTFOWThh;

(1) EEES : 44, BHES: 45, BHIES: 46, BBHIBS: 47
. BES : 48, BBAINES: 49, BLURINES : 5 0TRINDEH
AIEMEIHOEN HBIRINZ2EHTERE., QS CICENES : 51 TR
N2 EXEEAT R ;

(2) BBHIES : 44, BRHIES:45, BBIES: 46, BINES: 47
. BBIES: 48, BINES: 49, BIUVEINES: 50TRINZEH
AIEEIHOBEN HFERINSEHTEREE, A5 CICENES : 52, B2
EZS:53, BBANES: 54, BBHES: 55, BEHES: 56, BHIES
: 57, BBHES: 58, BIES: 59, BIES: 60, BINES: 6
1. BE5ES: 62, BL5ES: 63, BLIES: 64, BIES: 65,
BIVEHES : 6 6 TRENSIBEHALHEHOELN SBERINIEHTE
PRI ;

(3) BL3ES : 6 7T TRINDIEHTLHEEH. BLUEIES : 6 8TK
INZBEHETERESE ;

(4) BL3ES : 6 9 TRINDIEHITLHEE. BLUEINES: 70TK
IhZBEHTERESE ;

(5) BLIHES : 71 TRINDZEHTLHEE. BLUVEIES: 72TK
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[0016]

[0017]

Ih2BHETESEE; LI

(6) BLIES : 71 TRINZEHTELBEEH. SLVEINES : 73 TH
TN ZBRETEMBESE ;
EEUIAETHSD (40) A5 [42) OWTIHMICEEROEAL

(4 4) BIECGPCIBHAEF A HIGPCITAICHIRREEMME MRS S hich
*®THD. [(40)] [CEBEOEF.

(4 5] GPCIFRGAEFZ (1] »5 (14] OWTNMIEROAEICE
DTREINDBEICKRET DI &ICEL D, EBOEERE
EIRMT D,
FRIFORMR

AFEPICEINIE, BEHIDIEIC. GPCIBAAERFIBENERIMN E D H.
%% W IEGPCIIBHAERIB A AT T RENEINERET DI EMNTES
o CHICEY ., GPCHBRVEFEFIEEZDMROM LS, BEEZIT2REDIL
WELNTREERY. JYBNAEREOEENIEERINS,
BmE OB FRA
[E1]GPCIERVEERIEZEE LR /7R 2RI - BEOEEREEHHES
LR2EFHEER LR TH D, BIRIZCCIESEE, RiFlE /S5 2RE
 ENThOEBEELSERE., & LLR2EFHEETRT,
[B2]GPCIERVEERIEZESE LR /7R 2Z I - BEOEEREFHES
LLRELEFHEER LR TH D, ZRIET S RE. RIRIECBERE
B ARISGCBERBH TN ThORIERLETFHE. & LIIREEAE%
=Y,
[E3]GPCIBRVEERIEE A Z T 2RIV BE D SEII N2 MR DIFHBRA
hoLiE (3,60718/ ul) LYDLWEL ELEZVEICEIT D UBBEDE
EREGFHRE S OBEBRAKRER LERTH 5, BIRIECE33MREEE, RiRIE S
SR, TNETWOEEESEFHRZTRT., FHRERENDLQVEICEWT
&, TS ERECH L. GC3¥ZEEED /N — RELIX1.229 (p=0.369) TH >
FDIZH U, FHRERAZWEETIE/NY— REEAY0.607 (p=0.030) TH > =,



WO 2015/170480 16 PCT/JP2015/002352

[B14]1GPCIRAVEEFIFEZ & 2T 2RIV FZE L LERINI Nz ME A DCDARGZIET
MREASRRAE (49008 ul) SYDRBWE, & LLRBZVWEILBIT24EEE
WmEELEHRESOBEBEBERERNLARTH S, MIRIECC33 SR, R
75 ERE ThEThORIBEESEHREEZTRT, COABMETHERHD D Awn
BICBWTIE, FSERBICH L. GC33EE5EE M/ Y — RELIE1.273 (p=0. 30
7) TH27DITH L. ZVEETIENY — REEA%0.635 (p=0.05) TH > 7=,
[B5]GPCIERAEHIEE % 21T ZRIDBE N SIS N7 MK F DCD56R
CD16RZMENKHERE AN R LB (6. 38/ ul) &YW DRWEE, & LIEZVWEICSIT
ZURBEOREBLEFHEE OBBEBRRERLAZENTH S, MRIZ6C33#%
58, ERIE TS ERE. ThPhOREEEEB%R7T, CDS6EE4ECDI6
PEHENKRIRE DN DR WEBHIC B W TR, TS RECH L. GC33% 5B M/ N\ —
REBIET.259 (p=0.344) THo/DICHH L. ZVEETIENY — REEA%0.571(p
=0.022) TH > 1=,
[6]GPCIERAEHIEE % 21T ZRIDBEH SIS N7 MK ONKHRRE =
DCD16FEIRE (MESF) A HR{E (372,254 mesf) LW DMRWEE, H LEE
WEHIC B IT2UEBEDHREELFHBE OHEBERARERLEZKTH S, H
HRIFGC33MR 58, ERIT TS ERE. ThEThOBRBBEFEHE%ZTT, CDI
BREIBMNDRWVEICEWVWTIE, 7SR L. GC33#EEH D/ — REbiZ
1.130 (p=0.612) THo7DICH L. ZUVEETIE/\YF— REEA0.668 (p=0.10
NTHhoT,
[7]GPCIBHAERIEE & 2T 2O EEN SERI M MEEBEE BV
ADCC;E 4B % fARRZRE L DCD16FKIRE D EALIC & Y 51 L 2BRDOCD16HKIRE
{LENHRIE (-64.33%) LU DAWEE (ADCCEFMEE) . & LIEEVEE (
ADCCIEEMERY) ICH I 2 UEBEDHEEELEFHEE OBEEBRRE R LA
THd, ERETSERE, SRICBEHREEE. RIRICREREE. *
NETNhOEEELEEFEPRZ R,
[BBIGPCIEMAERIFE 2 2RIDEEN SEBRI N MKMEE B W
ADCCiE M E Z MR E L DCD107aFKIREDE(LIC & Y FE L /2FRDCD107aF
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[0018]

[0019]

[0020]

[0021]

IRECENHRIE (34.15%) L YZBWEE (ADCCHEFMEE) . & LIEVan
B (ADCCIESEMRY) ICHITHUZBEOEIEEEFHEE OBBERRERL
ETHD, BRI TS REE. RiRIZCCBTRER. HIRILCCIXRER
 ENTNOEBEEFREETT,

FAERET 2 7-DDOHRE

EE

APHEICSVWTHBROERNRWVWRY ., AERICEELTHWSNh S
FHAZES L CRMAER. HEEICL > T—RIICEFEIN TV SRR
"ZBITDZELEDET D,

N ERES

[=2®D (a) | 8LV T=2D (an) | EWHIAEEAIE. AEBICHW
T —D2DFLIFZDOULED (TRHLEDLALKEE—DD) TOAERAD
MELEDORREWD, BIZIE T—D20D (a) BFR] . —DDOERFLIFZD
UEDERZERXRT 5,

7/

ARBEMIZICEWT, & xE Ala/Al Leu/L, Arg/R, Lys/K. Asn/N, Met/
M, Asp/D. Phe/F, Cys/C. Pro/P, Gln/Q. Ser/S. Glu/E. Thr/T, Gly/G, Trp
/M, His/Ho Tyr/Y, Ile/I, Val/N&RINBEDIC, PR /BIXIXEFEI—FR
FEE3XFI—R, FEEZEOEATREINTWS,

73 /BBOWRE

MERBREDTFOTI/BEINFROTI/BOREDLHICTIE. BURFEN
ZTEFEFHE (Kunkel > (Proc. Natl. Acad. Sci. USA (1985) 82, 48
8-492) ) X0verlap extension PCREDNKOFEABEHREEINES,
T, RAROT7I/VBLUADT I /BBICEBRTZ2T7I/BORELAEELT
. BRORRMOBELZHEBINESD (Annu. Rev. Biophys. Biomol,

Struct. (2006) 35, 225-249, Proc. Natl. Acad. Sci. U.S.A. (
2003) 100 (11), 6353-6357) , BIZAIE, #IEOARYD1DTHBUAGOR
Y (ZrnR=aRY) OBRBHT A=Y Ty —tRNAICERRT I /B
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[0022]

[0023]

HEE I N/RNAD 2 TN 5 EMBEEIERR S X5 L (Clover Direct (Prote
in Express) ) FEHFBEICAVONS,
APEMEICEWT, VI /BROWESUEZRIEICAVLND [BLW/FE
zid] OREBORFIE. 18L& & TFLIE MEEEAEDINEHL
WaHEEtE20., EFMICIE. FIAE 4360, 5261, BLT/FIE1050
DT I/BIBERINTWVWD] ERBUTO7 I/ BOBED/N) T -3y
N2IFEND ;
(a) 43fiL. (b) 52fir. (c¢) 105fif, (d) 43fiid L U'b2HI, (e) 43fLd L TU105
i, (f) 52 L VM056L, (9) 43MLH & UB2fL & & V054,
EUF> /N v T8 L UKabat >/ Y v
AFEATHEAINTWEFEICESDE, FUADCDREFRICEIY HETONS T
X /BB IZKabatiC L= > THEIN D (Sequences of Proteins of

Immunological Interest (National Institute of Health, Bethesda
;o Md., 1987EHITI0EF) . FEMEICSVWT, REES FIMNESE
IRMREEHA ThBiga. TRMBEO T I/ BidKabatF /N JICL
et EBREOT I/ BIdKabatD T X S BUBICEUCLEVF YY) VT
LA >THRIN D,

[0024] £ =puEid)

[0025]

AFEBFICEWT TEWR2MNER] WD AR, IRHNSEREI N 2 A8
FEERAEOHBZWD, TOLD BREBOIEREL—ERKRE LT, AIxE
mig, mE. R, /YR KE. [E. BE. 8L URETERO AR
F. R ER K. . 20FARHSPZMKRED. MIRESE, MK
EE. iRl REZLREHLWDZIM TOMB. HHECLYESNIH
LWBEM (FIZESKEZROED) . RHWITH ¥ E NOTOHAEEEY
DERKDDOHEBIEFEND,

REMBHEIGREMELICKR L TW2OTOREREIL. EEHNOBH
IND2ENZHNERCBVWTRAET DI ENTE D, HIAIE. EMENER
ELTMKEEAVWDBEIR., AEOFFE L, BRI AARKELFORE
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[0026]

[0027]

[0028]

MM IEREME IR L TWA L TORRENMUEINGE DS, FIRE
R—RERRE LT, 8L LBBIhRBIPOREMREE. FIXE F
LHREIC L ZAMBKYEY. BEMKGECHERREZAVWTAEINEG
%, . FEREL—BHRE LT, BELSERHI NARELAOREME
FIZRBELTWR 2 FORRER. fIZIE, BRENGRAZRWVW I O—Y
£ A RNY— &> THEINES,

(BRI hic] &, TORABDRELNDS TABH KEEINLI L,
Fiabht, RRTELLEBE. TORKROERENSELE LT/ FLIFERY H
Iz EEVWD, BIZIE. EYHRICEET M. R)VXILVFFREL
RRURTF REBEINTORWLS, RABRDIKRET—RICEFET MR
SOBMINERLCHE. RYXILFFRELBRIRTF RIZEREINT
WBZEEREPTIRERT S, I5IC, HHEEGR, BEENRESLIEV
ThOMLOBBMAFTHRIIL > TEMIBAINERY XTI LA F REELIGR
DRTFRIE, & (EFELTVWTHFEEFETELW) RICFEFELTW
2BATEH, BffYh TV,
bk ediiii2)

ARBICHVWT [REME] k. BORFEOEFRNORERGICEST
DA ER L. BANICIE. BIAE BRERGFHER. FIRER. FEIK)
CBER(z a7 7 —Y) ) v BR(THERE, BAERS. NKHERZ). BHAMRESEA
Bifoha,

0 e SRR O3B T

ARBICEWT, FREQZBEORMOFPOREMEHERET SHE
IE. BICREINAL, FlAE, RREAZBEILOEYENAB S LTH
WAFE L, BEL2MREERE U CHEMBREBMICE > THET S Z
EDNTED, Fe, PIZAIEMIKEGERERBV. ROXPEMmKkEZERL, H
DX LYREICLY MEMIEEEREB LR REOINAPHIROEWCE
YEFrRER, FERER. IFIEEBR. B Y V/GRICEHTE, TOEEHSHZ
NENOMEBEEHRTZ2IENTED, I TERINZEYENERIX
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. BRERROREMEEZRET 2 EDTEZHBTHNIEIRKICREINT
PIAE REIMAREIT SN S, BEMICIE. HIA IEERGICEEEHDHFIEIC
Lo TAEINES,

[0029] i EICHKIB L TW25 9 FORIBEDRFTE
AERBICHEVT, HRELGEIBEOREMELICKEL TV 2 TFORR
EXRNET HHEIF. BFICREINGW, fIZIE. SRELQZBENLEY
FHEB S L TMREZHRIR L, MIRICRER L TWSDFICNT 2RBENDT
FERIGEE, 70-YA X M) —FZAVAETZIENTES, 5
IS, BAEEINAF Y Y TL—2avE-X2RAVIBRERAERSTE
B (Molecules of Equivalent Soluble Fluorochrome : MESF) A#:4%FEd 52
ET, HHIMEEFOT7O—H A b X MY —IC& BESABRERIEE %MESFE
WCEBRLEELTDHIENTES, BHEMNICIE. HlZ(EJournal of Research
of the National Institute of Standard and Technology, vol. 107, No.
4 (2002) pp339-363ICEEMDAEICK > TAET DI ENTES, JITH
MIN2EMFENEMIE. BEHAXOREMREZAET S5 EDTESHM
THNIFFICREINT, HIZAE, RELAZEITFSNE, BEEMICIE. HIX
LERAEBICEEICEEBOITEICL > TAEI NG S,

[0030] Fcy SBHEZRIDHER
AEPICBWT, NRELDIBENFcry SERDEGLFLEEEEFTINE
DOERRT B HEIF. FICRREINGWL, BIAIE. HREQZBENLEY
FHEMZHRINL, FKERLAEAILY /) LB FZEREL TFey RRAKIC
FETDELTFORERIEZRET DI EICEL>THERTDHIENTE S,
BEMICIEFI X 1E, Journal of Clinical Oncology, vol.21, No.21 (2003)
pp3940-3947ICEBBD T EICKE > TRAIETH &N TES, TITHEIREINS
EMFEHERE. BEREDY /) LBELGFEREITSIEDOTELHANTH
NITFICREINTY, 2L REL. KEDRREDEF SN S,

[0031] AFEBICHWT, MABICH T ZPC3NRREBEARET HLHICAVNLNS
EMFEREBS S L THEBRAESRNMFEICEITON S, FFE LWERREERE



WO 2015/170480 21 PCT/JP2015/002352

[0032]

[0033]

. WREHNSEShIEBITHY ., ISITHFFE LK. HREAOFESIE
FrffEATH 5, RIS MIRERBZ Y 285& LTREAM
DHETHZDER (N1 FT2—) PFEICAVLNS, FEREFHECR
WA REBOREN L BEFREICR I, FEOHEBI RIS HEEZ W
., BE. HAFRINSELAIEEMTEOMETH 2, MBS RRE
REZAVWTERNBOREMENIEINAL LT, BERBMEEINDS, EIC
REMNOIRBOREE THREONREQY ., BRMORBENNMIAI N
BICERSHLIERIN D,
HEELOBEMEE T CERNABRICL > THRERINS 0T, MBERNTE
HERICERAINI AR E+DICERT 2REISENINS, FUORIREE S
L CHEBEZERPEEIN D, Tabb, Bl - MIB0EREICHRKCESEE
BIIETREI D EICE> T, MEBAEERT ML EPLHITIRE L
. TOBENRELSLUVRBLEINDG, 7. BEOHRE I D EBIZ
mA, RNST7 4 VEBYREEZIDICELAXREIBLICEOMRE LTEF
MAAZEOIYTUYE SIS, RWT, BEEEETZIEHICHVLN
HAETHIBEERPTHRMAENREINDS, BEKRE LT, HILTY
V. BILFE LIEHREEERILT ) UAFBEICERIN S, PEEERIL
<)V OREIGHEBEROREEIEYEICIEC TCEERIRI NS, BEIR
~50%. $FFE L <I1E5~25%. BICHFFE L IF10~15%DETHEHEEZREINT
FRINES, EBERSREINCEERIELRY TEBVWCEERS
Ihd, BEEEBEAEZEES LUOEROXE T CEEKRPICHESEKE
THIEILEL>TEREING, BEICEY 2HEIE. 1FENASTHME. T
L < IZ265E A H38MA. F2TF L < IE3FE[EA H245H. FJICHFF L < 134
RS 16REOHE TEERZBRING S, BEDRICY VEEEREFICE
ICENBSE (283D H4A8BFRE. 75 L < [E3BFEM 52405, BICHFFE L < 134
D S 168 D& E CHREZRI NG S5E) . BEREIND,

RIS, BENMBEAINCEBERNS, RBUREZAIZ/AZ 714 V8 R
FEERAWTURAMFBICERING S, RiEFZEOFERS & LTIE. 0.C
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[0034]

.T.compound (Miles. Inc) FRICHEEA AL TEBEIELZED%E, VX R
Sy N (RBURERER) 2AVWVTCENT 25508 IFO5N 3, /8574
VHIRAICBWTIE, BENMERI N EBERDIBIBFISREINED S
haZ&lcdy, H—POBEUREENMISINSG, SI8FIE LTI, /85
T4 UHNFEICERING S, BEENMEAINCHEBERREIY / —ILER
WTHKEI NS, BAEMICIE, HBERNT0%ITS /) —IL, 80%T5 /—I
100%ITH ) —IIICIERZREIND C &ICE > T SEMEBERNBRKIN
3, REBEICETH2RES LCEEIL. 1BEISEB S L C1EIH 53 DEEH
TEERRING S, k. BERFLIF4ICICBVWTEREINESN, 4C
IKBWTORAETINBBEICIE, RERBIRKREZOKEIRWE D BMFE
LW ROWTEDRENF L L VICEBEINARIC, HBERN ST 1Y
ICE>TEEINS, ZOHRBOFIYL UADOBRICET 2BBIX1BE»S
HESEOHETEERZBIRINGE S, TORIC, ERTEBRINES L. 4CIC
BVWTHEBEBRINGE LN, 4CICBEVWTEBRINDHEICIE,. EROREIE.
REEFZTOREN/IRWVWIEDDTFELWYL, X714 VEEBICETIHEABLY
T, 1A LHFES L CIEAI LA00EFE TERERRING S, O
B, BERTEEINES L. 4CICBVWTHBEINESD, 4CICBWT
SIEINDIFEICIE. SIRORER. BESFZOFEN/IRWED MIFHE LV
o Floe NZ 74 VEERGIEBENMELIEINS/NS5 7 1 VEIBEE (EG116
0. Leicas) ZWVWBZ &ICL > T, HBERMFEICNS T4 VEIEI N
F5,
EROEDICLTNRS 74 vEEBINHEBEREERICES TSI &I

£oT T7Ov ] MEETh, CO7Avy oI /0OM—LL>TINH20
UumMmDEINSBIRINZFAEBOEIITETINS, FEUIINEET I
BREDETREETHEASA RTSALICHBINDZEICLIYEEIND
o COFEICEWVWT, B ORBEEZRLET 2DICRTA RAZRIZ0.0
1%RY —L=1) T (Sigma) ZBFHLEIEIEBLRASA RIS A BIFEICE
AINES, BEINAHEBYRIZHSD SIEFEOEDSERI NS ETNQ
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[0035]

[0036]

[0037]

FFEEEZ I T D,
MEREEL
FELWERICBWTIZ, R ) VEEICLYTEE ORI S L
MBEORBEERELT 2, AERICSVWTUE. FO0F7—ERHERE L
= (PIERE) 2 BB 5B HETHS L. BFEMEMTELE HIERE
) ZEBTHEETARTH D, T, FEREL—EBHTIE. TERTRIN
ZEOICHAEINDG (AEINEZ - O20HBER] OO E5—DOERICH L
T, PIEREZEA L. tHADOERICKH LT, HIEREZERA L. il & RS
T TOBMEROLEREOHEEZHELLTHIEHARETH D,
FREL—RERICBEVWTIE, TEYENEN] OETRIND & D ICHER
Th, EBMOZRFFELICRYHIFohiEZ>0BBERYF—HEERINS
o COHFMEBERITHEB LABINGI - DOMEBERTHD I EHNEFE
LW, TRAIRINEZ] &k, H8LEY 5 D 0HEBIZRI T OEBIESR
BRT 2 WRAERFTRIEFN—OMIEF L FEEIr SBRINhTWE 2 &
EERT D, BIAE. BHET 2R & L TREBEINAZZDDERIZERIXRER
TNBZZOOHBIERTH D, AEBICSVWTEHERERICEHLAVERY
(ARINEIZ2 - DOOMBIER] SIEBET TR E LTHEEIAEZD
DOHEBRRZWVWOD. ChICAT, BETZURHRELTREIhTLWAL
EETODMEBEREERT M E L ITEBOBRA LD DEBES
BITHEKRTEIZ2EDTHNE TAHEINE 2 ZO0OHMBIER] ICHT 5,
MR E A ITEBOEBRILUZZ OOHEBERE CTRKRTE 2848 & LT
Bz, (1) ERDEPROTEEZE ETR—DOMBICE—OMEL, SH¥E
THHBOUARNEFEYT SHE. (2) SZMBEOUNAISA YR TEEEZ LD
B—DMNEBICEET 2EENDR EH50%MUE, FF L CIF0%UE, F
FEFELLIETO%LLE, BICHEFFEL < 1E80%L £, KYUIFFL <1F90%LL £
RICEFEFLCEBRLULETHIHE. SHNFFEICHTING,
BFEMRBF AL, AV ORICLBZ2MBRECA - NI L =TT
DIMEFER, FhiE, ARLEBICLZ2MBAFTZEN’ETRAVSOND, TEDN
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[0038]

[0039]

FIBCITIRIN D & D ICTSMND HE N TEBIIET 21546, WIBERELICE
¥ BEE IS — 600 DEN SEEEIRI N, HIZE100ETH D, RO
SEACALIRIE, 10 oMo T VERF MY U LBEROM, HERDTarget Retriev
al Solution (DakoCytomation) ZHEMHTITHIIENTE D, TEZDEMS
ICHWTIdTarget Retrieval SolutionZFEET 5, EELALEORRE L
THGPCIHAENRE T 2MBEFDOIE h—TH A OREEMEER LT
BRTZRREAEOEEEDORENTREE L2 EDTHNIE. WTIORE
&R, KAREFPEICAWLN D,
T7O0F7—ERERBECECBVWTERINS 7077 —Eid. Z0EHR
PHEILODWTHICREINDEDTHL, —BMICAFARERIO7T 7 —
CTABEERRLTERINEGES, Bnwoha 7 OFr7—E0Hl& LT, 0.01N
IBERH0. 05%BEDR TS v F/ld, pHT. 6D TrisiRERF0. 01%REDCa
CLEBICERT 20 1%RED MY T 10 aMDEDTAS & 140, 5% DSDS %
STPH7.8D10 nM TrisBERERNRP1~50 g/ mURED 705 7 —EKEN T
BICEFONS, I5IC7AOFT7—FPKEBWSIBE. TORBKDPHIEE. 5
MO 5B TEEREIRIN, SHEEP N TP VEERICFEN) TP VHE
EHLBEEINAING D, EX M7 74 VHER2E Y ~ (MONO) (=ZF L A4 /N
AAYAIVR) IKRFIh27077—€E5 S LEFEAIOF 77—
OEAEFIE LTEFONS, 7077 —EREEELIGBEIICICTITON
0, RISBEIRI2DBCTHS0COMERNICEVWTEEEREINGS, 707
—ERRESELDITCTICTITON S HBEICIE. RGEBIZFZ X190 55
FEOETEERRI N, fAIE, 159, 309, 459, 165, 285ME. 3FE
AREETH D, BIECMIBIMHRT Lk, SEWIEN RS N EBER!
ERRABERICK > TRSEIN S, S FREEMRIEPBS (Phosphate buffer s
aline) MEFEICAWVWOHN LM, TrislEMEEREIFBICHERAINGS, BE
CEBRERME LTRERICTOOBDOESZIOERT 5 HENEAIND N
ERORBSLCEERBEEEREING S,
HEBIE 5 & HIGPC 3 Hith & D RIS
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[0040]

[0041]

BAFENRMECECLINERFCLEI BRI NCEBERBLUV/E
707 7 —ERERECEC K ZRRRBCLELES N R RICH
T, BABINDMEPCIHGEE —RIAEE LTRGBS E S, BERIGIZHEPC
SMESMEHFOIE —TERE L ThRAKRESRETNRT 2 DISEN L
EZHETTEREIND, B, SBXINFACTICTRIR. FEFITCICTIEE
EREINZ P RIGEER., HAEAMRERFPOIE M—T23T#H L THRAE
EEREMRT 2OICENCHEETEEEREING S, X, RINRER4
CTHHEOCOBMARNTEREINGS L. RISBERKIONSTHORETERS
NBd, EETORBARBINIBEICEIRVWIKBRIBIE S ENMFE
LW, —RIMAERGAHRT Lz, HBERIEEERABRERICEL > TEFHS
N3, EBEERIZPBS (Phosphate buffer saline) A EICAWLWSN D
flt, TrisiBEMEEREIFBICERINGES, BE. HHERM4E L TREEIRIC
CEHREDEE% 3EEMRT 2HENRAINDG D, HFORES L CERE
BREEEEINGD

RNT, —RIFERIGH S N BBERICH LT, —REEEEHT %
TR ERBIES, BE. ZXRNGKEIRLET SOOFREMEICE
TFHEBINIRAEISBAVWLN S, EFHMES LT, FITC (77
LEAVAYFAT7xR—hK) ®©Cy2 (Amersham) . Alexad88 (Molecular Pr
obe) ZEDEKBFR. RINAFIF—EPTILA) TR 775 —EEDEE
CEREE004 RENMFBICET LN S,

TRIA E ORIGIE. MGPC3IA &, HEBEIMGPCIHA L FRE T 2 2RIk
EDMEMAESREEKT Z2OICENLEZETTRRING, BE. 2
RISIEZERF /2 E37CIC TR HEIRFEREI NS D, HIGPCIHA & 2R
FEEDPMBEMAEEFRETRNT 20ICEYGCEETEEEREINGE S, HIA
(F. RISEERICHS0COHERNTERINGS L. RIGFEE 19D 57
HOBTEREING S, BETORISHERINSIBEEICERVEERGE
BEZENFELV, ZRFAERISDRT Lok, ABERIESREER
K& > THEHI N5, B HEERIZPBS (Phosphate buffer saline) AYF
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[0042]

[0043]

BICAWON M., TrisEBEERLFEICERAINGS, B8, HEEH
ELTRERICTODBEDEEEIEERT 2 ENMEBIND D HFEOR
BaLCEERBEEEEINGS

RIS, ZRIERIGH S W BBZERICH LT, E#MEEZTHRIET S
MEERBIED, ZRAEOEZEMESE LTI A F S —ELRWE
AITIE, 0.02%BEILKZRK EpH 7.2000.1 MK ) ZIBERIEENR CO0. 1% BE
ICAEEXINADAB (VT I/ RYITIY) BREEA VFaR— NERIKEE
BATDIEINE>TELND RIGKRTHBERN A v Fa1X—FEIN D, D
ABODM (T Ik, DAB-NiX>AEC+ (LA b, DAKO) ZDHGEBENABEEERINGES
o AVFIAIR—MOBABICEWT, KFITEBRE N CTHREBOEEZHEL. &
PRREEIERIN BB THEBIEREZPBSICRET S &ICL > THR
IERISD LD BN B,

ZRMAOEFEMEE LT, PILA) 74RT7 75 —EE=RAWEEEICIE
. BCIP (5-7OE€-4-700-3-4> KYJI)VEE) /NBT (ZbOTI—F b
S L)  (Zymed) EE®K (10 nMEE DMICLLE £ 128 nMER DNaCl%
89 ZpHI. 8M50 mMikEEF b ) D LIRBEWRIC. 0.4 nMRE TNBTH K 100,38
mBE TBCIPAAMR I N b D) THBERN S v FaR—bEND, Tk
. BCIPE L TNBTDMEIC L, Permanent Red, Fast Red. F7=IdFuchsint (LA
. DAKO) EHBEMEAIND %, 41 VFaR—NMIFKI>T. | MRED
WEETILAY 74 RT7 79 —EOREFITHZEELANIYV—IL (FHS
AFRAY) . 0.1 MBEF MY DLBLUVE0 MBIEY TR D LEZET0.1T M
M) R—IBEERRENR (pH 9.5) &, ERICTUIOHISEBE T LA v FaR—
MLTHEW, A FaR—-FDOBRICEWT, FFTEMET THEL

RRENTHLIRBEORINI I Y OREIBERINALEET, HlEME
KEFERLIF2%R) EZTILOA— L ESOTBSIC & 2 RIGMSIEDHE, TBST (0
1% DTween20% ZLTBS) ICTHEIND, £I04 RAZRMADIFH &
LTHERINDBEICIE, FIBRICL > TEHNFICEBEIMIBEIN D 2 &
IC&>T&I04 RATREIN S, SRIEROARIZLUEEICANMTH 3,
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[0044]

[0045]

[0046]

[0047]

FITC (Zad LA YA Y FAYTER— L) %Cy2 (Anersham) . Alexad88
(Molecular Probe) EDHM;BRE RMADE#HME S L THWEREIC
. AIREMEORBIRBIEAETHY ., SEEAMEORERRON, %R
BHLT, MEHINZHADPEABEHEEAVDEICL > TEEREINES

(o)

HER Rt 2 3 7

AFRBAOIERED—RBERTIE, EREGPCIREICIMA T, LEBOFEICL -
THREINHEBICES T HPC3DRIREHL 5. GPCIHRMARFIBENBNT
HDERET D, Tlld, HEHPCIHFERERFBEDMKEZRET 2HED
REIND, FREL—ERTIF., EEROAERICL > THREIhEBICS
(7 BGPCIDHEIRN, FIAETERICHATRINBDIRELRFEICEL > THRIELLS
Nad, AERICEWT, TOLD ICHBIEINIMERICE T HCPCIDRIZE
% TGPC3DMBABZERBRIT] &V,

W02009116659ICEEE I N FEIC LN > T R TICRTEEIIK>TE
HEN, HIEMREER (Positive cell rate: PR) . MIRE Z/IdHIRRE
ICH T B%EEE (Staining intensity of cytoplasm: SI-cp, Staini
ng intensity of cell membrane: SI-cm) &L UCHREEREE/Y—2 (
Staining pattern of cell membrane: Sp-cm) OFXADAATFAER1 H
JUR2DFHERICEETVWTHMELTH/LNBRIT7H,. AREADIRE
IRGPCIDFHBREREZX DT (EEMIC, EEFHMERIT7 11 &HER) &
LTHIREIN B,
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[R1-1]

e F¥ill AT

EEMERAEE (PR 0 0
194 200 1
Q0% 50%A%il 2
50%LA L 3

YeeidE G0 N 0

- HEE GT cp) FaAE 1

i GT om) A L Oy S B 5 398 2
R 3
SHEAE 4

ANHELadE SP o) fa 0
DDA 1
5t EOHNaT RN L OOl fmasDE kD | 2
Bt
R P e 3

(Sp-CnDEREICBE L T, 4EF I 10EORWL ¥ X &MU LRETTOR
BB ORE A FES N, )
[0048] = 1
IHC total = PR + SI-Cp + SI-Cm + Sp-Cm
[0049] %2
IHC cm = PR + SI-Cm + Sp-Cm
[0050] [F1-2]

HWEFHLA =7 1 [IC total RA=27
R, Tk
(= Arhger 7 R

[0051] fhic. #MREIR. © L < BHRRERORBBEZ0~3ICHEL. ThTIO

FEEEEZNIMREOESEZITICEL T SHAT T (XL : KS.  McCarty Jr
et al., Use of a monoclonal anti-Estrogen receptor antibod

y in the immunohistochemical evaluation of human tumors., Canc
er Res. Suppl. (1986) 46, 4244s-4248s) HRISNTWD,

[0052] —AT. R AL5CICHREOREBEE. REBDEEZTICO~HTHERT
ZTFRBAAT7V VY IT7LINVXLBLICEATIVIY A LICE EDLFMHER D
7 (BEFmRAA72) HMEIRIND,
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[0053]

[0054]

[0055]

[5R2]
AT (EERHIA =T 2) | il
0 il e NeCs)
RN 109635 Ci T AR DA,
1+ R 10% o 3ol ZhBaiEnie
BIWEET
NI ED 10%LA B RSl T ARMaENeSLE, G - FlEEN
S DG, BRERD 50%A50)
2+ REEHEIED 1096 B3 285720 U REEE ORI iR
(F - WA s, o A5G, IR 1% (=72
L., HEEHIED 109 B ok T AHMEEN Y@ B - L 57
U GF  ReENORED B AEE, BN 50%A9m) )
3+ HHEENOYEOETE 3 SRR 10%LA B2k AHe
e )
ey n
HEEHECD 509 H 2SI ARaE N ssae e,
AFERICEWT, [GPCIDM#AREREROT] & LTE flZEINS

OHEEFMAIT7 1, HXO7, HEFMAIT7 2F50ERTI LR INS%E
HASHLETRAWS I ELNTRTH S, FRED—REKE LT, [GPC3D
HBRERAEROT7] IIESGTHEAI 71 MEREINES L. IO ERED
—RERR & LTIk, TGPCIDMEBARERERIT | RESFTMERAIT7 2 1MERA
INED

GPC34Z 1) S B 55|

AFEBFICHWT TGPCIHEMBAERL & WD BEIL. GPCICL WENIN S
ST FIVIRBRE SO, PCIOEYFHIEEDMERT, %], BEE. FLIKE
Bablebd. FLIFECIZHRIFT HHMBICH T 2MBRESZHLLTHL
WERFaEWD, [MEHRGEE] WD RER. EMENERDOHZRED X
DZZXLEHETRBTZEDTIEARL, GPCIDFRIEBZM, £IBFM, BLUELL
FHHEEERDOD SARMEOHIERETNTECHITH S, GPCHERE
BEEIOFIE LT, (1) GPCUTHEET 2 Y AV RICH T B6PCIDHEE DR
BREF E - X FEREMPEER, L > TPC3EZFDY HY REDERICTFHT S
ERYE. (2) GPC3&ZFDY) AV REDIFEEIIETFHLABWVWD, ZDOKD
Y, GPCICLDEFD Y HY RICHT 2EEICE > TELDEMEEABEEEIE
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[0056]

[0057]

[0058]

WO ELERYME. (3) GPC3OHRRZFVIELERYE. (4) GPC3
EHRIVY SMICH L THREEEEZFET 2 & NNTRAFERYE. »
EFENnd, VHY ROIEREAR—RERE LT, wnt (Cancer Res. (2005) 65,
6245-6254) ., IGF-II (Carcinogenesis (2008) 29 (7), 1319-1326) F/I&
Fibroblast Growth Factor 2 (Int. J. Cancer (2003) 103 (4), 455-465)
EMPIRINGES, COLDBERMEOIHREL—REKRE LT, ik (£
DIMRBEE R XAV 230) . BT (7Y FEYXAFLERNAIDFE)
RTF R, IERTF REDFERMENZENRE S,

AFIDOGCPCIEMBERRF & L THERINDFERTF NEDKS FERY D
IRED—ERE LT, AFICHEEBEFICERT 2ERTF NEDOES
F& /) FEEE (W02008/046085) EHABIRIND, F/o. MBEEGSETH
ROMRBE RN % FE Y DHA-A2MRIEGPCIR T F F144-152 (BESIES :
2) F/=IZHLA-A243 R IMGPC3R F K298-306 (E2H&ES : 3) (Clin. Can
cer Res. (2006) 12 (9), 2689-2697) &£+ F/-flrIhiB 5,
$1GPC3HL IR

ANFEADGPCIRAEEF & L TER I N 2 TGPCITIADIERE 7o —RERR &
LT. (BioMosaicttd Y h4 OFFESBOIARD D &ICARFTTINTLS) 1612
fus (W02003/100429) ICHERRIGEMMENER S N AEEYHESE (Anti
body drug conjugate (ADC) ) (W02007/137170) A HlmI NG5,

Ffo. LREERLDIREA—RERRE LT, W02006/006693 & 7= 12W02009,/0
41062(CEEE S Nz & MEMGPCIEMNBIRI N D, TabL. BIES: 4
. BIES : 5. BLTEIES : 6 TENTIhRINSDEFHECRI, FEFHCIR
25 L O'EHCDR3, AL ICENES : 7. BIES : 8. BLVEINES :
I TENETNRINSEREHCDRI, BREHCDR2H L U'EREHCDR3Z =S¢ & MEHRGPC
3D, AFEFOGPCIHEMEERIE L TERAING S, Lzt MEImGPC3H
FEOERHICELT, BAIES : 1 OTRINDIEHEIL—LT—JEIFEL
FEFIES : 1 1 TRINDZBHEHI L —LT7— VBN EBRBIOR—HENFW
ErN7L—LT7—JRINPEERBROLTE MEDREOTY FL—hELT
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ERIND,

[0059] <OLICEAZIEREL—EBKRELT, BHES: 12, BAHES: 13,
BLUVEIIES : 14 TERTNRINSDEHCIRI, EFHCDR2H L PPEFHCDR
. BHUICEIES: 15, BBHES: 16, BLVEINES: 17TEN
FNRINSEHCDRY, EBHCDR2E & VEHCDR3 %A ST HGPC3F X SHAE
f=i & MEIAGPC3HAAS, AFKBADGPCIUERAERE L THEAINES, Y
b MEMAGPCIAADERICER L T, BEHNES : 1 S TRINDEHI L —
L7 —OBIFELIEERINES : 1 9TRINZIBHI L —LT7— VI &
FOR—MABEVWE N7 L—LT—JEIINEERIROLTE MDD T
YIU—hELTERIND,

[0060] GRIDEMLRZIREL—BRKRELT, BIFES: 20, BHIES: 21, &
SUOBIBES : 22 TETNTIRI N HEHECDRT, EHHCDR2E & U'EFHCDR3
. BLICEIES : 23, BIES: 24, BLVEINES: 25TEN
ZFNRI N DEHCORT, EEHCDR2E & VEEHCDRIZ SLHGPCIF X SHIK E
7=id b MEFRGPC3FLIA A, AFBIDMGPCIUERAER & L THAINE D, Y
b MEGPCIEDERICKEL T, BHES : 26 TRINZEHI L —
L —VEAEIGENES : 27 TRINDEHEI L —LT -V &R
FloA—MErBEVWE N7 L—LT7—VBAINEEEROLETE MEDERDT
YIU—hELTERIND,

[0061] XLICRIDEAZIREA—REKRE LT, BHIES: 28, BIES: 2
9. BLUENES : 30TENTRRINSEHCRI, EEHCR2E LVE
§HCDR3, AL WMCEIES : 31, BHIES: 32, BLUEIES : 33
TENETNRI N ZEEECDRT, BREHCDR2E & V'EREHCDR3IA S LHGPC3F X 5
MAEFEiE b MEAGPCTLA A, AFIFDGPCIHEHERF & L TEAINSG
%, b MERGPCIHERDERICEE L T, BEHES : 34 TRINDEH
IL—L0—VBHFELIEERNES : 35 TRINZBEHIL—LT—JE
FlEEIDE—MABEVE NTL—LT—JBINAEERIROLTE Med
BoTFY7L—hELTERINDS,
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[0062]

[0063]

[0064]

Fle. BIOERDIFREG—EHKE LT, BEHNBES: 36, BIES: 3
7. BLUVEIES : 38 TENTNRINDEHCIR, EEHECR2ELVE
SHCDR3, ML WICHEIIES : 39, BIES : 4 0. BIUVEINBES: 41
TETNETNRINSDEHECDRI, R4HCDR23 L V'EREHCDR3IA S LHIGPC3F A 5
HEF it b MEFRGPCIH AN, AFKEBDGPCIHBHEER & L TEAINE
%, HEZEt MEMGPCITADERICER L T, BIES : 4 2 TRINDEH
JL—LT—VWINELITENES : 4 STRINZBHEIL—LT—VE
FEEINDODE—MAEWE NI L—LT7—VBINEERIROLTE MED
BoFYFL—bhELTEAINS,

Fleo IHICHIOERRZIEBEL—BIKRE LT, BIIES: 44, BB
S:45, BBYIES: 46, BHNBES: 47, BIES: 48, EINES:
49, BLUVENES : 50 TCRINIEHALHEBOE, O RBIRINDE
HOIZHEE, RoCICEIBE : 6 1 TRINIBEITLHEEESTE My
TGPC3HADY . AFRBBOCPCIHTHPAFTAIE L THERINGE 2, T DOHODIER
Ef—REkeE LT, ANES: 44, BHNES: 45, HIBES: 46, B
NES: 47, BIES: 48, BANES: 49, BLUEBRHNES : 50T
RINZEHTERIBOFEANOBIRINIZEHALEE. L5 CILRINES
: 62, BEHES: 53, BHNES : 54, BEAFES: 55, BAUES: 5
6., BHHES: 57, FHHBS: 58, MBS : 59, BIBE: 60,
BLAES : 61, BHIES: 62, BHIES: 63, BIES: 64, B
BE:65, BLUVEIES : 6 6 CRINIEHALHEDEH SBIRS
NZ2RBALHEEE ST b MEAGPCITED, RFEBDGPCIHEHEESRI & L
THEAINE S,

T, BIOERDIFREL—EHKE LT, BEHNES: 6 7 TRINDIEH
AEEIEE L OEIIES : 6 8 TRINZIBETELHEEE ST E MMEIGPC3
k. BIES: 6 9 THRINIEHTELERS L VEINBES : 70 TR
N2BHALBEE 2L b MEFGPCHIE, BIES : 71 TRIhHEH
AIEEEE L OEIES : 7 2 TRINIBHEATLHEFE ST E MMEIAGPC3
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ik, HLSRENES : 71 TREINSEHAEHEES L CRINES : 7
STRINDIBHALMEZ SO b MEIMGPC3TAE L T/, ANFEBIDGPCAR
PRERIE L TERINE S,

[0065] HARRIEE=EE

[0066]

[0067]

[0068]

AFEBPOHCPCIHTAE LT, MRRESEEEZE T SMOPCHTAEIFIRI 1
%, ARRBICBEWTHRESEFHEOIHFRELH E LT, BIZ EHMAKREMLH
BN TEtEMARS = (antibody-dependent cell-mediated cytotoxicity : AD
CC) JEME. MAMKFMEMAEEE (complement-dependent cytotoxicity : CDC
) SEMS LOTHEIC L MBEEFESENEITOND, AERICEWT, (D
CEM & IIRARICL 2HMBESEHZRBKT 5, —HACCENE S IZ. ZFAHE
ROMBIRICRRINARES FICHEET 2HEES N X1 VEEUHERRE
BN FOFCRIEIC, REMESIUZREMBICRIR L Fcy LET4—%
NLUTHE L., SZREMEI ENMRICEEZE5X5EMERKT 5, B
MOMEEES FOACCEEEZBT 2HED. XIFCDCEEEZET 2HENE
NROFFEICLYBIEINES (FIZIE, Current protocols in  Immunol
ogy, Chapter7. Immunologic studies in humans, ColiganiE(1993)
%) .

BHRMICIE, ¥ 775 —HlE. SRR EHBES RREIND

(1) T7x74%—iROAR

CBA/NY U Z72 ENLIEH I N EfEA 5. RPMI164055H# (Invitrogen) A
TREEMENSDBEINDS, 10% Y U RIEME (FBS, HyClone) ZE2T EIEH
THEI N SRR OEEA5X10/mLICAKNT 22 &ICE>T, T
T4 —HlEIREINES,

(2) MABROAR

10% FBSZAtZih (Invitrogen) (Z& o TBaby Rabbit Complement (CEDAR
LANE) %#10fZICHIRT 22 &L > T HEBEIARING S,

(3) ZEHHRE AR
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[0069]

[0070]

[0071]

MEREZRRT HMIE%0.2 nCiD Cr-7 OLEEF M) DL (GENILRT TN
1FH A ITVR) E&HIT. 10% FBSZADMEMEE A T37°CICT 1 RIS
T35 EICH Y BENBEARNEERSING S, R HERE%. 10% FBS
EARPMIT164015HIC T 3 EES I N MBEDRE A2X105/nLICAR T 2 2 &
ICE > T, HEENHREIARING D,

ADCCSEME, XILCDCTEMIE FERICIRR D FERICK YRAIEI NS5, ADCCIEM
DREDHREIE. 67 I UKL — bk (Becton Dickinson) (CHIZA SN
50 u I DDOENMBE S MEREDFHAKLICTIpBEARGIE LN S, £
D%, T7x 79 —HEI10u PMASNAELEZTL— M. REBBARA Y
FaAN—S—RTUFEFREIND, il MEREESDTF) ORRERHZIE
0F /T 10 ug/mIEDRENZEING D, BRER. VI LHILENI N
100 w LD ESEDMEDEMN, H~Hh™o 4 — (COBRAII AUTO-GAMMA, MODEL
D5005, Packard Instrument Company) ZFRWTAIEIN 3, REEZRWV
THIRRGEEME (%) A(A-C) / (B-C) x 100DFTERICETVWTEEINE
%, AFRERICH T HZHRENEM (cpm) . BIZ1% NP-40 (nacalai tesque) %
MATERHI S T 2 REHEMNE (com) |« CIZEMNMREOA» 2 SOENOKREE
t (cpm) 23R,

—%4. COCEMDRAIEDBZREIE. 969 T JLEESL — b (Becton Dickinson
) KA 5N R50 w L9 D DEHE & URES 2 FAKEICTISDERIE
THEND, TOR, BEBRRI0w DM SNAELSZTL— D, REEH
A4 FaANR—H—NTAREHREIND, MANEREED T ORREIZSG
ZIE0FEIE3ug/mMLEDRENREINGE S, FHER. EVTIHSEIRE
N0 w LD EFEOHESESEDN, Avho v dy—5BVWTHEINS, #
G ESEMEISADCCEMEDRIE & AFRICEHE I NG 5,

RS E Y E

Fo. AFEBPOMGPCIHAEDIERER—RERKRE LT, HMRRIESHEMENE
I NMEPCIMAEEHIRIND, ZD LD AIMEPCI-AFEENESE (Anti
body drug conjugate (ADC) ) (&W02007/137170& ICEAMICEERINTWS
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[0072]

AZNICREI NGV, T40b5, MRGEMMEE L TE. UTFICAIRS
N3 IEEEEFITHo>TH L., F/Alleys (Curr. Opin. Chem, Biol. (2
010) 14, 529-537) *»W02009/140242|CFHARINTWVWBILEMTH > TH LKL
. INLOIEEMMNEYR) Y A-ETHREREE FICEEIN S,
AFEBOMGPCIHFICHEE I N D EZEEFDUTICHRI NG 7
) E> (azaribine) . 77+ X hOY —JL (anastrozole) . Z7HIFT U (a
zacytidine) . TL A <A > (bleomycin) . KILFTV I T (bortezomib)
. TYUFRHZF -1 (bryostatin-1) . FRJ 77> (busulfan) . AV
N5 (camptothecin) . 10-E ROF>hY 572> (10-hydroxycamp
tothecin) . HILLRZAF Y (carmustine) ., L T L w o R (celebrex) .
205 LTI (chlorambucil) . XSS5 F > (cisplatin) . 41 ) /FAH
> (irinotecan) . HJIRTSF > (carboplatin) . 25 KIYEY (cladri
bine) . ¥~ 0OKAT 73K (cyclophosphamide) . 4S5 EY (cytarabin
e) . AT (dacarbazine) . Kt4F+JL (docetaxel) . ¥V F/
<4 > (dactinomycin) \ 0 /<3A4 7). 0=FK (daunomycin glu
curonide) . ¥ /I E> > (daunorubicin)  FFH A% (dexametha
song) . IFIAFILRZ MO—J) (diethylstilbestrol) . KFVILE
2> (doxorubicin) . RFVIESY T 0O=R (doxorubicin glucuro
nide) . TEJIESY (epirubicin) , TFZINITANSTIA—IL (ethinyl
estradiol) . TAMNSLRXRTF Y (estramustine) . T h7RT K (etoposid
e) . ThNRKRURKZI-2O=K (etoposide glucuronide) . Z7AFTH 1YY
v (floxuridine) . ZJI4¥SE>Y (fludarabine) . Z7JL4 X K (flutamide
) . Z0F0Aa93I) (fluorouracil) . ZIFF A XFOY (fluoxymes
terone) . AU HEY (gemcitabine) . EROFLOXFRSFOrAHTO
T — bk (hydroxyprogesterone caproate) . B ROF DL 77 (hydroxyure
a) . 1) ET Y (idarubicin) £ 742X 77X K (ifosfamide) . OA4
OR8> (leucovorin) , OLRXF Y (lomustine) , ¥4 4> /A4 K (ma
ytansinoid) . X4~ 0OL 4 X (mechlorethamine) . X ROFS FOXFRAF
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[0073]

[0074]

O 7t5— b (medroxyprogesterone acetate) . XA MNO—ITtF
— bk (megestrol acetate) . XJL 775 (melphalan) . XJLAT KT
v (mercaptopurine) . X kML Ft—k (methotrexate) . I hFH b
A (mitoxantrone) . T hS5< A4 <Y (mithramycin) , S k<A (mi
tomycin) . T b4 (mitotane) ., 7T =JL7FL— K (phenylbutyrate)
. 7L R=Y'> (prednisone) . FAAHI/ST Y (procarbazine) . /849 1)
& x+t) (paclitaxel) . RY A& F > (pentostatin) . ELAXFY (se
mustine) . A ML T MY (streptozocin) , ¥ EF 7 x> (tamoxife
n) . ¥ Y% (taxanes) . ¥F YV —JL (taxol) \ A MZRFOY70OFK
Z *— bk (testosterone propionate) . %) K4 K (thalidomide) . F
ZF 47 => (thioguanine) . FF4 5/ (thiotepa) . =R K (teniposi
de) . MARFH> (topotecan) . "SI AH¥— K (uracil mustard)

. EYTSXFY (vinblastine) . E/ LJILEY (vinorelbine) . EV S
1) ZF > (vincristine) ,

AFEBICBWVWT, HFF LWMERERERIZ. B FOLFREFTHS, &
DFOEEEFIE. AFEBOMGPC-MAEMESHI’BE LLEE, 6P
CITADEBEIC T DA REMAMMEV, ARERICEWT, B2 FOILFERE
&, BE100~2000, 1F% L < 15200~10000 3 FE%=HT 5, Z ZICHIR
LR EEFIE. WIThB RS FOEERERITH D, TNOHDARRIC
BT IEFEERIE. ERRNTEEMMEFEEERICEBRINS ORIy T
Z20, 7ORZ Y JOEMHCIBBRNLERTHYFS L. FERNLE
mTHLHYRTS,

Floo AEBAOMGPC-HAERPESHICERINIMBEEMMEE LT
&. Pseudomonas exotoxin A, Saporin-s6, Diphtheria toxin, Cnidaria
n toxinEDHFEMRTF K (M) ®Radioiodine, Photosensitizer®
BInINEs, BERTFROFIE LTR, BIZIE. ROEDHIFEICET
bhd,

VI7FY) TP X A$E (Diphtheria toxin A Chain) (Langone® (Met
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hods in Enzymology (1983) 93, 307-308) ) ;
a—REFRAIV K MF2 > (Pseudomonas Exotoxin) (Nature Medici
ne (1996) 2, 350-353) ;

)28 (Ricin A Chain) (Fulton® (J. Biol. Chem. (1986) 261,
5314-5319) . Sivam& (Cancer Res, (1987) 47, 3169-3173) . Cumbe
rio. (J. Immunol. Methods (1990) 135,15-24, Wawrzynczak® (Cance
r Res. (1990) 50, 7519-7562) . H L UGheeites (J. Immunol.Metho
ds (1991) 142,223-230) ) ;

st 1) < > ASE (Deglycosylated Ricin A Chain) (Thorpe® (Cancer
Res. (1987) 47, 5924-5931) ) ;

771> A% (Abrin A Chain) (Wawrzynczak® (Br. J. Cancer (199
2) 66, 361-366) . Wawrzynczak® (Cancer Res. (1990) 50, 7519-75
62) . Sivam® (Cancer Res. (1987) 47, 3169-3173) . & & WThorped
(Cancer Res. (1987) 47, 5924-5931) ) ;

0= (Gelonin) (Sivam® (Cancer Res. (1987) 47, 3169-3173)
. Cumber (J. Immunol., Methods (1990) 135, 15-24) . Wawrzynczak
5 (Cancer Res., (1990) 50, 7519-7562) . L UBolognesi® (Clin,
exp. Immunol. (1992) 89, 341-346) ) ;
R—94— Ry 1 JLRAEH (PAP-s; Pokeweed anti-viral protein
fromseeds) (Bolognesi (Clin. exp. Immunol. (1992) 89, 341-346
) )

JYFTY (Bryodin) (Bolognesi® (Clin. exp. Immunol. (1992) 89
,  341-346) ) ;

%R 1) > (Saporin) (Bolognesi® (Clin. exp. Immunol. (1992) 89,
341-346) ) ;

TEILYY (Momordin)  (Cumber s (J. Immunol. Methods (1990) 135,
15-24) ; Wawrzynczak® (Cancer Res. (1990) 50, 7519-7562) . &
L U'Bolognesi s (Clin, exp. Immunol. (1992) 89, 341-346) ) ;
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[0075]

EEJ/JLO% > (Momorcochin) (Bolognesi® (Clin. exp. Immunol. (199
2) 89, 341-346) ) ;

7> 32 (Dianthin 32) (Bolognesi® (Clin, exp. Immunol., (
1992) 89, 341-346) ) ;

7> 30 (Dianthin 30) (Stirpe F., Barbieri L. (FEBS lett
er (1986) 195, 1-8) ) ;

£5 v (Modeccin) (Stirpe F., Barbieri L. (FEBS letter (198
6) 195, 1-8) ) ;

EZ2A3X> (Viscumin) (Stirpe F., Barbieri L. (FEBS letter (198
6) 195, 1-8) ) ;

ALY (Volkensin) (Stirpe F., Barbieri L. (FEBS letter (19
86) 195, 1-8) ) ;

KFH> R > (Dodecandrin) (Stirpe F., Barbieri L. (FEBS lette
r (1986) 195, 1-8) ) ;

N)F> (Tritin) (Stirpe F., Barbieri L. (FEBS letter (1986)
195, 1-8) ) ;

J7 14> (Luffin) (Stirpe F., Barbieri L. (FEBS letter (1986)
195, 1-8) ) ; BLV

Nyax1) > (Trichokirin) (Casellas® (Eur. J. Biochem. (1988)
176, 581-588) . H L UBolognesi s (Clin,  exp. Immunol., (1992) 8
9, 341-346)) ,

—7. AFEPOHGPC-MAEMEESHEICL Z2HMIESFEOANEDHZEIL
. 969 TJIEESL— bk (Becton Dickinson) (C. #ZERUHMARE &, LEXHIGPC3-
RAEEMESHED wlFTO8MA SN, KEICTISoBEORBIERI 1
3, BETLU—MNIRBARA VFaXR—F—RTIMS4BE1 FaN
— hIN B, FIGPCI-MAEMEESHDKBEILNS3ug/m OEHERTER
ERAINGE S, BHER 100 wlOLEBEPERIN, HAVIADY Y —THE
EENETEIRENEENAEI NS, HREGEEMEIFADCCEMEDRIE & Bk
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ICLTEIEEINES,

[0076] FciEis

[0077]

AFEBPOMOPCIHAAFICEZ EN D EERAICEFTNSFcEIFIE. £ Mgeh S
NEINZZH, IGOFEDH TV S RICREIND HDTEH A, FeiElg
ElE. EUF YN Y TTRINDBLE2I6MDT I /BICH T, /1Y
YIBRERGIOD £ v DRIBONRImN 5, BBV Y, CRELVH R X v EE
HEHREOEHEHEEEE VD, YHFEBEOFERFE LT, #Hhxhs
EOICFey LETY—ICH T 2 REEMEET SFcEENAEITFONDE, 20
& D RFcIRIDIEREMR—RBRRE LT, & M6l (BEFIEFES : 74) . IgG2
(Bc51&ES : 75) . 1963 (BLAIES : 76) . F/iLlged (BLHIES - 7
7) TRINDEBBBICEETNAFBEIFIRI NS,
Fcy L2274 — (FcyR)

FecyLE74— (FcyREHRBEIND) &k, Ig6l, IgG2, Igh3, IgG4E
7 O—FILRAEOFCEFICEE LB LTS —% 0w, REMICFcy L
Y —BIEFICI—RINBIVRIEDT7I Y —DUWHDRDB A N—
HEHLREKRT S, EMNTIER. TOT773Y)—IC&. 74V 7+—LFcyRIa, Fc
YRIbH L UFcyRIcaZ¢FcyRI (CD64) ; 74 YV 74— LFcyRIla (70O
&4 TH3BLURIBIEEL, BB, FeyRIla (B L VFeyRIIa (R)) |
FcyRIIb (FcyRIIb-1EB L UFcyRIIb-245¢) BLUFcyRIIcE ST FecyR
II (CD32) ; 8LV T AV T +—LFcyRIIla (FO% A FVI588 & UF158%
28, BB, FeyRIlla (V) B&L OFcyRIIIa (F)) L UFcyRIIIb (77O
4 A4 FFcyRIIIb-NA13 L TFc Y RIIIb-NA2 % &¢) A& EFcyRIII (CD16)
BOSTICWHRBZRERDE ey REF/IEFcYyRTA Y 74 —LF &
TOYATEEENZD. ChLHICREINDEDTIEARWV, FeyRIE, E b
CNTAL DY M 9HEBLUCYILESON. INLHIREINDEDT
AW, WHANVRDEMHRRTE LW, ¥ ZAFcyRERICIE. FecyRI (CD64) .
FcyRII (CD32) . FcyRIII (CD16) # & UFcyRIII-2 (FcyRIV, CD16-2)
ISV HD R D RFERDT I AFcYREZIEFcyR7A Y 7 —LFE X
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[0078]

7OY4TEESENZD. ThLHIREINAW, D LkFcyLET4H—
DiF&ELF & L Tld e RFeyRI (CD64) , FcyRIIa (CD32) . FcyRIIb (CD3
2) . FcyRIIIa (CD16) XU'/XI&FcyRIIIb (CD16) AZEFSNh 3, b hFc
YRIORY RTF REBINIIESIES : 78 (NP 000557.1) (. & MFcyRII
a (7O%4 FHI31) ORYRTF NEFITETES : 79 (AAH20823.1) I
(7O% 4 FRIBNIEHIES : 7 9DIBEED T I /EAArgICBRINT
WBESITH D) . FcyRIIbORY RTF REFILETIES : 8 O (AAI4667
9.1) IC. FcyRIIIa@RY RFF RERFIZERFIES : 8 1 (AAH33678.1) I
. BLUVFcyRIIIbORY RFF REFIIL, BIES : 8 2 (AAI28563.1) I
SRHEHINTWS (Hy ORIERefSeqFEDT —IR—AEFESERT) . Fc
vy LTy =, IgGl, 1962, IgG3. IgG4E ./ ¥ O—FILIEDFcsBEICH
BiEEAEB T HENEIIE, FACSYELISAT +—< v hDIEFH, ALPHAR ¥ 1) —
> (Amplified Luminescent Proximity Homogeneous Assay) ®FRE S5 XE
HIS (SPR) IRK%ZFIF L /=BIACOREZZZFEDAFIDFIEIC L » THERINE

% (Proc. Natl. Acad. Sci. U.S.A. (2006) 103 (11), 4005-4010) .
FcyRIa., FcyRIbBE L UFcyRIcAESEFcyRI (CD64) ST A Y T #
— ALFcyRIIIa (7 O% 1 FVIS8E L UF158% &) S &L UFcyRIIIb (70O
4 A4 FFcyRIIIb-NA13 L TFc Y RIIIb-NA2 % &¢) A& EFcyRIII (CD16)
iE. IgGDFcrEE &R T 5 afHE MIRRMISERLY T 2EET S 1TANE
ET5HBYyHEIRET D, —A. A4V I7+—LFcyRIla (7O% 4 THI3
18LVRIBNAEST) BLUFcyRIIcA ST FcyRID (CD32) DHEDMBEE
RAA VICIRITAMREENTWS, ChbDlbeF9—id, vo077—2
PY R MR, MERRTHESEOZ OREMBICRIELTWS, Thbd
L7 —DIg6DFcEIRICEE T2 &EICL > TmEINDFE LS TFHIL
IKE2T, 7077 —CDERBEVCREMEY A MHAVOEE, YR M
OB, MRETSHEEOKEAENMEEIND, LEEDL D ITEMELY
THIVEEETDENEE T BFcy LETY—Id. REBMAZEICH W TEMEF
cyLt7d—EMENn 3,
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[0079]

[0080]

[0081]

—7. FcyRIIb (FcyRIIb-1E L UFcyRIIb-22EL) OBEDHMBERN
RAA VIR S T F LV EmET BITIMNEEN TWS, BHIREETIEFey
RIIb&BiffifEL £ 74 — (BCR) & DIRAEIC & > TBRA S DIEMAL S TFHILA
HE S N 2 RBCROMABEENSNFEI I NS, ¥/ 0T 7—I Tld. FeyRIII
EFcYRIIbE DRERBICE > TERBLREMY A MO A » OELREAINHIX
h3d, EEBOLDICHEIEY T FIVERET 28EN%EET BFcy LETH—
&, REBHZICBWTHHIEFcy LET S —&HIEN D,
FcyRICK 3 BFciBIB DEEATEM

ARI NS & D IS, AFEPOMCPCIMAICEFENBFcBIHE LT, Fer b
T —ICR T BEEFENER T BFCEEIEIFONS, TD LD AFciEls
DIFREL—REHKRE LT, & o6l (BHES: 74) . I962 (BLIIES :
75) . IgG3 (ERHES : 76) . £/XIghd (BEHNES:77) TRIN
ZEBHEEBICESEFNSFEEIAHIRINDG, Fcy LTS —H IgGl, IgG2
. 1963, IgG4E/ / A—FIHEDFBIBICH G AL ZE T 21 EME. FAC
SWELISAZ #—< v hDIEH. ALPHAXR 2 1) —> (Amplified Luminescent Pr
oximity Homogeneous Assay) YERE /S XEVHIE (SPR) IRKAFIA LB
IACORE(ZZFDAMDAEIC L > THEERINES (Proc. Natl. Acad. Sci. U.
S.A. (2006) 103 (11), 4005-4010) ,

ALPHAZ ) =23, RF—&T7 08 TH9—D2DoDE— X% A7 HALPHA
TU/AY—ICE>TTRORBICEDVWTERIND, FF—E—-XITHE
GLEGFN. 7O/ETH9—E-XHBE LD TFEEMFENICHEERL
C2DDE—ZXMEE LIIREBORFICDH. BAS T FILEBREINSG, L—
P—IlL>THEINAEZRF—E—XRDT7+ b5 4 =13 BLD
BRZMEREO—ERRRICEERT 2, —EEMRE N F—E—-XEZIC
WEL, EELTWETIETI—E—XICEET 5 & E—XHDIEERN
RIGZEBIEEI L. REMICKAIREINE, RF—E-XIEELESF
ET7VETI—E-—XIHEE LESFIEEERBLARVWEEZIE, FF—E—
ZADEET 5 —EEBREN T /T4 —E—XICEELRWED, EEFKL
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[0082]

[0083]

RIS IEE E R0,

Bz, RF—E—-XIIEFF VEBI N/FciElE % ST MOPC AN L
ABIN. 7O ETIY—E-ZICRBITNIFAUYSKRSI VA7 25— (GST)
TYTEINFey LETI—DREEINDS, HET SFcBEREGAEZST
TIGPCIEDIEFET Tld. RABFCHEE 28T 2 HGPCIHAEFcy LE T
4 —IEHEEER L520-620 D> T FH I %EET B, 9 T7IEINTWAWFCEE
HREAEECMOPCIIAIL. RABFBEIRAE T 2MPC3AFEFecy L &
TH—BOEBEEREBREET 5. BEDBRRNIBEIADBLETEET S
EICE > TN REESRMNMEINIREINGE S, iFESulfo-NHS-E4 F >
FEEAWTEAF LTI EIEAMTH S, Fey LETH—%GSTTH J1b
TEHEELTE, Fey L9 —%0—-RFT2RYXILAFREGCTED
—KRTBRYVXRILAFREA V7L —LTRAELERSEGTHIEE T8
ICERBINRI Y — IR LAMRFICBWTHER L, JILSFF A
LEAWTHRRTZ2AESEIEERBING 2, BoNL THILIEHZIEG
RAPHPAD PRISM (GraphPad#t, San Diego) ZMY 7 bz 7 &AW TIIER
OlefEfT &R AT 2 —ZpEES (one-site competition) EFILICEES It
D EICKYFEICETIND,

HMEFRZEHRII2MED—FH (VAVR) 2o —Fv 7OE&EER L
KEEL, v —Fy 7ORAILEFEE A ADERATERHNT S
EIICHEYTEE, REHO—IBICKITEREIET LEESD (SPRYZFIL
) RIS, HEERAZEGRETIMEOME (7548 24—
FYyTOREICHKLY AV RET T4 MBEET R E. BEEINTWVWS
DAY RRTOEENEBNL. BV —F v TRADBEDOENRHIELT
%, COREOEIZLY. SPRYTFIOMEENY 7 MT D (HFEITHSN
REET & TFIDABIZRS) , Biacore AF AR EREDY 7 NS 28
I RbbEVY—Fy TRETOEER L ZHE#ICE Y, EEDRKEZEL
ZRAET—HELTERRTD (BoH—I35L) , oY —T5L0h—7T
DORART 4 VR BEREEH (ka) EHRBEEEER(kd) . LEEHK
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[0084]

[0085]

DN T 74 =7 14— (KD) k&SNS, BIACORESATIZMEEREZERS F
BICBWSN S, FBEREEDEIZLazor > (Proc. Natl., Acad. Sci. U
.S.A. (2006) 103 (11), 4005-4010) ICHWTEHINTWS,
FcyLt74%— (FcyR) #EEHNAEFciEE
AREBOMGPCIAAENSTFiEHE LT, & M6l (BBHIES:74) . I
962 (BLSIES : 75) . 1963 (FRHIES : 76) . FhIFIgbd (BEHES :
77) TRINDEBEBICZENBFAREDIEMIIC. RATE NIgGDFcHE
BOFcy LY —ICRT2BEFRELY EFcy LETY—ICHT 2EETE
MABWFe Y RESREFCEEEEEEAING S, ABPMEICSVWT, X
REE MIgGDFctRIF ] &I&, BHIEFES : 74, 75, 76F&IF7 7 ThHIR
INhdb Mg6l, Ig62, IgG3&F/zIdIgG4DEFEMRIHICE F N SFcHRIRDEVF
VIR Y JMMICHEE LFEEN D - RSB BETHDFEEEERT S
o TD& D MFcyRIEAHNEFcHEITIZ. RABE MNGDFCEIBO T I /B %
BETZIEICEL>THFEINGE D, FeyREEHEFCHREDFcYRICHT S
HETEMD, RABE MNgGDFCSBEDFcYRICH T 2 REEEM LY BVHLE
P&, BIESOFACSWYELISATZ #—<w hDIEA, ALPHAZR V1) —> (Amplified

Luminescent Proximity Homogeneous Assay) °RE S5 XEHIE (SPR)
BREFA LBIACREEZZDANDTEERVWTEEREI NG S,
AFERICEWT, FelBEO (7 /BORE] FkiE 173 /BRE] &
&, HFEFCRIEDT I /BRI EIZELZT I/ BEINICHRET S %2
U, HFEFCREBDEMBEERDHAMIHICEWTE ey LET S —ITHES
TBHIENTEBRY., WTNODFcREE HREFeREE L TERAINGES,
Fleo BICHENMZ SN TFcrfigiZz HFEFeRIgE LTI 5 RBWEMNMA
Sh/cFetRig® AFERODFcEE & L THFEICHER I NG S, HEFelEE I3
 RURTFREZOBD, HFEFBEEZSOMEMY. TldEFEFcBEFE D
—RF9257 I/ BEINEZRRLED, HEFCHEEICIE. FIADORTHRI N
T2 & > TEEINLOFCBENEENE S, HREFCBRDER
. REINGWHSIEE FEIMOERDEME I MHSEBEINES,
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[0086]

FELLIE, BAREOEMELTE, YTRA, Ty b BILEY M. NLRY
— PLFRXI R, 99F, 4AX, ¥F BEVYD, D2 U7 37
Y. BLUVHEE FERBENSBIRINDIEMMIFEICET 5N D, BIDRER
ICBWT, HEFBIBIE L, hZI4 . x—F&Y b THTFI,
FonRvI— FEEREMOEREINES, FFLIE. HFEFcMEI,
EMIgIDSEIEINGEDD. IGGDFED YV ZRICREINDHDTHRL
o TOT &I, B MGG, 1962, IgG3, F7cIldIgG4MFctiis % HFFrfilg &
LTHEERAWSIENTEDZEZRKT 5, BRRIC. RRRAMEICEWNT,
AIEEDIERDOEND LS DIGDERD Y ZAFE BT TV 5 ADFcligZ,
FUKIFHEFEFBEIEE LTHAWSRZENTED I LEREKRT %, RAICERE
T BHI6D/N) 7V NELIEBEINLEOGAIL, AMOZE (Curr. Opin,
Biotechnol. (2009) 20 (6), 685-91, Curr. Opin. Immunol. (2008) 20 (4)
, 460-470, Protein Eng. Des. Sel. (2010) 23 (4), 195-202, EFER/BIW02
009/086320, W02008/092117, W02007/041635, & & U'W02006/105338) (CECEH
INBDNENLICREI NG,

WEDOHIE LTR—LULEDZEE, fIZIE, HREFCBRHDOT I /EREITER
27I/BBREICBHEINLER, HEIWEHREFCEHEOTI/BERICHLT
—UEDT7 X/ BEBREOEAZTLIGHERAEFCEEOTI/ENMS—LULEDT X
JBORRENESEND, FFELLLIE. REROFCRZEO T X / BREFIICIE
« RARICECRBWFHEIBDO DR &R0 T7 I/ BEN 228, D
& D REREILHIARMIIC HFEF I & 100% R FOEIIR— M F /- I3BLMEEE
T35, FELWERFEEICBWT, BEIGHFEFEBIO 7 I /BB 75
%~100%KmD T I / BEEINE—MHEHIFELUE. LYFFEL IFH80%~
100% K. L YUFFELIEHM85%~100%KRFED, £ UWiFFE L < IE#0%~1
00%Kim. BRETFFE L IEMB%~100%KRFEOR—EF I IXLBLMED T =
BES%EET 5, AEADOKERED—REIRICEW T, HEFcBES L OERHE
BADFc vy RIGEREFCTRIEOBICIE DR EB 1 DOT I /BOENH D, H
FFcrflE & AFREBADFc Y RIEEHREFCHEED 7 X/ BROEWE. FFICRIROEU
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[0087]

[0088]

[0089]

FUN)VITTHEINDG T I/ BEEONEDRKEINLT
WKL > THFRBICKERRETH 2,

FCRRIBD T X /BROWED/HICIE. BURENEERFTHEIE (Kunkels (P
roc. Natl, Acad. Sci. USA (1985) 82, 488-492) ) *>Overlap ext
ension PCREDAMDFZENBEEHRAING S, T RARD7 I JBRUSN
DT7I/BICERTZ7I/BROBARGEE LT, BRO/NDIEELRE
INE 5 (Annu. Rev. Biophys. Biomol. Struct. (2006) 35, 225-2

i

JEEDEW

49, Proc. Natl. Acad. Sci. U.S.A. (2003) 100 (11), 6353-6357
) o BIZE, BIEORYD1DTHBUAGIRY (Fr/A—=OKRY) OEEHN
TYN—=HFL vy —tRNAICIERAT I /BHIREEINRNADNEE N 2 E
WREEIER% S X5 4 (Clover Direct (Protein Express) ) &+ iF@EICH
wHomnad,

AEPOMER/EDFICEEND. RABE MgeDFcBIRDFcy LET4
— IR BBEFEELY EFcy LETI—ICRT 2BEEEIEWFeyRES
WEFCEFITVWAR D FERICL > TERMR/INGEL N, BFEMICIE. HFEFc
fRigE LTHWONSE MgBIRZE/OTY VD7 I /BBOWREICL>TH
ZFcy RIEAWEFCHEEI’IREINE D, WEDLODIFE LWIgGHEFE S
O7Y)YOFciEgeE LTk, BIZAIE BES: 74, 75, 76F7kI1E7
7 THIIRENBE FIgG (IgG1, IgG2, IgG3, F/Iklgbd, BLUVEFNSDK
BiE) OEEBEBICSENDFAEEIEISFSN D,

DT I JBAOREIE. RATE NgGDFctEEDFcy L2749 —ICxd
DREEFHELYBFcy LETH—ICRT IREFEIBVAHZTY, WHAD
MEDT7 I /BLBREINGD, MEBESFN. b MFefElge LTE g6
1DFCABIF A2 ATWBIEE., EUF /N U 7297(ICHE LfEEN 7 O —
2EBEREETHZRAEE NgGDFCHEIHDFcy L 74 —ICRT 2 #EEE N
SYEFcy LETY—ICHTER-EFEIBVIREE L THENETN
TWBIZEPFTFFELW, 2O LAETI/BOBRESE LTIE. FIAIEZEBRARW
02007,/024249, W02007,/021841, W02006,/031370, W02000,/042072, W02004,/029
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[0090]

[0091]

207, W02004/099249, W02006,/105338, W02007,/041635, W02008/092117, W020
05/070963. W02006/020114, W02006/1162603 L U'W02006/0234037%: &I H W
THREINTWS,

ZTOLDBRBENTRERLTI/BE LT, AIZE, EUFUNY U JTTRE
N 5221461, 2227, 223, 224h1, 225(1, 227f1. 228fi, 230fi. 231fI. 23
201, 233fi, 234fr. 235fr1, 2364, 237{. 238, 239f1, 240fr. 24141, 2
A3(I, 2441, 2451, 2461, 247{I. 249hI. 25041, 251{, 2541, 2551,
25601, 258fi. 260fi, 262fi. 263{i. 264fI, 265fi. 266{i[, 267fi. 268{iL
. 2690, 27041, 27141, 272fI. 273fi. 274fi. 275fi. 27641, 27841, 279
I, 280, 281{if, 282fif, 283fI. 284f1, 285fi1, 286fif, 288fr, 29041, 29
1L, 29241, 293, 29441, 29541, 29641, 29741, 298fi, 2991, 300fr. 3
014L. 30217, 303, 304, 305fr, 3114, 3134, 315, 317fI. 318,
3204z, 322, 323fi. 32441, 325(i. 326fI. 327fiu. 328fi. 329fi. 330
. 3314, 33241, 333fi. 334fI, 335fiL. 336fi. 337fi. 339fiL. 37641, 377
i, 378fr, 3794r. 380N, 382fi, 385fI. 392(if, 396fi. 421{if, 427{I. 42
8L, 429f1, 434fI, 436HIH L AN DEMNLBRINZ DR EE—DL
EDT7IVBEHIEITFOND, CNOSOT I/ BOBREICL>T. RAEE M
9GDFctBIEDFcy LTS —ICN T B REES LY BFcy LETH—IIHT
LREEEMEDN T Ve (FcyRBESWEFCEE) 2G5 &N TED,

AFERICERT 27010, FICHFELWHREE LT, BIxiE, FetiZinE
UF2 NV TTRIND ;
221(5LD T =X VD LysF /=X TyrdD W g hud,
222D T X JBEHPhe, Trp, GLuFE=IETyroWIF b,

2231 T X JBEHPhe, Trp, GluFiELysDWFnh,
HPhe, Trp, GLUEIEXTyrO W Hh,
HGlu, LysFEAETrpD W by,

MGlu, Gly, LysE&IETyroWg b,
MGlu, Gly, LysE&IETyroWg b,

2241 D7 X

=

225R1 D7 =X

B oE R

221D 7 X

=

228(1 D7 =X

=
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230627 X JEBAALla, Glu, GlyFE = IXTyrDWgnh,

2317 X JEEHGLu, Gly, Lys, ProF/ziETyrdWwWdnh,

2326107 X JBEAGLlu, Gly, LysFE/IETyrdWghhs,

233D 7 X J e HAla, Asp. Phe. Gly. His. Ile. Lys, Leu, Met, Asn. Gl

n. Arg. Ser. Thr, Val, TrpE/&IETyroWd i,
234D 7 X J B HAla, Asp. Glu, Phe. Gly, His, Ile. Lys. Met, Asn, Pr
o. Gln, Arg. Ser. Thr, Val, TrpE /= iExTyrOWT hh.
235D 7 X B HAla, Asp. Glu, Phe. Gly, His, Ile. Lys. Met, Asn, Pr
o. Gln, Arg. Ser. Thr, Val, TrpE /= iExTyrOWT hh.
236D 7 X JBHAla, Asp. Glu, Phe., His, Ile, Lys., Leu, Met, Asn, Pr
o. Gln, Arg. Ser. Thr, Val, TrpE /= iExTyrOWT hh.
237D 7 X J B HAsp. Glu, Phe, His, Ile, Lys, Leu, Met. Asn. Pro. Gl
n. Arg. Ser. Thr, Val, TrpE/&IETyroWd i,
238G 7 X JE&HAsp. Glu., Phe. Gly, His, Ile, Lys. Leu, Met, Asn, Gl
n. Arg. Ser. Thr, Val, TrpE/&IETyroWd i,
239D 7 X J B HAsp. Glu, Phe, Gly. His, Ile, Lys. Leu, Met, Asn, Pr
o. Gln, Arg. Thr, Val, TrpE /= ETyrOWThh.
2806107 X J EgHALa, Tle, MetFE/iEThrO W hhy,
JEEHAsp. Glu, Leu. Arg. TrpF IETyrdD W h,
J B HLeu, Glu, Leu, Gln, Arg, TrpE=IETyrdWF b,
24R1D 7 = J BEHMHis,
/B8
/B8
/

i

2RI DT =
24361 DT =X

245R1 DT X J EE D ALa,

20617 X JBEHAsp, Glu, HisF=ETyroWwdFnh,

2471507 X J B HAla, Phe, Gly, His., Ile, Leu, Met, Thr, ValZF /=3 Tyr
IR ()N

209D T X/ BHGLu, His, GInE A TyrOWdhb,

J
250D T 2 JEEAGLUE ~IZGLnD W DN,
J

251607 X / B H Phe,
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254K D7
255G D 7
2566 D7
258D 7
26060 7
26261 D7
263(1D 7
26461 D7

277 B [V B 1T A [T B A U

NN NN N NN N N

=

~
-~
-~

48

Met £ 7= 1ZTyrdD W b,
LeuE = 1ETyrdD W b,
MetF /= IZProd W3 h.

H O &H O O&H O ©=H TH

Glu, HisE=IETyroWd huh.

=

Glu,

RS R R RP RE RS R
-
P
b~
w
P

Met £ 7= I&Thr D WT .,
Phe, Gly., His, Ile, Lys.

=

Ile,

ZA%Asp, Glu,

o. Gln, Arg. Ser. Thr. TrpE/=iETyrOWT hh.

26561 D 7

i

JE2AAla, Leu, Phe, Gly, His., Ile. Lys.

o. Gln, Arg. Ser. Thr, Val, TrpE /= iExTyrOWT hh.

2666 D 7

267D 7 = JEEHSAsp, Glu. Phe, His. Ile,

i

JBEEHAla, Ile, MetF /=IEZThro W uh,

Lys. Leu,

n. Arg. Thr, Val, TrpE7/=IZTyroWgnh,

268D T = J B A Asp, Glu, Phe, Gly,

Ile, Lys, Leu,

g. Thr, ValZFE=iETrpO Wb,

269D T = J BEHPhe, Gly, His, Ile,

Lys. Leu, Met,

r. Thr, Val, TrpE=ETyroWd b,

270D 7 X J EEASGLlu, Phe, Gly, His,

Ile, Leu, Met,

r. Thr, TrpEIETyrD WS hh,

21D 7 X JBHAla, Asp. Glu, Phe,

Gly, His, Ile,

n. Gln, Arg. Ser. Thr, Val. TrpE/IZTyroWT i,
27260 D7 X J B H%Asp. Phe, Gly, His. Ile, Lys. Leu,
r. Thr, Val, TrpEAETyro Wb,

27361 D7

i

JEEAPheE =lxIledWNT A,

27407 X J B H%Asp. Glu, Phe, Gly. His, Ile. Leu,
g. Ser. Thr, Val. TrpE ETyrOWd b,
2I5GID T 2 J BN LeuF /=X Trpd W T

PCT/JP2015/002352

Glu, His, SerZ=lETyrWdhnh.

Phe, IleZE7/=I&ThrOWT b,

Leu, Met, Asn,

Leu, Met, Asn,

Met, Asn, Pro,

Met. Pro, Gln,

Asn, Pro, Arg.

Pro. Gln, Arg.

Lys. Leu, Met,

Met. Pro, Arg.

Met, Asn, Pro,

Pr

Pr

Gl

Ar

Se

As

Se

Ar
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276D 7 X J BEAHY, Asp. Glu, Phe, Gly, His, Ile, Leu, Met., Pro, Arg.
Ser. Thr, Val, TrpF =i TyrdWg .

278D 7 X J B H%Asp. Glu, Gly, His. Ile, Lys., Leu, Met. Asn. Pro. Gl
n. Arg. Ser. Thr, ValZF 7=l Trp@Wdhhy

J B HAla,

280D 7 X JEeHAla, Gly, His., Lys. Leu, Pro. Gln, TrpE=ixTyrdw
ER (VAN

21961 D7

i

2816207 X JBEH Asp, Lys, ProF/=iETyrdWwWd N,

282607 X JEENGLu, Gly, Lys, ProF/iETyroWdnh,

283GrD 77 I JEEHAla, Gly. His., Ile. Lys. Leu, Met. Pro. ArgZ7/=IZTyr
IR ()N

28461 D T X J B D Asp, Glu, Leu, Asn, ThrZE/=iExTyrD W hh,

285D 7 X J B Asp. Glu, Lys. Gln, TrpEidTyroWwd i,

/
/
286D 7 X JEENGLu, Gly, ProF/=iETyroWwWdnh,
/
/

28817 X JEEHAsn, Asp, GLuFZIETyrdWIF b,

290D X J B HSAsp. Gly, His, Leu, Asn, Ser. Thr. TrpE/=ixTyrdw
ER (VAN

216D 7 X / B h'Asp, Glu, Gly, His, Ile. GlnE7AEThrdWFhh,
2261 DT X J B A ALla, Asp, Glu, Pro, ThrE/=ixTyr W hh,

293D 2hPhe. Gly. His, Ile. Leu, Met, Asn, Pro. Arg. Ser. Th
=i Tyro W hun,

B2 APhe, Gly. His. Ile. Lys. Leu, Met, Asn, Pro. Arg. Se

r. Val, Trp

i

N
12/

N YR NN
=

29461 D 7
ro Thr, Val, TrpE =& TyrdWghun,

205D 7 X J B H%Asp. Glu, Phe, Gly. His, Ile, Lys. Met. Asn. Pro. Ar
g. Ser. Thr, Val. TrpE ETyrOWd b,

296L D77 X JEEHAla, Asp. Glu, Gly, His, Ile, Lys. Leu, Met, Asn, Gl
n. Arg. Ser. ThrE/zidValOWwghi,

297TRID 7 = /B8 H%Asp. Glu, Phe, Gly, His, Ile, Lys. Leu, Met, Pro, Gl
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n. Arg. Ser. Thr, Val, TrpFE/=IiETyroWd i,
208\ D7 X J A Ala, Asp. Glu, Phe, His. Ile. Lys.
g. Thr, Val, TrpE&IETyrOWgnh,

200D 7 X J B HAla, Asp. Glu. Phe, Gly. His, Ile.
n. Pro. Gln, Arg. Ser. Val. TrpE/IITyroWgT i,
300D 7 X A Ala, Asp. Glu, Gly, His. Ile. Lys.
o. Gln, Arg. Ser. Thr. ValZE = ETrpdOWT b,
£h%Asp. Glu, HisE&ETyrdWT b,

NGLDT7 X /B

30261 D7 X / EEH ] Le,
303D T X /R

304 DT X JBR

305 DT X /R

3NBLDT = /EEHAla, Asp. Asn,
313RLD 7 X / E&H Phe,
356D 7 X J B Leu,
NTRDOT X /EEMNGLUE /G Ln,
18RI T X /B His, Leu,
g,

3206207 X J B A Asp. Phe,
I, TrpFEETyrOWg by,
3226 D7 X J EgHYAla, Asp,
pEIEXTyrOWT .,

323D T = JEEH I Le,

3240 D7 X J B A Asp. Phe,
I, TrpFEETyrOWg by,

3256107 = JEBAALla, Asp. Glu,
o. Gln, Arg. Ser. Thr, Val, TrpE /= iExTyrOWT hh.
266D T X VA ALla, Asp. Glu, Gly, Ile., Leu, Met,

HAsp, GlyFEZ&ETyrO W hn,

HAsp. His. Leu, AsnZE7/=IEThrDWd b,
HGlu, Ile, ThrEEXTyrD Wby,

ValE & ETyrd W hh,

Gly, His,

PCT/JP2015/002352

Met. Asn, Gln,

Lys. Leu, Met,

Leu, Met, Asn,

Ar

As

Pr

ValFE = 1dTyrdDw

Pro, Ser. Thr,

Ser, Thr, Val,

Pro. Arg., Thr,

Lys. Leu, Met,

Asn, Pro, Gln,

Va

Tr

Va

Pr

Se
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ro Thr, Val, TrpE =& TyrdWghun,

IO T I JEHAla, Asp. Glu, Phe. Gly, His, Ile. Lys. Leu, Met, As
n. Pro. Arg. Thr, Val. TrpE&IxTyroWd i,

28D T X /A Ala, Asp. Glu, Phe. Gly, His, Ile. Lys. Met, Asn, Pr
o. Gln, Arg. Ser. Thr, Val, TrpE /= iExTyrOWT hh.

3291 D7 X JE&HAsp. Glu. Phe. Gly, His, Ile, Lys. Leu, Met, Asn, Gl
n. Arg. Ser. Thr, Val, TrpE/&IETyroWd i,

330D T X JEHCys. Glu, Phe, Gly. His, Ile, Lys. Leu, Met. Asn. Pr
o. Arg. Ser. Thr, Val, TrpE /= ETyrOWT hh.

BIRIDT7 I JEgHAsp. Phe, His, Ile. Leu, Met, Gln. Arg. Thr, Val, Tr
pE/IETyrd Wb,

324D T X JEeHAla, Asp, Glu, Phe, Gly, His, Lys. Leu, Met. Asn. Pr
o. Gln, Arg. Ser. Thr, Val, TrpE /= iExTyrOWT hh.

33BRIDT7 I /EgHAla, Asp. Glu, Phe, Gly, His., Ile. Leu, Met, Pro, Se
ro Thr, ValZFz=ziEZTyrdwghn,

3UGLDOT X JEEHAla, Glu, Phe, Ile, Leu, ProF =i EThrWg by,
33BH/IDT7 I JEEHAsp. Phe. Gly., His, Ile. Leu, Met., Asn., Pro, Arg. Se
ro Val, TrpE2iETyrdWg b,

33BHRID T = JEEMGLu, LysFEETyroWd b,

BMIDT X /EHGLu, HisFElFAsnD W T hb,

339D T X /B HAsp. Phe, Gly, Ile. Lys, Met., Asn. Gln, Arg. SerZ /=
IEThrD W by,

76D T X /EgHAlaF FiZValD W T,

TGO 7 X /BN GlyE 2 iFlysD W T hd,
318HRLD T = J B HYAsp,

3196 DT X J B D Asn,

3801 T X JEHAla, AsnF f=lESerD W T,
3G T X JEEDAlaF - idIleD T D,
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385HLLD T = JEEAGLu,
3926107 X J EEA Thr,
396MID 7 X /B A Leu,
R1IDT X JERHLys,
21D 7 =X /B HAsn,
A28 DT X J B PheF ziZLeuD W T b
296D 7 X J B HMet,
434D T X J BN Trp,

436D T I /BeHIle, LI
440D T X JBEAGLy, His, Ile. LeuZE /= iExTyro Wb,
DENSBIRINZIDAELEBVED—DUEDT I JBBOBREIEF SN
5, -, WEINDT7I/VBOBIEBICRESINT., —BFFOHADT I
MAREINFS L. ZEHAULOT7 IV BIREINED, ZEHAU LD
TI/BOWEOHEEE LTI, HIAIEERS (R3—1~%3—-3) L8
BINsLO0HEEIETFOND, T, RABE MoGDFcsEDFcy L
7Y —IIRTIREFMELY BFcy LETS—IIRT 2EETFEIF Ve
Y RIGEREFcRE (Fcy RIGEHREFCRE) % 2T HGPCITIAD AR5
HY. W02007/047291 T E I T B,

[0092]
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T/ RMoEEY FTE/B0dRd
K370E/P396L/D270E $239Q/1332Q
Q419H/P396L/ D270E | $267D/1332E
V240A/P396L/D270E  $267E/1332E
R255L/P396L/D270E $267L/A327S
R255L/P396L/ D270E  5267Q/A327S
R255L/ P396L/ D270E/R292G S298A/I332E
R255L/P396L/ D270E  S304T/1332E
R255L/ P396L/ D270E/Y300L  $324G/1332D
F243L/D270E/K392N/P396L $324G/1332E
F243L/R255L/ D270E/ P396L $3241/1332D
F243L/R292P/Y300L/V305/P3J6L | $3241/1332E
F243L/R292P/Y300L/ P396L  T260H/1332E
F243L/R292P/Y300L T335D/1332E
F243L/R292P/P396L V2401 /V2661
F243L/R292P/V305I V2641/1332E
F243L/R292P D265F/N297E/1332E
S208A/E333A/K334A D265Y/N297D/1332E
E380A/T307A F243L/V2621/V264W
K326M/E333S N297D/A330Y/1332E
K326A/E333A N297D,/T299E/1332E
S317A/K353A N297D/T299F/1332E
A327D/1332E N297D/T299H/1332E
A330L/1332E N297D/T2991/1332E
A330Y/1332E N297D/T299L/1332E
E258H/1332E N297D/T209V /1332E
E272H/1332E | P230A/E233D/1332E
E2721/N276D | P244H/P245A/P247V
E272R/1332E $239D/A330L/1332E
E283H/1332E  $239D/A330Y/1332E
E293R/I332E $239D/H268E/A330Y
F241L/V262I S239D/1332E/A327A
F241W/F243W  $239D/1332E/A3301

[0093]
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F243L/V264 $239D/N297D/1332E
H268D/A330Y S239D/5298A/1332E
H268E/A330Y $239D/V2641/1332E
K246H/1332E S239E/N297D/1332E
L234D/1332E S239E/ V2641 /1332E
L234E/1332E $239N/A330L/1332E
L234G/i332E $239N/A330Y/1332E
L2341/1332E S230N/8298A/1332E
L2341/1235D S2390Q/V2641/1332E
L234Y /1332E V264E/N297D/1332E
1235D/1332E V2641/A330L/1332E
L235E/1332E V2641/A330Y/1332E
L2351/1332E V2641/S298A/1332E
L2355/1332E Y206D/N297D/1332E
L328A/1332D Y296E/N297D/1332E
L328D/1332D Y2961/ N297D/1332E
L328D/1332E Y296N/N297D/1332E
L328E/1332D Y206Q/N297D/1332E
L328E/1332E Y206T/N297D/I332E
L328F/1332D D265Y/N297D/ T299L/1332E
L328F/1332E F241E/F243Q/V262T/V264E
L328H/1332E F241E/F243R/V262E/V264R
13281/1332D F241E/F243Y/V262T/V264R
L3281/1332E F241L/F243L/V2621/V264l
L328M/1332D F241R/F243Q/V262T/V264R
L328M/1332E F241S/F243H/V262T/V264T
L328N/1332D F241W/F243W /V262A/ V264A
L328N/1332E F241Y/F243Y/V262T/V264T
L328Q/1332D 1332E/A330Y/H268E/ A327A
L328Q/1332E N297D/1332E/S239D/A330L
L328T/1332D N297D/S298A/A330Y/1332E
L328T/1332E S239D/A330Y/1332E/K326E
1328V/1332D $239D/A330Y/I1332E/K326T
L328V/1332E $239D/A330Y/1332E/L234]
L328Y/1332D $239D/A330Y/1332E/L235D

[0094]
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L328Y/1332E $239D/A330Y/1332E/V2401
N297D/1332E S239D/A330Y/1332E/V264T
N297E/1332F $239D/A330Y /1332E/V266!
N207S/1332E S239D/D265F /N297D/1332E
P227G/1332E $239D/D265H/N297D/1332E
P230A/E233D $239D/D2651/N297D/I332E
Q295E/1332E $239D/D265L/N297D /1332E
R255Y /1332E $239D/D265T/N297D/1332E
$239D/1332D $239D/D265V/N297D/I332E
$239D/1332E $239D/D265Y/N297D/1332E
S239D/1332N S239D/1332E/A330Y/A327A
$239D/13320 S239D/1332E/H268E/A327A
S239E/D265G $239D/1332E/H268E/A330Y
S239E/D265N S239D/N297D/1332E/A330Y
§239E/D265Q 5239D/N297D/1332E/K326E
S239E/1332D $239D/N297D/1332E/L235D
S239E/1332E $239D/V2641/A330L/1332E
S239E/1332N S239D/V2641/S298A/1332E
S239E/1332Q S239E/V2641/A330Y/1332E
S239N/1332D F241E/F243Q/V262T/V264E/1332E
$239N/1332E F241E/F243R/V262E/V264R/1332E
$239N/1332N F241E/F243Y/V262T/V264R/1332E
S239N/1332Q F241R/F243Q/V262T/V264R/1332E
$239Q/1332D 5239D/1332E/H268E/A330Y /A327A
$239Q/1332E S239E/V2641/S298A/A330Y /1332E
$239Q/1332N F24 1Y /F243Y /V262T/V264T/N297D /1332E
S267E/L328F G236D/S267E
S239D/S267E

[0095] AFEEHOMGPCIHAICEENBFcy LTI — A RASA v EFcYLES
4 — & DIEETEMZRET S pHD F IS pHES M T ZEpHPR IS DO X AN EER
FERAINGEZ, ARPOMBREADFICEENEFcy LETIY—HER XA
VEFcY LET I L ORBEFEEEAET 254 & L TOpHER M5 ZEpHAp
Mg & 1. BEpHS. 8~pH8. 02 EIKT %, 3 L < IEpH6.0 ~pH7. 4DERD
PHEIC & > TRINDEETHY ., FFE L < IEpH6.0, 6.1, 6.2, 6.3, 6.4,
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[0096]

[0097]

6.5, 6.6, 6.7, 6.8, 6.9, 7.0, 7.1, 7.2, 7.3, BLUVT.4H5EIRI N,
BoiFE L < IZEREB O pHICE W pHE, 15~7.4T 4 3 (Vaupel s (Cancer Res
. (1989) 49, 6449-6665) ) . AIERHFICERAINZEEE LT, FeiElge
EhFey LS9 —DRET T4 =T 1 —I&. 10C~50COEEDRET
FlINGD, FELLIE, FeBifis b Mrey LETHY—EDEET 714 =
T4 —ERETDHIT, 15C~WCORERENMEAINDS, LUFFLLIE
<200 21, 22, 23, 24, 25, 26, 27, 28, 29, 30. 31, 32, 33, 34, L U3
BCOVTNMDDL D A20CTH S3BCTETOERDREERKEIC, Fefils
EFcy LETI—EDBET T4 =T 1 —ERETHLHIHERAIND, 25
CEWDREITAFEBORBROIERER—PHITH S,

REMIZICHEWT, FeyRIESUEFCEEBDFcy L9 —ICHT 2 EEE
MO RABFCRIRDFcy LETY—ICRT 2BEFHIYBFWV &, FerR
A WEFc4EIB MFc YRI, FcyRIIa, FcyRIIb, FcyRIIIa& U/ XI&FcyRII
IbOWFhHADE hey LETH—ICRTZHEEFZEL. ChdSDE Moy
LET4 =i T 2 RAFCRZOBETFRLY E/WI EE WD, HIXIE
. LEEOEBIFTAEICHEEDOVWT. WRET 2L MgGDRABFcHEIHZ ST
GPC3TLIADIFETEMEICLLER L TFe v RIGE A FcRig = 2 CMGPCITEDIEE
SEMEDS. 105% LA B, FF L <IE110%LAE, 115%8A k. 120%8A £, 125% LA
o BRICIFFE L IE130% 8L £, 135% LA B, 140% 5L £, 145% LA £, 150% L4
o 155%LL B, 160% LA . 165%LL . 170%LL £, 175%LL £, 180%LL
. 185% LA E. 190% LA E. 195% LA b, 2/Z5LA k. 2.5/ £, 3fFLA L, 3.5/F
BLE, 4R E, 4.5 £, SfERE, 7.5/ 10500 £, 2050 L, 30
fBLAE, 40150 E, 50f5LL £, 60f5LA . 70f5LA L, 80fFLA L. 90FFLA L. 1
EUEDREEMERT A WD, RABFMEIRE L TIE. HFEFcER
LEAINEBD L. ALY TS5 ADMEDRABEFEE L FERAINE

AFRETIF. WRETSE MgGDRABFeHEHE LT, EUFNNY I T
RIND976OT7 I /BICHEE LLBEN Y I-XSERETH D RAE
NgGODFcREE M IFEICAWSO NS, EUF /N VT TREIND 297D T X
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[0098]

[0099]

JBICRELEEHENA T I-—AEEEHETHIHNENE. DMOFEEZRAL
THRINGED, FIZAE. TROLIVFEICEL>T, RABE FgaDFcHE
HICHRE LEHEN 7 I—XAE8ERHETHINELZHET 5 &0 HRE
HbD, WERKIRAE L NIgGIcN-Glycosidase F (Roche diagnostics) & &It
IEBHEICE T WERRAREE Mo SHEHEABEHIN D (Weitzhandl
er> (J. Pharma. Sciences (1994) 83, 12, 1670-1675) , ;RIc. T
&) —IVERBIETY VRVEIBRINIRIGK (Schenks (J. Clin,
Investigation (2001) 108 (11) 1687-1695) MDiE#EEEMA. 2-7 3 /
RYZXT I RICE > TENAFHINS (BiggeS (Anal. Biochem. (1995)

230 (2) 229-238), EO—ZAHh— K1) v P ERBWLERMEICK YR
AEIN, BAEHIN/2-ABLEED. BRI/ OIS 74 =Tk
TEINS, REIN2 70N IS LOE—VEBRRTDHIEICELT
. EMIgGORARBFCEEICHE LIEEHEHL 7 I—ASERHTH D2 HED %
HIET B ENTBETH S,

NRETBRALCT T IS ZADOHUADRAREFcRIG Z 2L MEPC3FTMAEE LT
i I9GE / 7 O—F LA DOF 2B T 2 MPCMANBERBINGES
o HFFCREEIOBEE LT, BEIES: 74 (F—IXN—REHFHFSAACE252
T.IDONRICARIN) « 75 (5F—49R—XE5HFFESAABSI393. TDONRICATHN)
. 76 (F—9R—BHBESCAA27268.1) . BLVT 7 (F—4R—2&
E%x % SAAB59394. 1DNFRICARIN) ICEEE I N B ERBHEFICE TN BFCEEN
BImINnd, . HIFEDT A VYA TOHGPCIHAEWIRMEE LT
FRAT2HEICE. SEREDT A VYA TORGPCHAENEE LTRHW
52 &EICE > T, WERFCIEIB A SUHMOGPCIAAFIC L BFcy LETH —ICHT

HIEAEMDOMRAIRIEI NG, LRROLIICLT, Fey LETH—IIHT
HIFETFEENE WV EPREEI NFcBE 2 ST MGPCIMA IS BEERIRI 1
5o
EMRFcy LT —ICnd 2 EEFEMA G RFcy LTS —ICHT 58
AEM LY & 5 VW FetEE
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[0100]

[0101]

AIEE L7z & D IS, SEMEFcy LE T4 —& LTI, FeyRIa, FcyRIb&B &
UFcyRIcZZLFcyRI (CD64) . FeyRIIaZg 5 WNC T A Y 7 4 — LFeyRII
Ia (7O% A FVIB8E L UF188%EL) B L UFcyRIIIb (7O4 A FFeyRI
ITb-NA13 & UFc ¥ RIIIb-NA2% 5¢) A& EFcyRIII (CD16) AMFEICES
5hb, F/. FcyRIIb (FcyRIIb-18 L UFcyRIIb-2%ET) A FFC
YL —0FERFE LTEIFLNS,

AFPAOIEREDS—REERE LT, FHEFcy LETY—ICHT 2EEFEMN
AEIEFcY LY —IC T 2EEEMEL Y H BV RS E ST HGPC3H
EORBIFOoNDE, COFE. EEEFcy LETY—ICHT 2EEFHEA G
BFcy L9 - 2EEEELY 5TV EIE. FesBIEDFcyRIa, Fcy
RIIa, FcyRIIIaRk U/ XI&FcyRIIIbOWENADE ey LETH—ITHd
HEETEMD. FeyRIILICH T 2REEHIYERIVI EZEWI, BIAE,
EEROHBTHEICE ETWT, FellBia 2UMERERED FDFcyRIa, FoyRI
Ia, FcyRIIIak U/ XidFcyRIIIbOWTFhADE Rrcy LEFH—ICHT S
fEEEMED. FeyRIIDICN T 2HEETEMD, 105%LL L, 175 L <I2110%K
E.120%8LE. 130% LA E. 140%LL B, IS8 E L < IE150% B0 £, 160% 1L
b 170%LAE, 180%LA L. 190% LA £, 200%LL £, 250%LL £, 300%LL &
. 350%LA . 400%LL . 450% LA £, 500%LL . 750% LA £, 10#ELA £, 20
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TWABFCBEIEMNMIFEICEIT b 5,

HESEAMERE X N /- FehEls

AEBENRET 2HPCHAAKICE TN BFcEIEE LT, FelEICRE L
FESHOMRD 7 I—ZARIBHEE LS LIFBIBOEIENEAd LD IC,
@M T 4 ION-7EFILITIIY I UHIMII L FcEBOE G H
BLIRDEIITBHINAFAEBEEENE S, AFEEBICHEET 2N -7
)Y RESEAREHEETREON -ZEFAJNIHI AL T 0 —RK
BEMRET D&, FeyRIITalW T 2BMAENBRINS &M TWS
(Sato (Expert Opin., Biol. Ther. (2006) 6 (11), 1161-1173) ) . T
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T. 5001E/ wLh 5300018/ wl, FTICHFE LWEUESEEE & LT, 10001E/ wlh
5150008/ uLABIRINBE NN SICRE I NAL, HEBBEHEHE & Y ER
SNEIBEDELYSWMEZMEDEETZIEHNTED,

CDMTHERE DIFEITIL, 250ME/ wl. 3001E/ wl. 400M@/ L, 500E/ wl, 60
Of&/ ml, 7001/ wLl, 800ME/ wl. 900{E/ L. 1000{&/ wl., 1100{&/ wl, 120
OME/ wl, 1250ME/ wl. 1300M&/ wLl. 1400M&/ wLl, 15001&/ wL, 16004&/ wL.
17001&/ wL. 18001E/ wl. 1900{&/ wl, 20001/ wl, 21001/ wl. 2200M@/
L. 230018/ wL. 24008/ L. 250018/ ul. 30001E/ ulZEDREDEELY B
ENSREINGD, UBKEDEE. BIZAIE, 25008/ wlh 530001/ wl =
TORBHEN SHEERRING S, FELVWHRESEES LT, 3008/ ulh
5250018/ uLHABlnI b, LYIFELWEBYEER & LT, 3501/ wlh 520
00f&/ wl. BICHFE L WEESEEE & LT, 400ME/ wlh 5 10001E/ w L HMFIRE
NEZNINSICREI NG, UFZPEHELYBRINIFEDELYS
\MEZFTEDIEE T ENTE S,

CDAHTHERE DIFEITIL, 150ME/ wl, 2001E/ wl. 2501&/ wl. 300M&/ L, 35
Of&/ wl, 4001&/ wl, 4501&/ wL, 5001&/ wL. 5501/ wL. 600{&/ wL. 650{&
/L, T00ME/ wl, 750&/ L, 800ME/ L, 850M&/ L. 9001E/ wl. 9501&/ wu
L. 1000M&/ L, 11001&/ wl. 1200&/ wl. 1300M&/ wl. 1400{E/ wl. 15001
/b, 160008/ wl, 1700M8/ uLlZEDREDEL Y BWMENSREINEF S,
WEFEDENL. FIZIE, 1501/ wlh 517008/ wL & TORUELEHE I S BE
BRING S, FELWEESHEREE LT, 2001 / wlh 515008/ w L HMFIRS
N3, JYFELWEUESERE & LT, 25008/ uLMh 570008/ wl, BICFHFEL
WEBEERE & LT, 300ME/ ulh 5600@/ ul MBI NENINLICRES
NEWV, YZHEEHFRL Y BRINIFEDELYBWMELFEDEE T S
ZENTES,

CD8+THARE DIZEICIE. 50E/ wl, 75ME/ wl. 100ME/ wl. 125E/ wl, 150
&/ wl. 175(@/ wl. 200M@/ wl. 225(@/ wl. 250@/ wl. 275{&/ wl. 300E/
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[0123]

[0124]

[0125]

L. 325E/ wl, 3501E/ L. 400ME/ wl. 5001/ ulFEDHFEDEL Y FHWME
DOHREINGE D, HUEBFEDEIL, HIZIE, 50ME/ wlh 55000E/ wlETD
WEEEN SEERIRING S, FFELVHESHEEE LT, 500/ wlh 5300
B/ ulhBlnInsg, FYIFELWEESHERESE LT, 75@/ ulh 5275/ ul
CBEICEFFLVWEUESEE & LT, 1000@/ wlh 52500E/ ul M FlimIhd A
NSHICREINRV, HEBUBEEHEL Y BRINIFEDELY BVMEEFT
EDEETDIENTE D,

CD16+NKSRRE DB & 1T Id. 258/ mL, 50E/ wl. 1504E/ wl. 175(E/ wl. 20
Of&/ wl, 225{&/ wl, 2501&/ wL. 300&/ wL. 3501E/ wL. 400{&/ wL. 450{&
/L, 500ME/ wl, 5501E/ L, 600ME/ wl, 700ME/ wl. 800ME/ ulLFEDFED
ELYBWENSREING S, HEBFEDEIZ. FIZIE, 25@E/ ulh 5800
@/ ulETORESEREN SBEERRINGE D, FF LVWEESERESE LT, 50
&/ ulh5700ME/ ulh I nsd, LYIFELWEBIESERE S LT, 100E/ u
LN 56008/ wl, FBICHFE L WHBUEEEFE & LT, 150E/ wlh 53001E/ wlh’
PIRINBDAINSICRESI NGV, HEZBUEHEL Y BRINIBEDE
JYBWMEEZFTEDEETZ I ENTE D,

NKp46+NKHERE DIZ S 1T &, 2018/ wl. 30M&/ wl, 401/ wl. 50M&/ ul. 60
&/ wl. 70/ L. 80M&/ L. 90M&/ L. 100ME/ L. 110E/ L. 120{&/ ulL
. 130{&/ L. 1408/ L. 1501&/ L. 2001&/ wl. 2501&/ L. 300ME/ L. 3
501/ wl. 40008/ ul - EDREDELYBWMENLREINGED, UEBFE
DI, BIZ I 208/ ulh 540008/ ul F TOFELHEH SEEERINE
%, FELWEUBEE & LT, 30/ ulh 5300ME/ ulHBlmEInd, LYK
FLUWEIESEE S LT, 50@/ ulh 525008/ ul, EICIFE LWEIESEE & L
T, 10018/ uLh 520008/ uLABIRINBE NN SICRE I AL, HEZK
EEFE L Y BRINDIFEDELYBWMBEEZMEDEE TEHIENTE DS,

CD56-CD16+NKHIRB DI S ICIE. 218/ wl. 3ME/ wl. HE/ wl. 5E/ wl, 6&
/ubly TME/ wl. 8@/ wl, &/ wl. 100/ wl. 11&/ wl, 121&/ wl, 131&/
wlo TME/ wl, 15(@/ wl, 20M&/ wl, 25/ wl. 30ME/ wl. 4018/ ulFE D%
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[0126]

EDELYBWNMENSREING D, URRHEDMEE. HlAIE, 2@/ uldh b
4008/ L& TOESERA, SEERIRINE S, IFF LVWEESEREE LT, 2
&/ wlh 530/ wLlAFlmINd, LYFELWHBIESEREE LT, 2@/ ulh
520ME/ wl, FICHFFE LWEESER & LT, 3ME/ ulh S10E/ wlhiflnIh
ZHNTHLICREINAV, UHBESHEL YRBRINIBEDELIYEW
BEFAEDEETHIENTE D,

Fo. AFAOFKREL—EBHTIE, RIRREI OSBRI NENFHE
RPOREMIELTHEELTWSIDTFORRELZAUET DI &EESH. 22
T, SZRREN’AEDETHZHFEIC. EZBEICSITBEICHTT BGPC3
BEERFIBEEDBEMTH S I ENTFA. FRILIZREIN, TLIFHEX
BEOBBMNARESIND, ARBFTHEINZ2REMBELETRELTWES
Fid. BICREINAWD, B CDI6AEIFEND, CNHDHFDH
WEZAEL. BICHT SPCIRAEBEFEEN BN THD I ETFR. F
BELIIRETZODIEEETEHIELTAETHE L. CNHLDRREED
26, WK OWZEHAEDLETHEEELE LTH LW, FIEDEIF. I X IECD16
DiFElE. EROEZEICCPCHFFARFBEETV. EICN T 2G6PCIHEHN
SARFBEEDOMRINER TEILRVWEEFOREMELDOCDI6DRITE DS
BELYBWERICHZETHNIE, UZEEOMRIPRTEIAMEDES
THIENARETH D, o, BRI EROEERE ICGPCIENABEEIEL
TV, BRAPFSOERNIGEERISOEREBEHNED 515 EEEDCDI6
DOHRREBOFEICEDEZFMEDEEZRET DI ENTES, T, HIAE
. BROEZBEDDICORRELXRMEL. TORRELYFWMEZMEDIE
ETBHIETH, PCIUHBMPEFABRICL 2EELPFSOERITEEARISD
EREAIFROONDIBELTVHERTRIRT 21-ODMEDEETEI &
NTED, JITEEDBERE S 13, GPCUEHAEFIEE DA MM X L ikis
ERETDHLOOEZEEARSZ, (DICOREEBICHTIMEDNEEERREE
LCEHTEZHTHNIEL <. 100N EATFE L, 150 AL EA L YT
FLW, FIEDEE LT, EAMICIEFZIE. NKEIRE_EDCDI6MIBAITIL.
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[0127]

[0128]

EROT7O—HA4 X M) =& BEHNBERIEED. 150000mesf, 175000
mesf, 200000 mesf, 225000 mesf. 250000 mesf, 275000 mesf, 300000 mesf
. 325000 mesf, 350000 mesf, 375000 mesf. 400000 mesf. 425000 mesf. 45
0000 mesf, 475000 mesf, 500000 mesf. 525000 mesf, 550000 mesf. 575000

mesf. 600000 mesf, 625000 mesf. 650000 mesf, 675000 mesf, 700000 mes
f. 750000 mesf, 800000 mesTEDRIHEDEL Y BWMENLREINED, H
EZSEDEIR. BFIZ K. 150000 mesfh 5800000 mesfF TOHRIBEEFHH 5 iE
HERING S, FFLWEIESHERE & LT, 200000 mesfH 5700000 mesf,
MRIREIND, LYUFELWEBIESERE & LT, 300000 mesfh 5650000 mest
C BEICHFE LWEUEEE & LT, 350000 mesfh 5600000 mesfAFIRI D
BRINSICREI NGV, UFHEHLEL Y BRINDIBEDELY SWME
EMEDEETHIENTES,

Fl. AEBAOFRES—BHRTIE, FILEEL SERES N EPFHH
RO R EE % A VGPC3RIRMIC N 3 2ADCCEMZAET B & 22 H

I I T, HEREMELEOCI6RV/XIECDI07aDHRENMEDIETH 2
BRIC. HERBEICHITHACEELE <. BICHT S6PCHRIARFIFE
DEMTHZDZENTFR, FRILIPREIN. T HAZFEORITAR
EIND, AFERICHEWTREMAE_EDCDI6, CD107aD W N —TEEEXIE
AADOHRREBLZRAE L. BICHT HPCIHFREEFRENBYTHD &%
TR, FRIELIIRET IODEEETSHIEEHTARETH S,

FTEDIEIZ. BlAIE. BEROREEICCPCIHBHEERIBE LTV, BwBICH
T HGPCIHFRVABRFBEDONRNIER TILVWEREROEDEZNANF DR
FAHAE EDCD16X IECD107aD HIRE = GPCIBMNEEFIFE T L IEGFHETE T
e LT, CDI6MDIFEIE. FREDED. GPCIRMBUEFINIEFE T TOHIR
BEOEDFHIELYEVERICHIETHNIL, HEHBEOVWRI|PFT
TLMEDNEETZIENTRTHY., D107aDizEIE. FIEDIED. GPC3
BHEERINFFET TCORRELDOEDTHEL Y BSWEEICHHETDH
Nk, SFFEOUMRIAFTELIMEDEEL T ZIENTRTH D, T

A Y
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[0129]

[0130]

[0131]

B, BROEREEICGPCIRMEFRFIEEZZITV. ARAPFSOERXIF
EROSOIERMEEHERD S 2 BEEO YRR PO REMIE L DCD
63X (£CD107aD FIRE Z GPCIFNBEFIFRE T L FEHFRET & TLEE L T, GPC3
EMEERIDNEFEET CORREEDEDEHEEICE D EMEDEZIRET
52ENTED, T HIAIE. EROREZDEMFNERN PO REHRE
EDCD16X(FCD107aDFIRE Z GPCIHFENBLERIFE F EFEFRET & TLHEL
T. CDI6DIHFEIE. FAEDIEN. GPCIHEMEEFINFEFEETFT TCOREREELD
EOHRELIYEVERICHZETHNIE, BEBFEOMRI/HFHF TS
EDBEET DT EHNTEETHY. CDI07aDBAIE. FAEDEN. GPCIEMER
ERINEGFET CORRELOEOHRREL Y FSVWEEICHZEBTHNIL.
LEEADOMRIPECTEIAMEDEET DI ENARETH D, T I TEE
DEERE & IF. GPCIEIAERIBEEDANMEX ISR ZIRE T 27D DEE

&72%. CDI6XIICDI07aDHIREBICH T IAEDELERAES L TEHT
XZHTHNIEEL . 100N EAFE L, 150 AR EL L YIFE LW,

FREDEIZ. BEEMICIZF ZIE,. CDI6MIBEICIE. GPCIHEMEEFIGFERET
TOCDI6HIREH SPCIHEMFEFIFEGFE T CORREEZZE LEIVWAEDL 1
0%H 5 —B%DSHBRIRINDBPFEDEL YEWMENBIRIN D, FF LV
EEEREE LT, —20%H05—90%. BICHFE LWBUESEREE LT, —50%H
5—0%MBFIRINBZNINLICREI NG,

CD107aHZEICIE. GOPRZMBCEEITZIE T TOCDI6FKIREN S PCAHBMEE
FIFEFEET CORBEELZZE LIWENS% N HT0% D HBIRI N D HEDE
FUBWMENBIREIN D, FFELVWHBIESERESE LT, 10%Hh560%. FICHF
FLWHBUEEHE & LT, 25% D 560% MBI NEZNINSICRE I AL

REMEHECLUZMELICRIBL TV FORBREOMEDEIR. %
CORF. BIZIFE. BWond 7y 24 FE HEREGPCI%RET 2D 4
17, BNORERE CRESLUVHRESE) . BEORENTZAT VT4 T
1 —FIKEFELT, bITNMIELLED, LEOBMTHEIEETFH. F
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[0132]

[0133]

BELIIRET B5HE. FLPBEZXFEOMTZRET H2HEICEVNT, &
EHREHRCYSZMELICRRE L TWS2 0 TORREIE. BEHNSERIN
e EERNER. RICRMEIMICSWTHESI N S,

RIS O REMBEHR LM LICKR L TWS 0 FTORIRE, GPCIHE
HAREIBOA A BIA T 2RIR U/ IR L RICEB I W HBICS W TR
EINFZD, TNOHIFAMEDCRKERBETHERINZEROABTHRES
ni8s, MEDKEERETERINZEROABD S EVWTNAVEDICS
72 REMBHRCYEHMIELICHKRREL TV 9 TORREN EBORMED
HMREB RO/ XITHRETHDFEIC. UERBEICHSITHEICHTT 26PCIHEHN
SAERFIEENBEWTHD I EDNFRAL, FRILFREIN, & LITEEE
EDRIEAREIND, AIEDKERRIGEEHREINS N, HEFERODIE
FREA@—RERk & L COPCIERAEFIOMERE5#%1H. 2H. 3H. 4H. 5H.
6H. 7B (¥7abB1E) . 8H. 98, 108, 118, 128, 138, 148 (¥a
HH2E) . 15H, 16H. 17H. 18H. 19H. 20H. 21H (E1H3:#E) . 22H
. 23H. 24H. 25H. 26H. 27H. 28H (9 74bhb4E) . 298, 308, 18
5B, 6B, T, 8E. 9B, 108, 28, 3. 4. 5B, F/K6H. £ L
<id1@E, 2@, 3E. 40, & LLIEEFNULDEET A 7ILEBGEED,
BEORBERBEOBDOH LD IRRATHERING S, BEERTADLSL
SBEY A VIVIEEEREINESH, FlxiE 18, 2H. 3H. 48, 5H. 6
H. 78 (¥4bH51E) . 8H. 9H. 108, 11H. 12H. 13H. 148 (¥4
HH2E) . 15H, 16H. 17H. 18H. 19H. 20H. 21H (E1H3:#E) . 22H
. 23H. 24H. 25H. 26H. 27H. 28H (9 74bhb4E) . 298, 308, 18
. 5iE, 6. 7. 8E. 9B, 108, 23, 3B, 4B. 58, 6REN I REL
—flE LTETFLNS,

LEEO. HFREMBHEXR G/ ISEZMELICRERL TV TFORERE
DAREDETH ZIHEIC. LBECPCHBHARRIFEN AWM TH D ERET S
BRIC, YUBEDFey TREDY A TIIARY/XUEY 14 FIIIAOEGFICH
WT, FcyRIIIADISSE DDA EH1DDOT I /BHREIMNalTHD LSRR
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[0134]

[0135]

[0136]

W/ XIEFcyRIIAQIBMLD D7 &6 1 D07 I /BBREIHisTH D ZH %
BT EIDEEERTDHIEBARETHD, TabLE, WREHICET
3 REMBHRCEEMRELICRIR L TWA D FORIRENFTEDIETH >
T WREED. FcyRIIIADISBMD T X /BBEED DR EH 1 DHValT
HDERRV/XIEFcyRIIADIBILO DR & 1207 X JBEEHNHIST
HBZEEHETDHEIC. HBHPCIRAERFEENED THDERET D
ZEEEEND,

Frle. LEO. HEAEMEEXRC/XIFLUFZMELLICKRELTVWEDTFO
RIRENFTEDIETH DHEIC. HACPCHEMEERIEEZDBRTERET S
BRIC, URBEIFcryZTEEDY A TIIART/XUEY 1 TIIIADEBEFICH
WT, FcyRIIIADISSE DDA EH1DDOT I /BHREIMNalTHD LSRR
W/ XIEFcyRIIAQIBMLD D7 &6 1 D07 I /BBREIHisTH D ZH %
BT EIDEEERTDHIEBARETHD, TabLE, WREHICET
3 REMBHRCEEMRELICRIR L TWA D FORIRENFTEDIETH >
T WREED. FcyRIIIADISBMD T X /BBEED DR EH 1 DHValT
HDERRV/XIEFcyRIIADIBILO DR & 1207 X JBEEHNHIST
HDZIEHETDHEIC. LBHRPCIRMEFRFREEORIFZERET DI &
SFEnd,

T T, FcyRIIIADISBRID D &EE5 1 D07 I /BEENNValTHD%
MAEFT L3, LROFcy RRASROMRICREHDAEICHK > T, FerR
IIIADGZEICIFI8MD T X /BHRE%E I — N 218EEIZHEE L. Vald
REEV/V)XEATORV/F) DRERBIDZEIC. ThICKET S, Tk
. FcYRIIADIGID DR &H 1 DDT7 X VEEBREIHIsTHELEAEFT
B &, RAERIC, FeyRIIAMODIAL Y X /EEBREZI— R 2EERI %%
R L. HisORERMH/MH) XIIATOEHR)DIBERIIOHZEIC. ThICE
=7 %,

LEEO. HFREMBHEXR G/ ISEZMELICRERL TV TFORERE
DFRIEDETH ZHFEIC. BEPCIBHEEFIFEN BN THDERET S
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[0137]

[0138]

[0139]

BRIC, I5IC, YBBEDNSBEEBIN/MER. BICHERRESOEERIC
BITBPCORREAEEZET DI EHARLTH S, TADE, FRE|EH
LERXNh/ER FICHEEEZ SURERICS T S6PC3ORIBENFE
DFEMRITULETH> T, HRBEICS T2 REMIEE KR U LZMAELIC
EBELTWBDFORRENFAEDETH DIFEIC. HACPCIHEREEFIE
EDNBNTHDERET DI EEEEND,

Fro. LD, YUBAEMBEERV/ISLBMBEEICRELTWEATFO
RIRENFIEDETHBIFEIC. LEAPCIEMEEFIEEZDMRIGEZIRET S
BRIC, I5IC, YBBEDNSBEEBIN/MER. BICHERRESOEERIC
BITHPCBORMEBLHECEERT DI EETRETH D, TAhE, HRE
BADSBBINAE BFICHFEEBE SUREBICS T 26PC3ORITEN
RHEDOFHARATULTH > T, RRJ|EILS 1T 2 REMIBHR U/ XIF L
M EICRIRLTWADFORRENLMEDETHIHBEIC. HACPCIEM
SAERFIEEOMEKEZRET DI EHEEND,

BENSEBINER. FICHREEREZSOBEEBICS 1T PC3DHIR
ENREOHEMRAITULETHZIFEDIRED—EHRE LT, FIEDHEB
RELEZIATULTHZZEDBEFOND, AIEOHEBRERER T
FTHBIBEDIBED—RERE LT, W02009116659CBH I hi ik (
Z2EET) IKLP2EBOBREHINIESAMRAIT 1 SRR, Fi&
BE LIFHARIR (BLIHC total ROA AT LEFIFTRRE) MBIRI NG
%5, FLEETMEAIT 2 THWONZEEE (RBZE2) ICL2EEDRE
REHINSBGCPCI-IHCZR 7 (BAEFMAIT7 2) MMM+, 2+, HTHBIEE
ZELIAEDHEBAREBERAITULTHIBEDIFRED—REKRE LT
BlRINBE>3,

BEEE L CEF

AERBICBEWTARFIE L, BE. BEROBED LLIEFR. HD5WIEHR
H-DWMOLDODOEFZWD, oo AFEBICBWT, [GPCIHERAEEFIE
EEZITBRIDEEELN OB INEMENER O REMBEHER U/ XIE
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[0140]

[0141]

LM LEICRRL TWEI R FORRENSMEDETHDEEICKRST S
SHDCPCIUBHBEER] & DREIE. [GPCHEMAERIE L4 ST 20I0EE
ENSBEBINEYMFENENFOREMBER KR O/ XIE LM LICRIRL
TWHBDFORRENFIEDETH 2 BEICCPCIBIEEREKETH &
EESUCEDRERE] EEWRAZIEHARETHD L. [EBELET S
HOERDOEEICH TS, PCIHFHARTEEEZZIT2RIOBEEDL S ERE
INEMENERPOREMBEEKR Y/ IFLUZMELICRKELTWEDT
DHRIRMENFTIEDETH 2 BHICHS T 27O DCPCIEFBEEFIDMER] &
EWMAZZIELHRETH D, Fhoo FEBICEWT, [GPCIHRAARRFIR
FEZITEEENOBERBINEMENEN RO REMBERKR U/ XL S
MR EICRIR L TWADFORFENLMEDETHDIEEICILICKST S
7= O DGPCIBHAESI] & DEEIL. [GPCIEMABREIE LS SIH-BEE
HOBEEINEYENEBAROREMBERR G/ X IELZMBLEICRIELT
WD TORRENFTEDETH 5 BB ICPCIBHEERE I SHICEZST S
CEESUEDHRERE] EEVWRADIEETAHETHL L. EELET
B1ODEEDEEICH TS, PCIHFHARRIEEEZITEBEN OB
INEMENERPOREMBEEKR Y/ IFLUZMELICRKELTWEDT
DRIFEHNFFEDETH 2 BEICI SITRET 57D DCPCIEHEER DE
Al EEVWMZAZZEETETH D,

AFEADBEFIE, BEEICLQMOFEEAVTHEAEINGES, FlziE
KB LR ZNRUADRZNICHBR LERE OBEEMRR. XITREK
BlOESNFIOR THRBOMICERAING 2, flzid. FEFZEHFBAINSE
F5 L IREE. BAENICIE. BEKCEERERIEK, BYH. IEF. BB
Fl. REEMHF. REX. BEF. BEF. X)L, BER, BeFEs
EEEAEDLE T, —RICBOONHEERICERINSIEMBEMRET
BT 22 EICE>THEEINE S, ThOBBICHITI2BUMRDEIL.
BRINCHEBEOEALETENMEOND LD ICEEINS,

EROODOEEEKRDISERFARBKOL D BREI IV ERVWTERED
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[0142]

[0143]

[0144]

HEIERICLIED > TRAINES, FHAOKBRE LTE, BIAIFER
BIREK, TROECZOMOMAEIE (FIZED-VILE M=, -7 /=X
D= bh—ib, BIEFRNYDL) EECERBRIFESTONDS, BHUIQLEA
REE. fIZE7ILI—L (ZH/—0%E) . RYF7HLa—)L (FOEL
vZYdA=), RYVIFLYI)a-LE) . k44 v EREEER (K
YVILAR— K80 (TM) . HCO-50%) AHEINEBB,

MRS LT Im, AZESBF SN, BRERHEF S L TREERBA
VINRWERERYILTILA-LEHBINEG D, . BEE (FlX
.V VBEBERRUERR ST N U LABER) . BELE (BIxE 588
TOh4Y) . BEE BIAIEE. RYILTILA-LETT7/—)V) | B
LR EF EEEING S, REINERITEE. BULAT Y TIVICKE
Thd,

AFBOBERIE. FFLLEIEROKSICLYIESEING, AIZE., F
HEIZ, BRRHSHI, BESHE, BRESEOBERAINMESIND,
PIZ I, BRARPUTS. BARPER. BEIERESR. RTFEIRREICLYVEESE
IERENICREINGE S,

#E5AEIE. BEOFER. ERICLYFEERIRINES, pifsAER%2S
ETEERBFIOBRGER, HIAE, —EICDEHKET kgdh7=Y0.0001 mg
Mi51000 mgDEBHEICEEING S, Fiid. HIAIE. BEHKY0.001~100
000 mgDIHEENHREINGEZ M. ARBPII N SOBBEICKHT LHHIRE
NBELEDTIFRWV, BREERVTIRSFZER. BEDOKRE. FEb. ERREIC
FUEETEIN, UEBETHNIETNLOFHEER U BELLRSERTE
BEREEHRETDHIENTRTH D, HlZlE, AEPFOFLLWREELI
EREO—HE LT, BEDMF NS 7EN—EEULELRDZLDICKREST
22ENTES, FELWLOAR M 7EE LTIE. BIZIE, 150 wg/mLEL L,
160 wg/mLLA E, 170 wg/mLLA E, 180 wg/mLEA E. 190 wg/mLLL . 200 wg/mL
BlE, 210 mg/mLiA £, 220 wg/mLiA £, 230 wg/mLiL b, 240 wg/mLLL k. 250
wg/mLEA E, 260 wg/mLLA B, 270 wg/mLLA E. 280 wg/mLLA E. 290 wwg/mLLEL
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[0145]

[0146]

[0147]

[0148]

. 300wg/mLA L, 400 wg/mLLA EEZIFD I ENTES, LYUIFFELLIE
200 wg/mLUAEEEIFB &N TE S,

AFEIBOHKICIE, PCHFRABRFIBREEZZ T LERENOERINLE
MERERPOREMREBIR Y/ EEZHMELICRIREL TWS 2 FORIEE
DEDETHZEEICILICKSTIEDERENZEND, T/, FIOD
FERRTE & —RERR CTIIGPCIFR A RFIR LA Z R T L BRELN SRR I LY
FHEAPROREMBEH R T/ I EZMBLICRRE L TWS 9 FORIRED
. GPCIERVEEFIFEEAZ T RIEALTWEREREICILIIKSTZED
BRENEEND,

AFEPOIEREL—RERTIE. GPCIBMPERFIFEL ST BEN S HRE
INEYENER P OREMBEEKRV/XIFEZMELICRER L TWE9F
DRVEEZAET 2 & %22H. HFZREMIREKRV/ X HEZHME L ICHR
LTW2B 9 FORIEENFMEDETH 315G I LHRPCIEREERFIFTENE
MTHDERET D, TLFHUZITEOMIKEZRET 5 EHEBEINBIE
TEEZ2THFNERBIND,

AREBOHIRELS—EBHRTIE, AIKEREDSEREI N EYENABHOD
REMBEHR Y/ I LEMELICRR L TW22FORRELZAET S &
HEH. I T, HEHMBEHRY/ XIIRREISMEDETHZHBEIC. HX
BEICBITDEICNT SPCIHRAERFIFENBUTH S A FAL T8
FEIFPREIN, FLEPEHEZBEEOBRBENREIND ZEDEHINDIET
EXZVCHADNRBINDG, I THRBEREICEHINIAEDEIF. £
I DGPCIRAPEEFIFEDBIMERE T D A7K. F /2 IZCPCIRAARRFIR
EDOMITERET DA EICBEHOAEDENFIRIND,

FREMBEHE Y/ I LEMELICRBE L TWS 0 FORREEDREDEIX

Z<ORATF. FIAE, BLWHh3 7y t4a Hik REMEHRU LM
FIRRRELTWERFORREZUNET 2EBOY A 7. HABNOREFRHE (
BESLVCHESE) | BEORBNT7AT VT4 714 —FIKKELT. T
MR LG, LEEOBAMTHB I EE2FR. FRIELIIRET 2HE.
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[0149]

[0150]

FIFUBBEEAOBGEERET 2HEICHVT, REMEHER Y/ XL LM
FREICHERLTWEIDFORREOMENES LT, BENLLEREINLE
PIZREEL, FICRBEMICS T2 ENSMEIND,

BIEC D RZFMIBH KU/ XIFHEMELICRIRL TWA 0 FORIRE. 6P
CIUHZMAEBIBR A AT 2RIR U/ IR L RICEBEI W BIC B L
TRAIEINESD. TNSEMECHERBRTHENI MEROARTHAI
EINTD, FAEDHEBRTHERINZEROABO> BVWIhhED
KB T2 REMBERC/ XIS EEMIELICRRE L TWS 0 FORREN L
DFFEDETHZHZEIC. URBAEICH T DEICH T 26PCIHBH L ERIFE
DEMTHBDZENTFR. FEIAIFREIN. & L IEEHZEEOMREL
SREIND, GPCIERARRFIRL % BMA L /2% O E RO AT 7E D B R fE
FEEREINS D, SZBEROIEREQC—RERR & L TOPCIRAEEFI DA
O 5#%18. 2H. 3H. 4H. 5H. 6H. 7H (¥4@bHH51E) . 8H. 9H. 1
0H. 11H. 12H. 13H. 148 (¥ 4bHH52:H) . 15H, 16H. 17H. 18H. 1
9. 208. 218 (B163:E) . 228, 23H. 248, 25H. 268, 27H. 28H
(FabbdE) . 298, 308. 18, 5B, 6iE, 78, 8iE, 9E, 108, 28

. 3B, 4B, 5B, FX&IF6R, B LKIF1E. 2E, 3[@E, 4EH, LK

ETNLULEDBETA INBRRED, WEORBELKIEEOEDOH LW ZHFR
TERERINGE S, H5ERTADLEAREY A VILITEEREINESDN. H
ZE. 1H. 28, 3H. 4H. 5H. 6H. 7H (¥&bB1E) . 8H. 9H. 10
H. 11H. 12H. 13H. 148 (¥4bHb52H) . 15H. 16H. 17H. 18H. 19
H. 208. 218 (B0538E) . 22H. 23H. 24H. 25H. 26H. 27H. 288 (
TAbhH54E) . 298, 308, 1A, 5B, 6:E. 7:E. 8B, %E. 10:E. 2H. 3
B. 48. 5B, 6REMNHREL—HIE LTEITLND,

LEEO. HFREMBHEXR G/ ISEZMELICRERL TV TFORERE
DRIEDETH ZHEIC. LECPCIHEREERIFEN BN TH D Z & V'REHE
INZE/REICKE., HEBEDFcy ZTBHEDOY A TIIART/XIE ¥ 14 FIIIA
DEEFICEWT, FeyRIIIADISBMI DR &6 1 DD 7 X /BEEHNVal
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[0151]

[0152]

[0153]

THDLERV/XIEFcyRIIAD MDD R &5 1 DO T X /BEENHis
THDZUEETEINEIDNELERT DI EHLRBINGD, TabBL,
NRBEICS T REMEBHBRCUZHMELICRREL TWE 3 FORREEN
FRIEDETH > T, WREEH, FcyRIIIADISBD T I /BEBRED D74 <
EH1DMNValTHBERRKRV/XIEFcyRIIADIBIGD VR EHE1DDOT I
JEEBREMIsTHZL2E%2ET 2550, LEAPCIHERAEFIEEN BT
HBERETHIEHRHINGED

e, LREO. SEAEMBHERT/ITEHEZMBEEICRRLTWSEHFO
RIRENFTEDIETH DHEIC. HACPCHEMEERIEEZDBRTERET S
ZENTBHINBEREICIE. BERBEDFcry SBHROY A TIIART/ X
&4 TIIIADEGEFICHW T, FeyRIIIADIGSRID V7 &EH 1 DDT =
BB EAVal TH D ERRV/XIFFcyRIIAD BRI D DR EE1DOT I
BAEENMHIsTHIZREZBTHINEINEHEERET DI EHEHINGES
TaHL, WREBEICS T REMBERRCEZMBLICERL TWESF
DRIFEHFEDETH > T, WREBEN, FcyRIIIADISBR DT X /B
EDPa<EH 1 2MNValTH B ZERT/XIEFc Yy RIIAD 13U D D7 & %
12073 /BEENMHIsTHILHEET DHEIC. UHKPCIUEHEEFIER
EDOWIMEIRET D& HRHFINGED

T ZTC. FcyRIIIADIG8RID D7 &6 1 DDT7 I/ BEENMNalTHD%
BaBTdeld. EROFcy SRAZROBRICBROAEICE ST, FcyR
IIIADGZEICIFI8MD T X /BHRE%E I — N 218EEIZHEE L. Vald
REEV/V)XEATORV/F) DRERBIDZEIC. ThICKET S, Tk
. FcYRIIADIGID DR &H 1 DDT7 X VEEBREIHIsTHELEAEFT
% &, FARRIC, FeyRIIAOI3M 7 X VBB E% 11— NI 18RI % %1
L. HisOREEH/H)XIEATORH/R)DEEERIIOHBEIC. TNICEH
5,

LEEO. HFREMBHEXR G/ ISEZMELICRERL TV TFORERE
DFRIEDETH ZHFEIC. BEPCIBHEEFIFEN BN THDERET S
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[0154]

[0155]

[0156]

TEHPRBEINDIEREICIE. ISIC. YREEHI SBEHINMER. FIC
iz ST REIICH 1T 2PCINDRIREEZH BT TEERT B & HREHS
nNG§s, 3abhbs, WREBEHNLBEEINAER. FICHEEEZSOER
BICH T BPCAORRMENMRFEDTMRAITULTH> T, HREEICHT
REMBEHERY/ T LUZMELICHKR L W2 FORRENSFTEDET
HDIFEIC. LBECPCUHEHERFIFEN BN THD ERET D & HRHY
hig s,

Fro. LD, YUBAEMBEERV/ISLBMBEEICRELTWEATFO
RIRENFIEDETHBIFEIC. LEAPCIEMEEFIEEZDMRIGEZIRET S
ENRBHEINDIBREICIE. BEBEHL SOBBEINMER. FICHTRER
EESUEEBICE T DPC3DRIBELHETERT D & HRHINE D,
ThALL, HREEHNSHEHINAEE, BFICHEEBZ SORERICST
BEPCINHREENMSEDTMRA ITULTH > T, HRBEICH T D REM
BEHEERG/ XISEEMBELICRIRL TWA O TORRENSFEDETH S1HE
I, HEGPCIBIERFIEEZDBTZIRET 5 2 & BEHINGE D,

BENSEBINER. FICHREEREZSOBEEBICS 1T PC3DHIR
ENBEDTMAITULTHZIBEDIRED—EMKE LT, FIEDHERE
RELEZIATULTHZZEDBEFOND, AIEOHEBRERER T
ETHBBEDHEBRED—RERE LT, W02009116659ICBE I iRtk (
Z2EET) IKLP2EBOBREHINIESAMRAIT 1 SRR, Fi&
KH L CITHRIE (B4IHC total ROAT7HATUULEF - IX7TKE) HABIRI NG
%5, FLEETMEAIT 2 THWONZEEE (RBZE2) ICL2EEDRE
REHINSBGCPCI-IHCZR 7 (BAEFMAIT7 2) MMM+, 2+, HTHBIEE
ZELIAEDHEBAREBERAITULTHIBEDIFRED—REKRE LT
BlRINBE>3,

UTFICAFERZERANICE Y EAFRMNICEREEYT 20, AFEBIX I h 5E5EH
ICHIRRI N2 H D TR,

EhEf 1
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[0157]

[0158]

AEFEB TEWS N B6033(—HE4: codrituzumab) i, b RGPC3ICEHWE
MEEE>THEET2ECTFHEB AL MEIGOIE/ 7 O—F LA THD (W
02006/006693) . GC33MEITH LU/ T/ IXBRMEFTHIAE (HCC) BETH
DO EDFIOEEEEICLDIEEERIHFEETEZILLE. XIZESE
EROIHICEFIEE NP IEI Nz, UIBRTFEAETHEX LGB TR
BEICBIINREMAT 2720, BIIEEEALTSERANB_EEKRS
MERHREBRAREI N (NP-278845488) . EITHEXIIERBIEHCCEREICS
THRREBEGHRRICL 2EMMTMETEENE L. 2EFHHB. FHO

Y hO—JLR, BEEHBEEES L2AWETE R5TICRMES LU/
FIFBBMEOFE. GCIBOEMERE IO T 7M. BLUNIFT—h—
BEREEIRENE T BARERTIE. HCCEREITGE33 (1,600 mg) AHEAD23E
WEE1E. ETNLREIFR2ZBICIEOREZ AW BIRERNICL > TSI,

FE DT I NHCCEE IE. MBZEMNICHRARINE, AENEE (AR
(R, FBHEARE) LG/ FLIEBAAEEICEL TWRW, $ L IFEEKRE
B TN ILERRMEDHCC (fibrolamellarBl%&RR<) 2F/b, DA &
LIFIOEEEAICL 2AAEREEE L TV, BREERIDVREEIBRT
HY. GPCISAERDESY v TILOREINATRET, KERBFERKER S
W=7 - RO —=TVART—=HZAH0%E L <IF1T. HDChild-Pugh (F+
AIVRE2—8ER) AVSRATHok, . BREBSOEEDREE (REC
IST) ISRV EH1DDFHATREAREZB L TWe, MOEEE LT
(. EEDAEMARE (e IFPIREI=1500/w |, M/\R=50000/wl, ~ES
OE>=8.0g/dl) . AF#eE (BEY I EY S2mg/dl, PR/NILFUVET I/
NSYRT7IS5—EHBLVTS=ZVFI/ NSVRTIS—ESEELRIE
D5fE) . BLUBHEE (LB L 7F-V=EHLRED2ME) AFHES N
foo BIRRRIOZMICDOWTIE, ARFRSRRANBURICER S nzmF
IFIRRE CRESBEBIN TV I RE, ARMNBELEBLSZ I, XILEHER
BIFELU LB L TWBEIROATBEME D RV, FARR%E (1270 AR LEB
#R) . XIEARKBEINEEZ F 2 IRKRT/ XIEFEOTR) UADOK
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[0159]

MEICDWTIE, 2BEOBYET A A%, ARARPRUERERSKRT %
DI EBINBULEFERT S LICARLABRERERIETH> -, B
DHFEE. ARERPICMA. ARERSRTRIG EBHBEON) T
FRICE DT A EA2ERT A EICARLAZBENEEZINA, —AT. G
PCIERAERFIIR SRIO2ZBEBURICEEZEQARFMEZZITE LCIFEERR
EEMSEELTVWARVWESE, MXITHRBEANDEBHIERINTVWEESE
. BESFELRNICEMESOREE2ET 2HE. BE CEFALUADLBEEE
T LEEMEDORRENH B EE, ARERESFRIBRIGBELIRICNCI CTCAE v4
L0ICE T Grade SULEOHMDBREEET 288, FRELSORSBBED
BEsE7T28E ARBRTHREINZIZFFLUAOREFNEBREINETE
DH5, XIK‘EFOEE, AREFI2ZABAURICTER 2SI NEE
. FHEREICH T 2RIE O RAMEIEEEX L BEEICH D BWERAD 55T
IKEELTVWAWEE, 1 VY —JzOVEREBRITHROESE, R—254
VICHITBATeH'UT0 ns% £[E D, XIFR—R T4 VITHBWTLERIFRIR (45
B aKiE) =29 25E8E. ARENSHATZEABALUMRIC, AREEMNE L
RBRNFIRIGMEARF A BREINIEE (WT—FIOFEFY 2BRET
28, XIZFHENTOBRBERSIZRL) | ERPXITEAROES. H
IViZHE &, XIFAIDSEERBZREL TWEEBE. HEUOERR (/70O
— IV, BEHSEEA, Fr M Z—XNLRAY—IIEHERA) WY
RBEOCERENH 2 EE. EELHERBEELTHY, BRREICLDE
EDETREMED D B &EREE DEEMA M L 2 BE I EHROBRARR E
Ihi,

7OV, EEROBRKRHABROEEDEEDHA R4 VIR >TE
BIh, ThZThOSNT 2ERMEBEZERCIYRTI N, £2TO
BEIZ. BERORIIC, EEAOA VY I74—LRAVEY MBS L, BER
. BROETELIIEHFERTRAEEN/FRIR LAWERY., GC330D%5 Hikkt
INhf, BEOFHMIIEN—254 Y TEEL. BRENETT 2 E THRSHA
DAY A DI, THA T, 10041 JILOBER. TORIFAY A I TEILR
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[0160]

[0161]

[0162]

[0163]

BINTIEEINE, BE. 1A V7IIIE2E[MER>THY., EEOREIE
SREREEEENCE > TEHMEI N,

£EIE, 2:1OLLETGC33EF (1600 EERE % EFERT2EKR 5%, [F
S, n = 1216]) H2WE TS5 ERE (n = 606)) ICEEABILENT RGP
C3-IHC #w b (Ventanatt®) #AW/AIHCREIZL YGPCIHIEL NI (BE
MR 72) (0, 14, 24/34) ICEDE3TR—MIBREI N, TEMR
Wik, BEBREMRETEZICTETEINTWEI128F0EERERE (PFS) 1RV
AR ELFRTERI N,

HCCRESHBHEIC 857 BGPC3 4 >/ B D FIRILGPCIHAM R Z 4t (GPC3-IHC
) . TARLBESTMAIT 21Tk > TEHEI Nz, GPC3-IHCIZKEVentana
Medical SystemsiC THIGAIENEFEI N, BMITICL > THERICK Y
BEINAERICTANT Y VEESIVNRS 71 VEBEIhWEZEETOY D
YA INIHCRESHBORELEBRS 1 ROREMRBLRANERI N,
itk & LT RG34tk (Ventanattll) ARV SN,

Kl 2

FEDOEBYGBLNESINAI2UERR ST TS RIS I N /60E
BIDD> B, 128FEBIDDPFSA XY MHFONTEIFR T, GPCIERAEICS IS
BGCBEICLBHMRMNPFSICK YFHEI h e, T BIRFMEE L TE24%ERE
(0S) D924 Ry MIEHZELBEFERTOOSICL Y MI iz, TOHER. PFS
. OSHICGCB/EICLZERMRIEFBO OGN > (1) , £, BGPC
3-IHCRO7 (BAEFMRI72) TOFMIMISEWVWTEH, WTFhORIAF7TEH
ERMRIERONALI >,

F7o. GC3MEEEICH VT, ABIIEEHARRARICH T B6C3B3MBEREE
ARWELONAEEMPKETIVICE Y ESY A4 7L - 1HE (FIEI%RSEEH, 54
HE) ORSFIOMAGC3 > 7EZHEL. MF TIEDHRRETH 72230
wg/mlEHy bAT &L, GCIBDREN DD 78 (GCMXR[TER) .
U< IZGC33NRENEH > -8 ((CIBZREE) D2BICHIT. TNFhOR
B LRI S EREEORBTRADROEEZESE L TORIBEREFEAE (PFS
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[0164]

[0165]

[0166]

[0167]

) BLLIELEESE (0S) #AS A v —RICL YL LA, 2O
R. PFS, OSHICGCIEREHICBWT IS REE. L < IZGCIMEXRT|ELIC
WLENRETNRERMRAREINE (H2) ,

I 5T, GCBOUMREBET 214 A v —H—RFREEMIC. KEMAOD
REMIEOAE. REMELICEIRT 2FcHYIZR/EDY 1 TIIAE LI
IIIADBGFEE, @5 TNCGC33R SRIDARMEM & AV 2 A K EF G
=5EM (ADCCSEM) ZME L. FNENPFS, 1 L IX0SOLLBERBHICH T
FUTAY—EICL YTV, log-rankiREZERE L o,

KhEHl 3

GCIBDMREFET BN FY—H—& LT, BEXTEALYRIDIN
7tk BEOHE(HEMRETEEIC & 5 75E) ICTEHAIS N RA M 7 &40
A E MR E OFBEL AR T 2720, CBREMOBEDOREMHDEE
REMBBOFREE E & ICHER. KEEICOIT., GCBRSEE TSR
B EDOBETPFSAR S ICOSOLEB £ 1T o 72 #ER. RAIWCTRT LD IC. HIMERE

BB IFRERESEWET, CBRSICLY TS ERELYPFSOERHER
HHENEDICH L. TREThOREMEEOBEWE (RREXRRE) TEZO

L OLBMREIBO SR o7, FIC, TFHRERICEAL TE. MR EVE
IKBWTHARICPFSOERNBO 5 (M3) .

TSI, ERTTSEREICH LPFSASWITOSOER SRS 5N 7-6C335
RBHICREL TRETT 5 &, AmMBKE. B, FHEREHOSEVE (B0
Bk : =5,680ME/ wl. BBk : Z503(E/ wl, BFAHRIKE : =3,607(@/ wl) TiEL
THEERAPFSERICIA., OSOERMNERD LN, I HITY U/ BKEUCE L
TH, VUNRKEAEWEE (21,246(E/ ul) ICEWVWTDH. PFSOERER
WA, OSOBEERERNSRO LN (R4) .



WO 2015/170480 87 PCT/JP2015/002352

[FR4]
A, MRS T L AR G033 TR
TR ve GO83 Tl ve GOSS Rt
PFS oS PFS 08
Y [} o piE : PiE : piE
spep| P N N SRR
{logrank) (logrank) {logrank) (ogrranks)
| fEE | 1130 0595 0954 0854 0523 0.756 0812 0123
HifERE —
il | 0752 0.195 0862 0583 0507 0014 0461 00%
—_— B | 1172 0.500 0.7%5 0411 0997 0902 0513 00%
wE | 0509 0121 0588 0984 0419 0003 0544 0087
L | HE| 1229 0.369 1004 0988 1082 0.754 0682 0222
R —
HiE | 0607 0050 0796 0.320 0.311 0000 0.961 0008
| EE | 0944 0802 1063 0823 0.733 0.240 0638 0196
UM~
ME | 0938 0.773 0.759 0.307 0658 0.128 0404 0017
|_I_|
RihEhl 4

[0168] X SICEHEMICEBREMBOREZTY Lo, REREMERENRICH
T S %R W/FACS & £REX S M/ AR M % L Covancett IC THISAIE M E
BIhizc, REICARTLIIC) v/ BkOY—H—& LT, CD19, CD45, (D3,
CD4, CDBICDWTENENICH T HIMAEHEMInie2mEZREL. )N
kY 7t v NiETrucount tubes (Becton Dickinsontt®!) A FHUVEIE L. HI
EEDOHRETRIEREESEFHICHOBLER, CBREHE TS RIS
DLLEICH W T, CDARZMTHIBR OB WEE (249008/ ul) THBICPFSOLE
RASZBO LN (H4) ,

X 5|2, CDASREIEMMEE A B W EE (=1, 09008/ uL) T, OSOIERAEM. CD
pFUETHRBA S WEE (2752(8/ ul) T, PFSRUOSOERMEM, & 5IICD4

PEETHIRRE A S WEE (Z490(8/ ul) TOSOERBEANZENENRD SN
(%R5) &

[0169] GCI3HRTEHICIRTE L THRETT % &. CD3fEME. CDARZMHHIRREA S WEE (C
D3 : Z752fE/ uL. CD4: =Z490ME/ ul) . L <IZCDBFZMEMAEAME VAR (<25
ME/ ul) TOH. WINEEELPFS, SOERMNBH SN (R5) ,

B, TNLUAOED T, —BERLGEFHRBAOER.  LLIEERMREDS
RoMTWaD, 47 LERERE BEHT—EOBRWMEAIF LN TV
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[0170]

[0171]

[0172]

[0173]

(A
[£5]
5. AFHmSER—— L DBERRI IS D G033 ok
7R ve. GC33 T ve. GO33 HARstt
FFS S FIS 0S
: & : plE : pfE : plE
st | P sNF— P NP R
(logrank) (logrank) c (egrank) v (ogrank)
| 0798 0.353 1192 0579 0847 0114 0821 0212
CDIHB e —
HE | 0984 0941 0657 0125 0746 0264 0508 0.082
| fEE | 1072 0771 1520 0.139 0.737 0279 0783 0485
CDas+Y o ER—
HiE [ 0780 0.289 0537 0.040 0653 0121 0430 0021
Lo | A 1108 0674 1161 0578 0844 05X 0715 0291
CD3HT A —
HiE | 0760 0.239 0642 0.155 0816 0076 0462 0046
| IEE | 1273 0.807 1465 0173 1058 08% 1045 0891
CD4AT A —
HE | 0835 0.050 0476 0013 0461 0004 02% 00002
o | IE| 0819 0400 | 0924 | 076 | 05% 0052 0508 0041
CDST El —
HE | 0982 0.762 0.779 0.387 0815 0451 05822 0176

LN T, NKHERRICEA L TL YEEMICET AN ER I e, LR EAKRICESE
MO I N ARMIM%E B, Convanceft I THRERRIE I N/, CD3, CDI16,
CD56IZ3 § B Hiih % F LN/ FACSERATIC & 2 9 4BICHN A, NKpd6, CD8ICH 9 2
MEDORIGEEESHDEEIT o>, CDIITT B RISHEIFEIEDHIAEEEICE L
Ti&. CDIGREME. NKp46RRMEICAN X, CD56&CD16ICH T B HilhD R it & £ iC
. CD56bright NK#HRZE 4>, CD56-/CD16+ NKiHPZ 4. CD56dim/CD16- NKiHRa
& 4372 5 TMTCD56d im/CD16bright NKEERER 4 IC94E L 7=,

ZR TN ONKHEREE 2 IC S 15 2603338 512 & BPFS, OSADEEIZR6 IR
T &£HIC. BNKHIFER DA, CD56-CD16+DNKARE R A W BE (6. 3@/
wl) TOHMGCIBESIC L 2EEAPFSOER. 5 TICOSOERIEMRHHEE
Infe (B5) . I5IC, GCBBERBEHE /S ERBEEZLBRLABEIC. &
FHREOERMRIIBETH >, BB, TNLUADEZS T, —BEEL
S EHHEOER. 3 LLEERMERNRLNATWVWSEA, 4T LESER K
EFFT—EDBRWMERDE SN TV,

BX—H—ICLBDEICMA. NKHIRE EDCD16% L < IENKp46DHIRE % H



WO 2015/170480 89 PCT/JP2015/002352

FEICFACS (FACSCanto II, Beckton Diskinsontt®l) ICTRIEL. AIERER®D
FRIEZS SIS, BRRFOERIRFICOHEA L. EHKRICE3MTE, ROSTICG6
C33BREICH T BPFS. 0S4 TS LRBELE L, ThETNORKEE (7
AR BEDTFZEE  mean equivalent soluble fluorescent level (MESF
) k. Fv¥)TL—2 32 E—X (Quantum MESF bead standard, Banglabo
ratoriestt®l) DOBNE%EICMESFEEMIRZ/ERM L. NKMlZE D ORAE
L YRIRE (MESF) Z2&EH LA, ZORR. ROICRT L DICCDI6OHEIRE
(CD16 MESF) ICcH\WT. HIBHASEODOEE (=372,254 mesf) ICHWNTDHA,
GCIZEICL Y BARAPFSOER, WO UPICOSOERIEANROH 5N (H6)
. (CBERBEE TS ERBOLBICEVWTR., ZTOEEPRERWRIE L
YERETH > o,
[0174] [56]
6. RN st ~— I S ORERER TR D (033 s

FFER ve. GC33 77 EAEE ve GC33 BRER
PFS 08 PFS 08
< B e piE o pid o b1
L — — R — ik
YA (log'rank)/ﬁ)L K (log'rank)/\% P (log-rank) A (log-rank)
Bl 0977 0.819 1.043 0.884 0.697 0.183 0.466 0.043
CD16+NK A%

B 0743 0.244 0.727 0.309 0618 0.101 0.595 0.148
o |MEfE] 1095 0.714 1.027 0.926 0.805 0.443 0613 0.159

NEKp46+NK Mfadk [
=il 0.768 0.256 0.781 0.401 0.594 0.062 0.502 0.065
CD56bright E#| 0913 0.706 1.206 0.527 0,709 0.207 0.686 0.286
NEK #jad &= 0901 0.658 0.653 0.150 0.641 0.126 0.462 0.041
CD58-CD16+ EiE | 1.259 0.344 1.173 0.584 0.991 0.975 0.666 0.262
NK s B | 0571 0.022 0.615 0.110 0,405 0.002 0.425 0.020
CDsedimCD16- | 1&E| 0935 0.780 0.932 0.811 0.684 0.166 0.499 0.053
NK llins &l 089 0.641 0.860 0.603 0.722 0.248 0.643 0.211
CD56dimCD16bright| 1B | 0.982 0.937 0.946 0.845 0.688 0.174 0.431 0.024
NEK #jad &=l 0788 0.288 0.83%9 0.579 0.645 0.124 0.682 0.290
EM| 1.130 0.612 1,152 0.631 0.508 0.724 0.758 0.421

CD18MESF —
&ff| 0668 0.101 0.665 0.170 0.473 0.010 0.348 0.005
Bl | 0818 0.419 0.958 0.884 0.668 0.144 0.746 0.374

NKpd6 MESF —
S| 1.004 0.987 0.781 0.395 0.642 0.133 0.281 0.004

EHEf 5
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[0175]

[0176]

[0177]

[0178]

GCI3DIER A H=X L& L TADCCOFENHREINTWS (Ishiguro T, e
t al., Cancer Res. 2008; 68: 9832-9838) ., # . GC33Z5HIDEE DA
DCCEMZAIE L. GCI3DhR & DEFZIRET S n /e,

GC33% L < & 75 R SFNCEREL L 72 BE DRI % F WADCCIE MR D
LDICHET L7z, ROMRISKAZRICTEEL, -150ETRELLRELE
AAE L7c1&. IL-2 (Pepro Techtt#) ZZURPMI ILsEH: (HyClonett®H) %
MA. —BBEE L x 10°EORBEEZKIKICGC33 (0.5 wg/mL) WLTICH
—7y MARZMA. TETIFEEEL. & 5ilMonensinZ il A 28515 &
L7=1%., REEBEZIKE/N—~Z ML, CD45, CD3, CD16, CD56%4: &5 TrCCD107
I3 2IMAEEEREIMA. NKHIRBICH (T BCD16RITE. H L < 1XCD107a%
IRE% FNFNFACS (FACSCantII, Beckton Dickinsontt&l) (CTHIE L /=,
e, BERRELTHY =5y MEBOA ZMMAEE LEDOCD107a% L <
IZCDI6DHIME L L. BUNREDEZACCEEDERE Lic, §—7 v b
AR & LTIk, ADCCEMRIE R ICIZGPC3% FIRT % b b TEMMBEtRHepG24TAE

(ATCC) %. FAIEKEMBNKGEMAERIC B MEMEEEMY B MPHEAE #EK56
24RE (ATCC) =AWz, s, WIThOH Yy FILHERECITAEICE LTI
CovancettIC THIAIENERI N/,

CD107alc DWTIEARR(E (34.15%) L YUBSIEDH DEZADCCEFMEE. KB
DH D %ADCCIEF MRS L, F/CDI6IERRIE (-64.33%) LYRKEDED%E
ADCCEEMR:. SIEDE D ZADCCEFMEFE L, ENENICAL, RARRIC
SREE. BEEN. JStREETPFS, SOLE&ETo> 7z, TOER, X
7IZR9 L DIC. CD107a, CDI6WT N DIBIZICH W T HADCCHEIFMRETDHP
FS. OSOERLGERMZDOONE (7, ©8) ,

—7 T, K562HARZICX 9 HCD107a% L < [XCD16DFIRDEAL (CD107aZE 1L
BHRIE : 9.74%. CDI6E{LEHRIE : -156.76%) ZNKEME L TRIE LD
. ADCCEEAY, NKGEHEER. SEFBVINILIOATERAPFSE LIE
OSOERIEED N> (R7) .
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[0179]

[0180]

[0181]

[&7]
7. PREEERRNA V- NG RN, ADCC R L AR 38T B 6033 ahER
77 REE vs. GC33 ERER
PFS 08
ADCC &t A= RH P {& A= R P&
{E& 0.536 0.047 0.538 0.124
CD107a —
= 0.513 0.038 0.303 0.003
CD16 {EE 0.340 0.001 0.305 0.003
= 0.813 0.521 0.575 0.182
NEK & NP— R P fifi AP — R P i
{E& 0.555 0.085 0.338 0.013
CD107a —
= 0.601 0.127 0.406 0.048
& 0.506 0.044 0.295 0.013
CD16 —
= 0.573 0117 0.390 0.0258
el 6

MAEDFCEIF EEET 2FcH Y Y ZBREDERFEENMADFRERE D
BEICKEBEEZADZEPHMONTWS, £ T, FeAVIZRHES 1 TIIA
ROWICIIIADEIEFEE & OB MRET L, &L YERIL ZRHEM
FYUT ) LBETFEEREL. FeHAYYBEOY 1 TIIADIBNO T X J BB%
BEICHY T 21BEmI. £ L<IE9 4 FIIIADISBRID T X / BEEICHET
HIEEMIDLHMNUEINS, TRbLE, BELYEFEMLAZL2MMEL YMagha

Pure LC DNA Isolation kit 1 (Roche Applied Sciencett®l) A FHULEEE L
=47/ LINAZ BV, ZNENDSNPSICHINT 5 & D ICTH A » T h/zTagMan

(Z4$%PE1E) probe&Real-Time PCRIC & Ygenotypingx4T> 7=,

ZODFER. FcyRIIIADISBM D7 X/ BEEMalzHoLE (VVH LL
IZV/F) &PhedH%IFDOLHE (F/F) &DREITPFS, 0S4 EREH. KREH
ETSERBENENTHRLAER, REICRT LD ICIBERBHICS
WT, VVE LK IZV/FEBT 2EHCHBWTPES, OSRICERICT S wREICH
LERARDONAEDICT L, F/FTIEZEDEL D BEIRMNBOH LB > K,
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[38]
#8.  Fo W ~Z5din 4 - ) ABERBI 3811 5 60 0hR

7 IR ve. GO33 SRER
VIV E LI VIR FIF
FeyRIIIA-158 - -
AP P i AN — R P&
PFS 0.524 0.018 0.779 0.447
08 0.442 0.039 0.628 0.288
H/H & L <X HR R/R
FeyRITA-131 - -
AP P i AN — R P {i
PFS 0.565 0.011 0.948 0.925
08 0.436 0.009 0.457 0.5350

[0182] &7z, FcyRIIAO 1B DELRFLZEICOWTEHEKRICHRE L, 13160
T7I/BEENHIsZ DL (H/HE L<IFH/R) &ArgDAH&RFDEZE (R/R
) EORETPFS, S2mREH. BREBHE T SERBEEThThTHERLAKE
R. RBILTT LD ICGBERFJEEICHSWT. HHE L IFH/REB T HEEIC
BWTPFS, OSHICBRICTZERBEICH LERIEDONZDICH L. R/R
TIZFDL D BMRIBRD SN,

[0183] LlL., BEODGREREE., RMEMAZMIEE. ADCCEM., B L < IFFch Y
YEFEOEBEGLFEEEZEINTNRAET S 2E. B LLEERLOMEAED
t COPCIFRBEEEZDAMEMLL D 5 2 PRI hi,
Ehef 7

[0184]  NK#fRE LDCD16(DFIZE (CD16 MESF) ICEAL TIHX. I HICHHINYT—RE
TIVCEDWCoxmIBE AW AREI N, UZMBTICHWVWTIE, £
FEGISDREREREE &IC. BAD Dy M4 7EICEL > TCD16 MESFE{EEESC
D16 MESFEMBEREICOFE L. BEEHIDWT/Y— Kb, 95%E%EXE (95% CI)
RS log-rankiREDpEEEH Lz, Ad. BITICHz > THEEFHR
ZLARVZAQOERE L THW BRANICEEZEDHDEREFTHREL .,

[0185] CD16 MESF{EM33% (33/8—tz >4 A JLIE) T#H >7=279,736.9 mesf, 50% (
50/X—t > & A JLIE) TdH>7-363,594 mesf, & L < 1367% (33—t &4
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[0186]

[0187]

[0188]
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VB) TdHo72439,468.3%hy A TfEE Lz, ZLT. &hy M TEIC
LOoTENTNREFESEREICHEL. CIERBEICSITHNT—K
th. SHERMRES L VpEE TS EREELRLEZ, ZORR. RIIITRT
& 51Z, CD16 MESFE{EEETIL, CD16 MESFIED H v M A JEAE K BB ICHE
WA= REEMMELS o722 &Dv 5, GC33DERIRE MM & CD16M FIRE A
‘BB ENRBINE (RI) .

—7 . (D16 MESFIK{EEETIL. CDIBMMESFIEDH Y b A TEDZEIL & /NY

— Rt OBICERELERIEO Shab o,

[3=9]

F29. (D16 OONESE IO o BA il 2~ — RE L ORR
CD16 CD16MESF F=HER CD16 MESF {HIERF
MESF oy | %0 | %0 o | %O | %%C

pokAiE | N | VL FIRE HRE plE N | 7yt HE HRE plE

BHE | 7 044 022 088 000 | B[ 15 038 6% | 0543
SPHE | 5| 03 0.14 077 0011 | 83| 146 055 an | 040
67HE | B | 00 002 044 00 | 71 108 050 212 | oge8

ABMER TSR LA2TONITY. &

LCABMERICEY AN EDET B,
EXLoFfI BaREM
AFBEIL., G PCIHE

HFRUFHFEEZZDEEBEL

VEBEFIEEOEWER &, BEE ST 5 EEDIL
WEILETDHEDTHY., FHEEZIILHETIEDRRICERATH 5,
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[55KIA1]

[553K1R2]

[553KIR3]

[553K1R4]

55 3KIR5]

[E53KIR6]

[553KIR7]

[53K1R8]
[553KIR9]

fa R D&
BEICHITZEICNT 26PCHFERERFNIBEOEWMLERET 5. &
fold, BEICNT HPCIHEMPERFIREDRIGTEZIRET 2 AETH>
T. GPCIEMERFIFEZZIT 1D BE KU/ XIFGPCIHEREFEH]
FEEZITLRENSBEBINEMENZ B PO, REMBERIE
LEMEEICRR L TWADFORREZANET S5 2E8H. HX
REMBEHEX I LUZMELICRRE L TV TFORBELSFTIEDET
B B HEICEBECPCIHEREBRFIFEN BN TH D ERET D, T
. HEXGPCIRMPEFAIBEDMITEIRE T DA%,
RIECEMZENER A, BENSBERINARMEOTH S, FRIENC
ERHEODH*,
AIEC AR A, Bk, Ik, FHERRV) VKL LEIEN DD
BLEB 1T DOMBETH S, BRBIXIF2ICEHD X,
AUEE Y /R BkAS, CD45+1) /X3k, CD3+TH#ERE. CDA+THERE., X T*. CD8
tTHIREANA S RIEN DD EH 1 D0 vEKHIIBTH B, FERIE3
ICEBEDAE,
AIEE Y v /NERAY, CDIGHNKHHIAE, NKpd6+NKHERZ. . X TF. CD56-CD16+N
KiIRE D S5 BIEN DA< EH 1 DD VNBKMIEETH B, FKIE3IC
ERHEODH*,
RIECREMIE LICHKR L TWB 2 FH, CD16IECD107aTH 5.
IH 1 RIF2ICEBHD HE
AIESERE D, FcyRIIIADISSRI DR &6 1 DD T X J BEENVa
| CHBERIRV/UELFcyRIIADIB DD R EH 1 DOFT I /B
BEMNMHIsTH2LBEETEHRETHD. BXE1HL6OVWT L
ICEBEDAE,
RSN B THEBREIDNSTOVWTNNEEHD %,
BIECGPCIBATAEHD, BREDMA bS5 7{ET200ng/mll £ &R
£85I NB. BXRIEINLEODWTNMNMIEEDAE,

5K

anh
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[55K1R10]

[E5KIR11]

[55RTIR12]

AUECGPCITRRPAEEFIDY. MOPCIHMAZBMN D & L TELARERFITH

5. BEREIHASIOVThAICEEHD TS,

RUECIGPC3HLA DS, R REFMMAEIEE (ADCC) FMES L/ Fi
FAKFHEREEE (CDC) EME2BT MG TH S, HXKRIF0ICE
#H D%,

RIECHIGPC3FAAD, LAFD (1) »H (5) ownwgFnd;

(1) EEFES : 4. BEHIBS : 5. BLUVENES : 6 TENLETN
FINBHEGHCDRT, FFHCDR2H L U'EFHCDRI, L WICENES : 7
. BHES : 8. BIVEIES : 9 TENRETIRRINDEFHCDRI,
EX$HCDR23 & UPERSHCDRS ;

(2) BBOWES: 12, BHIES: 13, BLUERINES: 14TE
NEFNERINZEHCDRT, FSHCDR2H & 'EEHCDRI, A S ICEHE
5:15, BABES: 16, BLVEWRIBES: 1 7TERLTIhERIN
2 EX$HCDR1, ER4HCDR23 & UMER4HCDRS ;

(3) BHES: 20, BIUES : 21, BLUVERINES: 22TE
NEFNRINZEHCDRT, FSHCDR2H & 'EHCDRI, A S ICEHNE
5:23, BBABES: 24, BLUVEBRIBS: 25 TERLTIhERIN
2 EX$HCDR1, ER4HCDR23 & UMER4HCDRS ;

(4) BHIES: 28, BIES: 29, BLUVEIES: 30TE
NEFNRINZEHCDRT, FSHCDR2H & 'EEHCDRI, A S ICEHNE
5:31, BABES: 32, BLUERIBES: 33 TThTIhRIN
ZERSHCDRT, ERSHCDR24 & TNER4HCDR3 5 & L < 1

(5) EE5ES : 36, BBIES: 37, BLUEIES: 38T*%
NEFNRINZEHCDRT, FSHCDR2H & EEHCDRI, A SICEHE
5:39, BAES: 40, BLUVEIBES: 4 1 TERLTIhERIN
ZEX$HCDR1, ER4HCDR23 & UMERSHCDRS ;

HESTUIMGPCIF XA SAFEIZ b MERGPCIIATH BB RKIBI0OE 12
FIUCEEDF E.
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[55K1R13]

FERIR14]

[553KIR15]

[55KIR16]

RISCHIGPC3HAD, UITFOWThh ;

(1) BEBFES : 44, BBHNES: 45, BBINES: 46, BIES
47, BBFES: 48, BEIES: 49, BLUVESES: 50T
REINZEHTEEHOELS OSBRI NS EHATEMHEE, 0 S5TICE
HFES : 51 TRINDIBHEAULR ;

(2) BEHES : 44, BEHNES: 45, BBINES: 46, BIES
47, BBFES: 48, BEIES: 49, BLUVESES: 50T
REINSEHTERFHOFHN OSBRI N D EHT LR, LS TICTE
S : 62, BHIES: 53, BHIES: 54, BHIFES: 55,
Be5ES : 56, BEANES: 57, BHIES: 58, B@IES:59
. BBFES : 60, BEINES: 61, BEHINES: 62, BHNES: 6
3. EBAES: 64, BIES: 65, BLUVEIES: 6 6 TKRT
NSBRHETERFHOEFN O BRI N D2 HHA LR ;

(3) BLFIHES : 6 7T TRINDIEHTELMHEE., BLVEIES : 6
8 TRINDIBRHEALR ;

(4) BLIHES : 6 9 TRINDZIEHATZLMHEE., BLVEINES : 7
O TRINDIBRHEALR ;

(5) BLIHES : 71 TRINDZIEHTZLHEE. BLVEINES : 7
2 TRINDBEHEARMEE ; H LK

(6) BLIHES : 71 TRINDZIEHTZLHEE., BLVEINES : 7
3 TRINDIBRHATLMRE ;

EEUCMATH HEKRIBIONS120WT A EREDF A,
AUECGPCIRA A BRI O GPCIT A ICHIRRB S M E 2V & S N Huik
20, BERIEICHHD G E,
REMBEHXITEZAEMEBELICERE L TWA L FORRELNHED
ExET2EEZEICERST 5D DGPCIRMERH,
REMEHX I LUZAEMBLICRIREL TWS O TFORIREN, BR
EOLBEBINEYPENER PO REMBEERX LSRR LIS
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EBELTWLIDFOERETH S,

(o)

SERIE151C D E DGPCIBM AR
[E5KIE17] BIEEMENERD,. BEEN LB INARMEOLTHS. FEKIFI6
ICERE DR EEA,
[FEkIH18] AIEC AR A, Bk, Ik, FHERRV) VKL LEIEN DD
BLEEHTDOMBETH . BERIFISASITOWT NI EDEE
&,
[E5°K1E19]

BIEEY 2 /8BkAHY, CDA5+1) >/8Bk. CD3+T#AEE. CDA+T#EEE. K. CD8
tTHIRAN S RIS 2D AR EE 1 DD VSBRMBATH B, BFKIF1S

ICERE DR EEA,

[EEKIE20] AIEE Y v /NERAY, CDIGHNKHHIAE, NKpd6+NKHERZ. . X TF. CD56-CD16+N
KR HEBIENZ D<K EHE T D0 VBB TH S, FEXRIES
ICERE DR EEA,

[E5Kk1E21]

BIECREMRR EICHRIBE L TWB 9 FH. CDI6XIECD107aTH 5.
BI5H S 1TOW T NI SBE DSBS,
[FEk1822]

anh

53K
BIECERE D, FeyRIIIADIBBGID DAL &EH 1 DDT I/ BEF%RENVa
| CHBLERKRV/IEFc Yy RIIADIBIM DD AR EHET1DDT I /B

BRENMHIsTHDZREETHRETH D, HKRIEIGHL2IOWTH

MM SR DAERF,

[BEK1|23]  AICEBENFERETH ZHERIFISNS20VWFNACEHDARE
Ao

[(5KIR24]  AUSCGPCIRATAREFIA', BBEDMP bS5 TIET200wg/mA L&

5ERIR25]

E9ICEIND,. BRIEBEISA 23D W N AIZERE D EEF,

BUECGPCIBRPEEFI D GPCIEEBEIR D & L TELBREFITH D
. BRIB1SHD 524D WT NIRRT D EBEF,
FEKIE26]

RIECHGPC3FA D, FUAKREFIEAMAREE (ADCC) JBMES LU/ T

BAREEMREGE (CDC) EMZ2ET2HMATH L. FRIR25ICE
B DSRERHA,
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(553RIA27]

[5KIH28]

BIECIGPC3AED. LATD (1) »H (5) owgFhh;

(1) BHINES: 4, BINES: 5. BLUVEEIES : 6 TERETN
F I N 5 EHCDRT, FFHCDR2HB L U'EFHCDR3, RS WICENES - 7
. BBIES : 8. BLUEINES : 9 TENETNRINSEEHCIRI,
EX4HCDR2$ & UPEREHECDR3 ;

(2) EEHNES 12, BIWES: 13, BLUERIES: 14T%
NENFXIN S EFHCDRT, F=EHCDR2H L UVESHCDR3, A S5 WNCHEFIE
F: 15, BIES: 16, BLUVEBRINES : 1 7TTENRETNRI N
ZEREHCDRT, BR4HCDR235 & TER4HCDRS ;

(3) BIES: 20, BIES: 21, BLUVEBRINES: 22T*%
NENFTIN S EFHCDRT, E=FHCDR2H L VESHCDR3, A S WNCHEZ A
F:23, BIES: 24, BLUVEBRINES : 25 TENETNRI N
BEREHCDRT, EREHCDR2S & OPEREHCDRS ;

(4) BEHES : 28, BBNES: 29, BLUVENES: 30T%
NEhFTIN S EFHCDRT, E=HCDR2H L M ESHCDR3, A S WNCHE A
5:31, BIES: 32, BLUVEBIES: 33 TERLETIARIL
ZEXGHCDRT, #EGHCDR2EB L UPEREHCDR3 ; & L < 13

(5) EBHES : 36, BBIIES: 37, BLUVEIES: 38T*
NEFhFTIN S EFHCDR), EFHCDR2H L O'EFHCDR3, A 5 NCERFEF
5:39, BIES: 40, BLUVEBRINES : 4 1 TENRETNRI N
ZEX$HCDRT, EX4HCDR23S & UMEXEHCDRS ;

ESOIMGPCIF X Sk F Ik b MEGPC3HA TH 255 KB X /-
1261 ERE D A EA,
RIECHGPC3FAAD, LUTFOWThh ;

(1) BHES : 44, BEHEFS: 45, BEHINES: 46, BBIES
147, BHIES: 48, BIES:49, BLURIHIES: 50T
RINDIEHAZRBOENSRIRI N D EHEATEMHEE. @5 OICE
FIES : 51 TRINZEHETLHESE ;
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[55K1R29]

[553K1R30]

[55KIR31]

[55K1R32]

(2) BAWES: 44, BHUES: 45, BHUES: 46, BINES
147, BAES: 48, BEIES: 49, BLUEINES: 50T
REINZEHTEEHOELS OSBRI NS EHATEMHEE, 0 S5TICE
MFES: 52, BIES: 53, BEIES: 54, BHES: 55,
fc5l&ES : 566, BLFIES : 67, BEFIES: 58, BEIES: 59
. BBFES : 60, BEINES: 61, BEHINES: 62, BHNES: 6
3. EBAES: 64, BIES: 65, BLUVEIES: 6 6 TKRT
NSBRHETERFHOEFN O BRI N D2 HHA LR ;

(3) BLFIHES : 6 7T TRINDIEHTELMHEE., BLVEIES : 6
8 TRINDBRHALME ;

(4) BLIHES : 6 9 TRINDZIEHATZLMHEE., BLVEINES : 7
O TRINDBRHATLMRE ;

(5) BLIHES : 71 TRINDZIEHTZLHEE. BLVEINES : 7
2 TRINDBEHEARMEE ; H LK

(6) BLIHES : 71 TRINDZIEHTZLHEE., BLVEINES : 7
3 TRINDIBRHATLMRE ;

EEUIATH BEKIEDN L2TOWT A ICEEDEER,
AUECGPCIRAARRF O GPCITA ICHIRRBE S M E A B S N Hulk
TH D, FRIE2LICEHDEEE,

GPCIZRVABFIREZZ T DRIDEREDL O ERES N EWEHER
FOREMEHEXIIEUZAEMELICKRE L TWA O TFORRENFH
EDETHDEEICRET 250 EEZESUMPCIEIERDIOD
SH,

GPCIRAVABRREEZZ T LEBEBEEN SERINEMFENARF O
REMBEHXITEZAEMEBELICERE L TWA L FORRELNHED
ETHDBEICILICTRET 2EDEREZSUCPCIEREERDID
DEFH,

AIEEEMZMEBD, BRED OSBRI NAREMNTH S, FEKRIF30
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XAF31ICEBEH D BIH,
[E&KTE33] BUsCRERERE A, BIMER. BEIR, FAHRBKEV) /BN HEIEN DD
BREEH 1 DOMETH S, FRIEIIOMNS20DWT NI EEEHDOEH
[EEKTE34] BUSE Y /SBRkAN., CD45+1) >/ Bk, CD3+TH#AERE. CD4+TH#ARE. & TF. CD8
tTHIRE D HBIEN DDA EE 1 D0 VINERMBTH S, FRIEIS
ICEEE D ELFE,
[E&>KTE35]

BUEE Y v /8BkAY, CDI16+NKHMREZ. NKpd6+NKHHEZ., . XU, CD56-CD16+N

KRN SZBIEN DD EE 12D V/BRHETH 5. 5F3KTE3S
ICERE D RLA,

[E53K1R36]

BIEEHRZEME EICRIBEL TWB 9 FA, CD16XIXCD107aTH B,
IH30HD 5320 W NS EEE D EFI,
[EEKIE37]

anh

53K
BIECERE D, FeyRIIIADIBBGID DAL &EH 1 DDT I/ BEF%RENVa
| CHBLERKRV/IEFc Yy RIIADIBIM DD AR EHET1DDT I /B

BRENMHIsTHDZREETHRETH D, HKRIENHL6OWVWTH

IMIECE D ELF,
[55k1838] BIsCEEBRE D TEEE TH DB RIFIION SITDOWNT NI EHDEF
[53K1E39] BUECGPCIEHEER A, BEEDMA NS 7{ET200 wg/mlL £ & %A
5EDICEIND, BRIBEIOASIBOWT NAICERE DEF,
[EEKTE40] 3

RIECGPCIIRAARRFIDGPCITA BN D & L TEUREFITH S
. BERIE30A 539D WM EEE D EF,
ERIRA1]

RIECHGPC3FA D, FUAKREFIEAMAREE (ADCC) JBMES LU/ T

BAREEMREGE (CDC) EMZ2ET2HMATH L. FRIRIICE
B DRFH,
EBRIR42]

RIESHGPC3HLAD, LT (1) A5 (5) owgFhh;

(1) BEE3ES : 4, BHES: 5. BLUVEIES : 6 TENREN
FRINDEHCDRT, E=FHCDR2EH L 'EFHCDR3, LS ICEIIES : 7
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[E53K1R43]

. BAES : 8. BLUEINES : 9 TENRTNRI N SR,
EX4HCDR235 & UMEX$HCDRS ;

(2) BBH&ES: 12, BBHINES: 13, BLVENES : 14TX
NZNRI N2 EHCDRT, HHHCDR2E L 'ESHCDR3, A 5 NICEFIE
E:15, EBIES: 16, BLUEHIES: 1 7TERETIRRIN
S EREHCDRT, #X$HCDR2d & U'EREHCDRS ;

(3) B5ES : 20, BAIFES : 21, BIUVWHINES: 22TX
NZENRI N2 EHCDRT, FHHCDR2E L 'EHCDR3, 45 NICEFIE
E:23, EIES: 24, BLUVEIES: 25 TENETIRIN
S E2EHCDRT, #X$HCDR2d & U'EREHCDRS ;

(4) Bc51%B5 : 28, BAIFES : 29, BLUVEHIES: 30T%
NZENRI N2 EHCDRT, FHHCDR2EH L 'EHCDR3, 4 5 NICERFIE
5:31, EIES: 32, BLVEIES: 33TEIhETIhERIN
ZEX$HCDRT, #XGHCDR2$ &L UERHCDR3 ; 6 L < I

(5) EEHES : 36, BIE S : 37, $LUVEHIES : 38T=E
NENRI NS EHCDRT, FHHCDR2E & 'ESCDR3, 4 5 MICERFIE
E:39. EIES: 40, BLUVEIES: 41 TEREIKRIN
S EREHCDRT, #X$HCDR2d & U'EREHCDRS ;

HESUMGPCIF A AT 2IZ b MEIRGPCIATH B35 RIBAOE /o
=CAERY k3=
RIECIGPC3TAD, UTFOWTnh ;

(1) BSES : 44, BHWES: 45, BLHES: 46, BIHES
147, BHINES: 48, BHIES: 49, BLURIES: 50T
RINDEHAZEBOEH SBIRI N 2 EHATEHEE. W5 CICEH
RS : 51 TRINIBHEALHES ;

(2) BEES : 44, BHWES: 45, BHES: 46, BIHES
147, BHINES: 48, BHIES: 49, BLUERIES: 50T
RINDEHATEBOEH OBIRI N 2 EHATEHEE. A5 CICE
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EBRIR44]

[E53K1R45]

MFES: 52, BIES: 53, BEIES: 54, BHES: 55,
fc5l&ES : 566, BLFIES : 67, BEFIES: 58, BEIES: 59
. BHES: 60, BHIES: 61, BHIES: 62, BBHNES: 6
3. EBAES: 64, BIES: 65, BLUVEIES: 6 6 TKRT
NSBRHETERFHOEFN O BRI N D2 HHA LR ;

(3) BLFIHES : 6 7T TRINDIEHTELMHEE., BLVEIES : 6
8 TRINDBRHALME ;

(4) BLIHES : 6 9 TRINDZIEHATZLMHEE., BLVEINES : 7
O TRINDBRHATLMRE ;

(5) BLIHES : 71 TRINDZIEHTZLHEE. BLVEINES : 7
2 TRINDBEHEARMEE ; H LK

(6) BLIHES : 71 TRINDZIEHTZLHEE., BLVEINES : 7
3 TRINDIBRHATLMRE ;
ZEUIMATH B KIBAOD 5420 W I BB D BF,
AISCGPCIRAARRFI DN GPCIT A ICHIRG S M ME MBS S Nk
THD. FRIFLICEEHDOHFH,
GPCIFRAEA % B RIFND SFERIFAOWT AR EDFEICE
DTREINDBEIIRET DB &ICL D, BOEERE,



