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[0001]

[0002]

[0003]

I
RKEADEH : WIS EHLARA
B 5
AEBEIZERBEMTRESOFE LT ONREFICET %,
e

MR NEFRTOREELIEL. BWERNDRBRWT ENSERERE LTHE
BINTWS GEREXE 1 L OFERHXE2) . IR, MERICES
3B, PTOIZZAMNEBY 74 T=X MEBIF T/ L, ADCC (Antibody
Dependent Cytotoxicity : LA RFMHEERM) , ADCP (Antibody Dependen
t Cell phagocytosis : FiARIFMMBEIER) , (D0 (FAEKELMAEEGEE
EE) EWo kI VIS —HRICK ZMIRIEEEE (T )y —HEgs
HED) 2FEL. EMBRICNIT2NESYRERETZ &ML TY
% (GEEEFXmi3) . MADFcEEANKEC Y /07 7—YREDTI T x
V5 —MBLEICEET FcL Y —ICERT R EICL Y. MFENEE
EMOEMEICH L TINSDI 7 2749 —fMBEIARIET 2 MIREEHANC
CTHD, MADEBEFRICERET 2MABENOLICIIBEECHRIES
MEDHEE L MEOMIRIR LICUBESHRPICELT 2RERDI DL AR
BT DITEICEY, KA TV DHEAANDRADNMBE S MBRRARIES 1
2 &L BHMBBBENCCTH D, CNETICBNRESWRE RTER
DEERIMAD, BAREENETIERRE LTHREINTSY GERET
Xur4d) . BEOEBERNMAEICIIEBNEERIRDOLONZ2 DD, IO LE
MAEDESICL > THEONIAEEXRBIIEILHWETE 2D TR,

LA HADCC, ADCP, CDCAFIRT 27-0HICIE. FADFcE &, NKiIfE P <
JA77—YEQII7 VY —MEICEET 2RELET9— (FcyR) B&
VBERERDDMEETHIENNETH S, B NTIE, FcyRDYVIINIE
773Y—& LT, FeyRIa, FcyRIIa, FcyRIIb, FcyRIIIa, FcyRIIIb®
TAYVI7A—LDPREINTHY., ThTho7084 TEREINTWVWS
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[0004]

GEREX#EE) « ThHDOFAY T74—LDD> B, FeyRla, FeyRIla, Fe
vYRIITalZHAREAN K X 4 > IZITAM (Immunoreceptor Tyrosine—based Activati
on Motif) &MFEND KA A V&L, EMLY T FILEERESTSH, —AT
. FcYRIIbOHAHHMEEAN K X 4 2 IZITIM (Immunoreceptor Tyrosine-based I
nhibitory Motif) &IRIENZ KA V&ERFS, KIS JFILERET D, W
THOFcYRE, REEEERALEICL>TI/ORY Y IEINZIET, ¥ TF
WEMET DI EANMONTWS GEREFXXE6) . EBRIC, AL DA
BICT 709 —HEEARIET 2 & 2. PAMBEELICERERS LTV
ZHEDFBETI V79 —HMBELDOFcYRAI S XY —ERY, T7x
985 —HBRTERLEY TFILNBEIND, TOER, JHMBEDRIREES
N3, TOEEFcYROVORY) VI IIDNAMEEICFEES ST 7%
—HRRICIRON D 2 &N D, REDEMHICIENAMBRFAITOA IS E
BNRINTWD, (GERFEFCER7)

RABOREI/OT) ik, IEEGETRREBEE L. EB®RETFc YR,
FcRn, FcaR, FceR&EWL L ES/H —OHAEEET 5, [96DFcHEIRTH
BERATIHEEDFODVEDTHBFcRE, MAEDEEZFNETNICI HFT
DIEET B0, IGGEDIRE 1 FICH L T2 FDFcRiMEET 5 &8
BEINTWS, LML, FCRAFEIZERQY., FeryRIFMADE Y VHEES £
VCH2R X 1 VY THEMER L. IgGEDOTIEIFICH LTI FOAEET S
GERrXH8) . /. BEORADIGEOMIEFIE. TOAELEE (Fa
b) ICLY T DI —T%2RELTHET DI EHH. 1 D2OMEICLHE
BT DI EMNHEERV, —AT, PAPRKREILSVWTREEEOY VIV E
AEETZIENMONTEY., §VRJERBLEIAVOR =YL TWVWSC
ERBH D, EARBRBEREERTIE. WS ODOORKEMEY A A4 > (INF, IL
1RIL6) BEESELTWB I ENFONTWS (FERFXH9) . FLNAIK
BWTEFMEEEF/IZ2ANZXLDVEDELT, HOLE2TH—15F
MiETBIENFMOENTWS GERFFX#E10) . COLDAFE, 120T
EhN—T7%2RHET2BEONAETR., BROS VRV EEZEET S I &HH
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[0005]

[0006]

[0007]

AN AR

BEROY—7y NEEETZ20FE LT, 19FC2EEUEOMRSFES
T 541K (Bispecifichifh, —EREMNMA) AR INTWS, RABDI
GEHOMEERRT DI &ICLY. ERZ2DODMR(B1 ORREE 2 DR
FONDEEEMENETHIENTRETH D ERFTFXH11) . TOLSD
. EEULEORREZI DO FTHMT 2ERLIT TR, HMBREEEE%
HOMREEAAMBEEIOR) V)T B ETHRERTHEZEOSERNH
%, INFTIIBispecificiAD B FR & LT, HADNRIRPCARIFICHIR
EEER AN L= F (DVD-Ig¥scFv-IgG) WHiiAM2D DFabfBE AR A
2B %EAT S 0F (HBLiHBispecificliABLUNATY vy KN4 T YR
—<) . OEDDFabRIE A2 D DMEAEERHT 29 F (Two-in-one IgG) .
H3TRE DIV — TERRL & i = BRI A IR & LD F (Feab) MEREINT
W% (GEREFXER 1 2 8L U3RRFEFXXHA1 3) . W huDBispecifichifhEF
CHRIZTFcYREMEVER TR I EDH. MAEDI T V49 —KEERREI L
TW3, L7d'> T, BispecifichihA BT 2VWTNORRICHLTH, F
cYREABFICHA L. MEREERRL TWAHEICKH L TACCESEERT,
BispecificHiANRET 2MENVTNENAICKENICHEIRL TWBSH
BEThHNE, WTHOMRICHEE L TENAMBICH L THRIRIESEE 2T
T, —DONRZDHT HBEEONMKREER LY LHEMNLBREEDR
DHIRFTE S, LA L. BispecificihikARE T 2MEDI> BVWITNH—D
DHETHEBHEBICRIREL TWSIESPREMRICKIR T 2HMIETH 515
B, FcYREDIVORY) Y JICL > TERBHEBOBEECT A MhaA v OBRED
B2 GEFEfxm14) . TOER, BUVEIEREZFELTLE D,
BispecifickithkD—D2& LT, THIBEAZT 7z /4 —#lEE LCEET 2
REEAZOMEBEEVNROANZALETDHRETHLTHEV YA LIT 4
Y& (T cell-redirectingfiifd) M19B0FERMLHSONTWS (GERFEF
Xak15. 16, 17), NKiifg~ /07 7—2 %2174 —H#Eg&L
TEHETBAC%EZTDHESNROA DAL ETHREEIFIERY., THAE
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[0008]

[0009]

NEA LT 4 THEE. THELDOTHEL 2749 — (TCR) E&EDER
71y hOWTNMNMIN T ZHK,. KFICCD3 epsi longRICHES T Bk &
. ENTHIEMB LEONMRICHEEST 2MEEETbi-specificiiATH 5,
THIRAY 51 L U5 4 > J A HCD3 epsilonfi & BIMRICERICES TS
EIC& Y. THIRENMEMRRICEEY 5, Z0RER. THREROF OHMREGEFA
ICE YEMRBICN T 2MERSIRIREBEIND EEZONTWS,

THIRBY YA LI T4 v THAED—D & L TR SN TLWBCatumaxomablid, 2
DOFabTENETNEMER (EpCAM) ETHIRICHKIR L TWLW5C0D3e SHICHS
%, CatumaxomabidfEHR &CD3 e AEMBFICHKET DT &ICL > T, THIREIC &
HHREEEEEZFE L. PAMREFCYRPERICHEET 22 &ICL > TNK
MY~ I707 7 —CEORRETMREICE SMREESEEEZFET S5, 2D
DHIRGEEMAFIAT %5 Z & 10 & YCatumaxomablE EIENIR 5 I1C & > TEM
BEKETEWARIRNITINTS Y., BRMTERBINTWS GERFX
18) ., ¥ 5(CCatumaxomabt% 5 I & > TEMMICH L TRIGT 2 AN HIR
LB REIh, BERENFEINDIIEFBELMIR > FERFEHFX
B19) . COBRNSTHIRIC K ZHREEFM S HIC, FeyREN LN
MiEY~ o077 —YREDHMBRICE 2EROmMEBLFOMME (RFiCtrifunc
tionalfiix & MLR) IFBVWIMESVWR EBGREFENBA/TE2LHEFE
TNTW3,

LD L. trifunctionalitfkiEAAMBRDNEELBWESTH, (D3e &Fc
YROBERFICHEES T 270, NPAMBEAFEELAWVWRIETHD3e #FHIFL T
WBTHIBE S FcyRZFRIEL TWAHIEEA I OR ) Vo Xh, &@EYA MAA
VHIRBILEEINS, ZOLIBINARBHKENLZREY A A1 VD
EEFEICLY, trifunctionalitfEDHREIIIRIR, BERICREINTSY

GERFrxm20) . EEAY A MM VR M—LKROBWERICLY 25
S5i3BHOTHR#ETH D, ER. FE/NMEREMEZEICN T catumaxomabD 2 &
BEICL Z2E—HBRARARICEWTIE, 5ug/body& WD HEH TEWHEN R
REFBIBREETHY. ThULOREOREICLYKRA BREREREWERIE
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[0010]

[0011]

IBIEMREINTWS GEREEFX@2 1)

ZDEDIT, HERFMDBispecificiifh T, —DEDMERERTHENAM
JR(EpCAM) & — D EDHMETH BCD3 e DEADHEHAFcyREBEICHES LB
57, FcyRE2DBEDHEMDCDIe DEBKAICL DI DL D BEIER%E
ChEd 5 2 &IE D FRENICAAIRETH 2,

—7%5. BiTE (bispecific T-cell engager) I&catumaxomab& (IE7%YFcy
SRAEICHT 2EEBAEFLLWED, BIREIFRFHICTHAR & NKIEE P
VA7 7—VREILRRTHDESEEDIREIND Z &EQWV, TDEH, ¢
atumaxomabA % 5 X N FEICER I N BMRFKRENLY A NA1 VD
FBERFEIOBWVWIENRINTWS, LHLADN S, BiTEFFemRigZ R <
BOFEEORENGED T THSHHIC. BERMAELTEERVWLNSI
oGRLDIRICLEE L T, BEICKREINABITEQMAEFHBIEEL LBV E
WO BIRERAEET 2, RBE. EHICRS I MBI TED A5 HR I3 805
BRETHDIIENTRINTHEY CGERFFX®E22, 23) . blinatumomab®
BRAREBRICBVWTE I ZRY 2B WA HHGERIRMNIE S I1C & Yblinatumomab
DFEDTEDLNTWVWS, T LEBRSRBZEICE>TELLAERDOEW
BREEXZTHZEDNY THRL, BBOHRELREICLIERSHD ) X7 BEE
L. EFLWEERETHD EIEWVZAW,

EE, FeyRICHT 2EETEMZEBI B /2FcBigaAW2 2 & T, BITER
FOBMUVWREREE S, BRRIFRENICHS MHA VYA ML EEFES
LBRWEWI ZEM OB AUHEIMMRIh, hORVIIFEEIAFED
HIBRR)RTF RREEMREINTWS GFEFE 1),

—h. ERRMO_EREUNMAZRIEIE 25D, 2EHEOHH 2RO
LiHZRIRI 270, TOMEGEE LTIIBEDHEEENEZONDS,
DO LENDREREME2E T 2HEEEIF1EETHS, TOLH. BEHOZ
EREMREEIMET 20ICIE. 10BEORENSITBEOBMOREEE
HYI2REENDHY. BOTHENEL, TLRTH S,

COEREEBRY D HFEE LT, [9GOHEEMCHISEIRIC T I /BRBH % HES
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[0012]

[0013]

ZEIC&Y., EEOHEDHEEE. BAIZ I, MRAICH T 2HE S HEBICH T
DHEEAE BRMICH MBI E D HENRE I TV S (FFEFEk2. 3. 4. 5. 6,
TR OFERFEF SCHR24. 25), TN HITIE. “knob ; 22§27 & "hole ; Z2RR” &\ D
MIBNREEZFMA LEAEY. BRANAREZFIBLAEFENMREINT
W3,

ILICHERLILKBENDTER/ZLEHDIC. 7 /BENFRA—THDBICED
BPhH5YT. 2ODERDIARICHEET 2 O ARERLEAE AWV AL RE
INTWS GFEFXERS,. 9), LALAaNs, HBLEZBWSZ &L T,
MERICHT Baffinity N RELET T 2HEELSHY. FRERADaffinityh
MIRSNARBLEEZIRHT CEIZEEETH 2,

RSB

FFEF SCHER

ekl : W02012/073985
ST SCHR2 1 W096,/27011

R EF SRS 1 W02006,/106905
R EF SRS : W02007/147901
RS SRS : W02009,/089004
RS SCHRG : W02010,/129304
FEEFSTART : W02013/065708
REETSCHRS 1 W098/050431
R SCHRO ¢ W02006,/109592
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FEAN’RRL LD & T BRE

AFERIF ERDBERICEATAINALEDOTHY, THIRE % Z00EMREICE
Bt LOTHRICK 27 ) EX V3RRME 2 2 CRERBICN Y SRS
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[0015]

[0016]

AEPESIZ. T EAVIRETI2NBITEREEZECRXAA & T
MESEREEFRICEE T 2METEREEET N X4 VIl BREICHT
ZEMEAA LI T ENAREARBLELZRHE L. ChICLYEEMERD
BWAFEELDD. BIZ, BITEEDTHMR) 1L V7«4 v THELFDOE
WHEEEE S, BRRFERENICY A FAA YR M—LREEFE LRV
EWS LM FOBRAMEN MR I, M ORVIMPEHEEEF OHLA
ZEREMMRESSFERE L, X510, HBLEEAET 22 ERENNR
ERE9FNT) EAVIRREMEZENE L THIEGEEZ 50T &%
RE Lk, AFEBEELIF. MHIBZRERICETVWT, ARBICRIZEREN
MEREEDFHNT) L IRREMELECREBREBE T2 & 2HLL
IC L7,

b5, AERIILUTZRETIEDOTH 2,

(1) FEBORKXAA Y ;

(1) JVEHY IREEMEETI2MEATEERESO R,

(2) THIRRSBEHESFREEEEE2E T 2MFITEREAEO R A1V, &
[O)N
(3) Fey ZRMEICH T HBEEMEMET L TWBFCBIEZSO R A1 >,
EEH. (1) OFEMEEE (2) OAEBEICSENSLEAEBEEIHE
D72/ BRITHILEREMNE/RE D FTH> T, MREGEFMLEN
T)VEAYIBEERAAVNEIES 4 7T RUT4 80 LAY, THIEESEEE
BREE N AA VD ERIES4 9BLUV5 OS2 ZERFEMIA(GPC3 E
RY22 rCET15) &LbER L T, EEFEXIEENULTH S5, SERFEMRERES
o
(2] MREEEHATHREAENEREEEETHS. (1) KEHROZE
REMRREREED T
(3] THRSZSEAESHESEENTHRSERICH T 2EEEETHS.
(1) Xk (2) CEHOZEREHREFBED T
(4] THIFSBHREAREAEMEHNCD3 e HICH T 2 BAEMHTHS, (1
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] A5 (3] OVWINAMCRBEOZEREMNRREED Fo

(5] (1) (1) KEHORAETEREEL, Tac(al)~ (D) HEIEN D
W N DHIECDRT, CDR2ZK UPCDRIDIEE # STHMAARRE. Xk, Ih
EHBERNICAFOMUARRETHS. (1] »5E (4] OVWThMTEH
DEEREENMREED T,

(al) CDR1, CDR2%TFCDR3AY, EEZIES : 4 OICE&E N HCDRT, CDR2KX TCDR3
REBOT7 I/ BRESER—THD

(a2) CDR1, CDR2%TFCDR3A, EEFIES : 19 7IC&EF N BCDR1, CDR2KZ UICD
RFRED 7 X /BREHERA—TH 2

(a3) CDR1, CDR2R&TFCDR3AS, ERFIES : 2 0 6 (& FE N BHCDRT, CDR2KTHCD
RFRED 7 X /BREHERA—TH 2

(a4) CDR1, CDR2%TFCDR3A, EEFIES : 2 1 1IC&EF N BCDR1, CDR2KZ UCD
RFRED 7 X /BREHERA—TH 2

(ab) CDR1, CDR2&TFCDR3A, EEFIES : 2 1 5ICEF N BHCDR1, CDR2KZ UICD
RFRED 7 X /BREHERA—TH 2

(6] (1] @(2) CEHOHAETREREEL, TEE(b1)~(b15) A HREIEN
5 WM ADHEECDRT, CDR2ZUCDRID 7 X / MBI DI EH 2 2 LIATE
E, Xid, INEHWENICRSONMEARBETHS. (1) b (4]
DUWTNMCRHOZERELENREED T,

(b1) CDR1, CDR2KTFCDR3A, ECHIZES : 5 2ICEZFH N SHCDR1, CDR2K TFCDR3
REBOT7 I/ BRESER—THD

(b2) CDR1, CDR2ETFCDR3AY, EEFIES : 1 0 3ICEZE N BCDRI, CDR2ZKUCD
RFRED 7 X /BREHERA—TH 2

(b3) CDR1. CDR2%TFCDR3A, EEFIFES : 1 2 2/C&F N BCDR1, CDR2KZ UICD
RFRED 7 X /BREHERA—TH 2

(b4) CDR1, CDR2%TFCDR3A, EEFIES : 1 2 8ICEF N BCDR1, CDR2KZ UCD
RFRED 7 X /BREHERA—TH 2

(b5) CDR1, CDR2%TFCDR3AY, EEFIFES : 1 2 9IC&EF N BHCDR1, CDR2KZ UICD
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RITEIHD T X / BEIERA—TH D

(b6) CDR1, CDR2%TFCDR3A, EZHIZES : 1 3 2(C 2N BCDRI, CDR2%TACD
RITEIHD T X / BEIERA—TH D

(b7) CDR1, CDR2%TFCDR3A, EEHIES : 14 2(C2F N BCDRI, CDR2%TICD
RITEIHD T X / BEIERA—TH D

(b8) CDR1, CDR2%TFCDR3A, EEHIES : 14 4(C2F N BCDRI, CDR2% UMD
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B ERFDOREIENRI Y —ICHEATH I EICL > THYE LB EHEIEESS
BIhd, URETMEPFLIIFTELZFOLAMEDE MGPC3Y /0 E
DRAMDAETHEREIND, BELFRNSTBEDGPCIZEIFT 5701
& BIZIE, BIIBES : 2 TRINBGEPCIRY RFF REFID S B, GPC3AH
MR LICREINDADICAVWLNB6PIT » H—EFICHEYN T 2 BKMSE
HAEEKT 5564-5807 X JEEERK LY VNV ENERIES : 2TERIN
BGPC3H VIV BEDRDLYICRIRIN S, T, BELULAXRADGPCIY /1
JELIARICRIFRRE LTERINE S,

[0027] THEEMDICN T 2REICERTI2REMESE L THBRBRWMC3Y v/ VHE
PMERTE S, GPCADIHARTF R FLBEREREE LTHEATE S, 0D
BR. BEERORTF Nidk MGPC3D T = /BB & Y IEEERKIC L > THEE
INBE3, £/, GPCIBBEFO—HERITARI I —ICHAATRREIESZ
EILE>TEMBINED, IOIIEY VR ENREREZHVTGPC3Y v
NOBEDRTDIEICE>TEREINEZH, BARTFRELTHW
ZGPC3RTF ROMBEES S VK E I EFICKHRORBKRICREI AW, FE
LWRIISBCTIES - 2007 X / BEEHICH W TH24~663FB D7 X / EEIC
MET 573/ BREINSERDEINSBRIN, LYIEFEL < I1E537~563
FEEHOT7I/BICHET 27 I/ BEINSERDEIINMBRINGS, &
oo FEULKIRENES : 207 3 /BBBEHICH W TH50~663FED 7 I
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[0028]

[0029]

[0030]

BEICHEYET 273X /BEINSEFENAVERD T I /BEIH, SEREDES
DNERINGE D, TRFF LR, BINES: 207 3 /BEEHNICH N TH4
~653FBICHEE T 27 I /BEIHNSERDERINNABRIN, LYFHLL
I3546~551FBICHKET 257 I/ BREHINSEBDEINERIND, BIF
MRETIRTFREEBRT 27 I /BOBUI DR EH5E, HIXIE6LL
L BWETUETH B EMTFE LV, L YEFRBITIEE~50, 17FE L < I&1
0~NEEDRTF FHIRBAETRRE L TEAINGE S,

Ffo. GPC3Y VNI EDFEDEDR) RTF RPRTF KL DR
RTFREBELEBEY VR VEFRERRE L TRAINE S, BER
RELTHERINIMEY VN VEERET 27HIC. BIZIE. FLEDFclT
FoRTF R TRENFEICHAING S, eI VN VEERRT BN
I8 —F. FMEOZRBEXEZETNULOR)RTF RifFE23— N9 %EKx
FRAVTL—LTHEIh, UZMEELFIRIGOL D ICHKENT§—
IKHBASND ZEICLYRREING S, BEY /N EDERTEIIMo lecul
ar Cloning 2nd ed. (Sambrook,J et al., Molecular Cloning 2nd ed., 9.
47-9.58 (1989) Cold Spring Harbor Lab. press) (CEBEINTWD, BfF
NRELTRAVWOHSNSPC3OMBAERTENERWREAIEIL. W02003/
000883, W02004/022754, W02006/006693F I+t EMAMICEEFHINT WS,

ZRIFMRTRESNIEIEWE L TR, FRECEMICREINDH D
TIRAWD, HREMEICERTIBRMREEDEGEEZER L TRRT 20D
FE LW, —MEICIZT > mBEDEM. BIAIE. VR v b NLRS
— HBIVWEUTF, FLENMFBICERIND,

AHMOAERICL D> TLEOEMARERRICI Y REIND, HIXIE
 TREIRTTEE LT BIFMEDHIBYOBER I/ IE R FISERICEK
STHREINBZEICLYRENERIND, BEABICIZ. PBS (Phosphate-
Buffered Saline) YABRIEKETHEHALHERERTHIRI NIZRBIEMRRA
 RRLYBEOT7YanY b FIZE7O4Y MEET V21NV MEE

B3N, AEIhARIC, ZRERRIHIEDIC4D S21HEICHERES X

i
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[0031]

[0032]

[0033]

[0034]

Nz, F, BEMEORERICIBELLBEENMEAING S, FICHTFE
DINEWEBDRTF REBEMERE LTHAWOLNBZIFEICIE., PILT I,
F—HR—IL) IRy MAEYTZUVEQEEY Y RVBEREE LEBER
BRTFRERBETDHIEHNEZLWIEEEH D,

T, EOMBZEET /N1 7)) =<k, DNARZEZFER L. LLTOD
FOICLTHHERINGE S, DNAREEIE, RESYHTREREY V/\VE%D
—RITBBEFHIRIRINGD LD QEBRTHEREINLNI F—DNANZE X
NEEUBBREHYHR T, BREMENLEBREEMOEFATREREIND &
ILE> T RERIBIESAONDRERETHD, ERERRI|BESMIC
BEINDZ—BUGREFEE AT, DNARZITIE, RO & D REAMEDES
BFIns,

—GPC3D & D ABREREDBELXHR L TRERBNEAS5NED
—RENREZFET 2LEHINEN

DNARZIC & > TAHKBEDE / V7 O—FIE B8 57HIC. £9. GPC3%
VIRV EEFKIRT ZINADREEMNICI S TN D, GPC3% I— K3 ZDNAIL, P
CREEDRHMDAEICL > TERING S, BONTINANEL QRN &
—ICEATIh, REBMICHESIND, RENRII—E L TE & ZxdpeD
NAB. 172 EDTHRIRDFEIRAR Y & —PIFEICFIAING S, NI Y —%EEKITH
5932HFE LT —BHUICBVWOLNTWAHEENIFBING S, &2
. BRRY Y —HIRE USSR T A, gene gunTREBMEFDHRERICE
AINBZEICE > TINAREDTTHONDS, I HIC, GPC3%ZERHT A DE
S ERRRFAW02003/104453ICEB I N FEEAWVWTEHEERINE 5,

DL ICHABMHNREI N, MBPICHITBPCITHEE T DA
OLEFNEEBINLRIC. HAEYH S REMENS RIS N, HMERMSICH
INd, FELWREMES LT, FICEMESAERING .

RIELREMEEMAINAHiEE LT, BASYOI T Oo—< Ml AW
bhad, TTO-MIEIK. RIV—ZV7DODBEBYRBIRY—Hh—%
BATWBIENMTFELL, BRY—D—&RB. BEDEEFRHOTTER
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[0035]

[0036]

[0037]

TED (HDEWFITEAW) BEEZET, EBRY—DH—ICIE. ERFHFUF
V=TV —FRAR)RIIN ISV RTS5—ERE (LUFHGPRTRIEE &
B89 3) . HIVWEFITUFF—ERE (UTKRIEEEIBT S) &N
RETH D, HGPRTPLTKORIBZE T 2#ilEIE. ERFYFFr -7/ 77
VY —FITVVREMN (LLUTHATRZ MM B8 T 5) 2B 5, HATRSMHD
MR ISHAT RIS AR TONAS I A 17D T &N TE TR T 24, EFE AR
ERETHEERHMBEOTIAN—VEAEEZFAL CINOERZRIET 52 &
D TED/OHATERIBMATEBIET 2 &£ D IC745,
HGPRTRIBPTKRIBOMIREIE. ThEN6F AT TV, 87H 7= (K
T8AGEEBR T B) . HBHWES TOETAFIU) VU ESUIEHMTEIRE
higsd, ChoOE) 22707 %ZNARICER Y AL IEEAHAEIEIER T
5, fBA. o) 220 7Ol RYRADRVWI NS DERE RIE
L7=#ifgid. BIREMOPTEGFT DI ENTE S, DOMGA8ME & M IE
NEBRY—D—IE, RATA P VTEEBGEFICE>T2-TFFI ML T
YIVRIMENE (T4 VELE) ICRT 5MMEES5 X 5, MR
BILFEABAOI I O-—HENARMNTH D,
CDEIBRITO—MEEE LT, HIAIE P3 (P3x63Ag8.653) (J. Immu
nol. (1979) 123 (4), 1548-1550) . P3x63Ag8U.1 (Current Topics in Micr
obiology and Immunology (1978) 81, 1-7) . NS-1 (C. Eur. J. Immunol. (
1976) 6 (7), 511-519) . MPC-11 (Cell (1976) 8 (3), 405-415) . SP2/0 (
Nature (1978) 276 (5685), 269-270) . FO (J. Immunol. Methods (1980) 3
5 (1-2), 1-21) . S194/5.XX0.BU.1 (J. Exp. Med. (1978) 148 (1), 313-32
3) . R210 (Nature (1979) 277 (5692), 131-133) & MFEICHEAINED
BEARMIIEAMOAE, EAE. T—F5—&EINATAVHDFHE (Met
hods Enzymol. (1981) 73, 3-46) ZHICH (L T. RIESREMEE I TO—<#
& oHlEmE N Thn 3,
JYEBHRMICIE, BIZIEHIEMESRERNOFTI T CTREORERERPT
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[0038]

[0039]

[0040]

[0041]

. RIECHIERMENERINGED, MERERE LTE, AIZERYIFL Y
)= (PEG) . €Y H 171 R (HJ) ENERIN. BICHAERE
ERDBEHICFREICE Y I XA FIZAIEFY REQOBBIFINRIMNI W TE
AXhs,

REMEE I TIO0-—VHEEOFERISIIERICREING S, HIXIE.
SIO-MBEICHL TREMBEZ1HS10EET20MFE LW, BRI
MEICAWSEERE LT, AIZIE, FIEES T O— < HIRRMOIBIEICITE
ISRPMIT640IE &R, MEMIBEERR., ZTOftt, COBEOMBEIEERICAVWONDIER
DOEEBBNMERIN, X512, FBIEMFE (FCS) FoMmBRHRAEEICHIN
INiE5,

MEmS I, iR RElEE I TO0—<v MBS OFEE4RISEESERFT
L<RE L. FOINCREEICINREINAPEGEKR (B X IFFEEHFE1000H0 5
6000F2FE) HIBEE30H560% (w/v) DRETHRININD, BERIELHIC
BEINDZEICE>TAHEOREGHEE (N7 F—7) BEKIND,
RWT, LRBICEFLELSREERSBRRNMIN, 2O L TLEEEZRET
DRIEEBYBRTIEICELYNAT) R—<DEBIHFF L AVWHERRE
BIENBREINED,

CDEIICLTELNRENT T R=TiE, BEORIREER. 5 X (LHAT
BER (ERFHYUFU, PFI/TF)UBLIVFIVVEEUERR) T
BETDIEICIYBRING S, FTED/NA T) R—<LUA DK (FERt
BHiE) DB S DIC+HAEE GBE. 2 +24RRIEHBE L, SB86E
BTH3) LEHATIEERE BV B MG INES, RVWT, BEDORA
FREICE>T. MBOMBEEEETBZNA T Y R—TDRI ) == T8
SVPEBE—IO—ZVINERINS,

IDEIITLTH/LNINS TY F—=<E, MEMEICAVWLOhEZI IO
—INETEERY—D—ICH CAEBREERZFAT S &ICL > THER
INED, BIZEHGPRTPTKOREZE T 2HIMEIE. HATIEER (ERFH
Fo. TPII)TFIVVBLCFIVVESUEEBR) TEETDIIEICLY
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[0042]

[0043]

[0044]

FIRINBZ, §AaLE, HATRZMHO I TO0—< %= MiEmMESICHW S
B, HATEERP T, EEME S OMBERMEICHKY L 2 g BIRAICIETE L
8%, MTED/NA ) F—=<LA D GEREHRE) PERT50IC+5
SR, LECHATESER A2 AW EE M BGEIh 2, EFE0NICE. —K&IC. B
HANSHBEBDOEEICL > T FIED/NS 7)) R—T BRI NE S, RV
T. BEORAFREICEI>T, MEOMBEEETEZN1TYK—TDR
V) —ZVTBLUVE—IO—ZV I DNERING S,

FEOMEDR Y ) — =V 78I CE—IO—=ZV IH REMORERRGE
RISICEDLK RV ) —ZV IVHRICE > THFBEICERINEG S, BIZIE. GPC
BT S E/ 7O0—F I, MIREREICRKIELALGPCICEET S &
NTED, COLIBRE/VO—FITEIE, =& ZIE FACS (fluorescenc
e activated cell sorting) ICL>TRY ) —=VTXINE%, FACSIZ. &
HRE BRI B gL L — A TET L, B~ OMBEIARET 2EN%
AET B &L > THRREANORADOREESEZANET S & ETREICT S
VAT LTH B,

FACSICL > TAFBOE/ /O—FT I IMAEEEETZNATY) K=< %2R
DY =T BHICE. FTPCIERIRT I2MPBERAET S, 2T ) —
ZVTDHOFE LWL, GPCI3EBFIRIBI HA-HABHERTH S
o BEMEE UTHERLAKESRINTOVRVWHASYHREEFRE LT
AWSZ &Ik > T, MIBEREOGPCIICN T 2HEDA T ARIRMICKR
HINE2, Tabb, BEMBEICESE T, GPCIHRRIFRMBICKEET S
NEEELETEINATY R—TZRBIRTBZ&ICE>T, GPC3E/ VO —F
WK EEET 2/ 1 7)) R—IPEEINES,

H 5 WEEE L /=GPCIRITMAICH T 2 A DI SIEMENELISADRIEIC
EDOWTEMINE S, &2, ELISAZ L — MDD T JLICGPCIRITHAEH
BELINhE, N7 F—vOEELEEZY )L NOEECHREICERS
. BECMEICEST 2MAI’REINDS, E/70—FILRENST IR
RRDFE. MRS LEmER, MY 2446707 viHEICE -
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THREINES, ITNS5ORIV)—=UFICE>GBIRI N, ERICHT
DIECHEBTIMEBORKREEET S/1N\M1 7)) R—<id. REFFREZIC
LYyrso—=—vJ7xnEs,

[0045] COEIICLTHEREINZE/ /O0—F WK EEETZN1TY K=<
EBEEOEBERPCTHABEING S, Fk. &1 7)) N—TIREER
RTREBICHAE > TREINE S,

[0046] HENATYR—TZBEOFEIKWVEEL. TOBEELBELORED
T/ 70—FIHAEDIBREINGE D, HDEIWNINA T F—TZIhE&EE
MDD DHILEICIRS L TEEE L. ZORKHNLE/ 7O—F LA
HEBI NG S, FIEDFZEIE. SMEOMKEBIOICIFEAEDTH D

[0047] UBNA T R—YZFORFEEMEISI/O—=V VINIRFELRT
IKE>TA— RINBZMBEFBEICFAING S, 70—V T LEREkE
GFEZEEGRNRT I —ICHAAATEEICEATEZEICE T, HEHER
FILL>TA-RFINZMREDIHKERT 2, MAEBGCTORERBE, V45—~
DEA, Z L TEIMEOMEESIRDO/-HDHEILHF AL, Vandamme 5 (2 &
> CEEICHEILINTW3 (Eur.J. Biochem, (1990) 192 (3), 767-775) ., F
ISR & D ICHBRAMAFOREFERE LA TH D,

[0048] 7F=& ZIE. GPCIAZELET %/ 7)) R—<HilEN 5. GPC3HAED
AIZ4EE (VAEIR) 20— K9 5cDNAAEBI D, ZDRHIC, BF. £
NAT) R=< L ERNADHIE I W 5, HIREA SmRNAZ IR T 572 DA%
ELT, REZERDEDIBAZEEZFRATEIENTES,

— 7= ViB&EDE (Biochemistry (1979) 18 (24), 5294-5299)
—AGPC3% (Anal. Biochem, (1987) 162 (1), 156-159)

[0049] ¥ XN 7=mRNA(Z. mRNA Purification Kit (GEANJILRAZ F/INAAH A4 T
VAH) FEMALTHEREING S, HBHWE, QuickPrep mRNA Purificati
on Kit (GEANILRTTNAAH ATV RE) REDLD IS, HEISEES
MRNAZHHE T 570D Fy hEMRINTWS, COEI@Fy FEEWVWT
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[0050]

[0051]

[0052]

[0053]

« N T K= N OmRNAD BB I NE S, B ONmNAL S HEERRE
AWTHAVIESZ O— K 2cDNAD G I NG5, cDNAIL, AMV Reverse Tr
anscriptase First-strand cDNA Synthesis Kit (FE{bFTEH) 2k
TERINGED, T/, cDNADERNS L TIBIEBD /81T, SMART RACE cDNA
g+ v b (Clontech®) L UPCRAEEW/5 -RACE;E (Proc. Natl., Acad
. Sci. USA (1988) 85 (23), 8998-9002, Nucleic Acids Res. (1989) 17 (8
), 2919-2932) MEEFMAING D, EICI D LcDNADERDIBREICH L
TcONAD M RIRICER T 2B RGIRERT 4 MBPEAINES,

B 5N 7=PCREMH S>EME T BcDNABT AR X h, JRWTAY 4 —DNA
EER/EIND, TOLDITHBARI YR I, KBRFICEATH
OO0=Z—MBIRINARIC, ZOO0—%2FRLEKBEL) SAAEOHEE X
NP HF—DAHEING D, TLT. ZHBEARI S —DEHET HcDNADIE
EfRFIAEBLTWEHEMIDOWT, REOAE. BIAE. S74Fv X4
LAFRFzA VI —IR— a3 VEFICLYEREINS,

AIZMEEA O— RT3 8EFAIET 27/20I1I01F. IEEBEERTIBER
DT 74T —%FE>75 -RACEEZFIRT2ONEETH D, FT/N1T Y
N—< i & UH I N /-RNAZEEBY & L TeDNADSE R I 11, 5 -RACE cDNA
SA4TS5)—H1ES5NB, 5 -RACE cDNAS A 75 1 —DARKICIZSMART RACE
cDNA BiE+ v MmO+ y MASBEERWVWLN S,

FoN /b -RACE cDNAS A 75 —%EEE & LT, PCRIRICEK » THAFE
EFMBIRIND, AHMOMEERTERIIEZS &IV AMEEGTFIBIER
DTSAR—DTHFAEINED, IhoDTSa4~x—Ek. 4L/ 707Y
YO TSR EICERDIBERBINTH S, LI >T ¥T7I52EF
Hlso StripvU A/ 7O0—FIRBETAVEA4MEVTFy ~ (BY2 - ¥
AT/ AT49IR) BREDHEBRFY PERAWTRELTEL ZENEX
L\,

BAMICKEK, £EZ2ETTRIGAEI—-—RTZEGCTFORBSEZENET S E
TSI, EHEL Ty, v2a v2b, 73, BEHELTeHEHEAHEI—FR
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[0054]

[0055]

[0056]

I HEGCFOEENTERTSAT—DFHEINES, 96D EEIHESERT
HIBIRT 2720ICIE. — RIS RO T 54 T —ICIF AT ERIHICE W E BRI
ICHEET2HPT=Z—INTBTSAT—DFBEINE, —ABAVRDTS 4
T —IZiE. 5 RACE cDNAS A 735 —i&lx vy MINET 2754 < —HF
AXhs,

TS5 LTRSS NPCREMAFIA LT, EHEBEHOMEAEEL OB A
L 7AT)UHBEREINGES, BERSINAL/ 707 D, GPC3
LT BREFEMEIEES LT, RBOMBKHL RV Y —=v IS NniE5, &
& ZIEGPCITH T 2 MMFA DB L EN & T 2 & X, MIADGPCINDIEE I,
BENTHDIIEDNILICHFFE LW, GPCIHEE T 2L, & ZIERD
EDICLTRY Y —=vT3NnES;

(1) NATY R—THhSEBSNDNAICE > TI— RINBVEERAETH
A% GPCIFIRMMRICIZAR I & 2 THE.

(2) GPCIRIFMAB AL DEAERET TR, LV
(3) GPCIHIFMARICTES T 2 MM %ERIRY 5 TR,

Mk & GPCIRIRME & DIR_EERE T 2 HERRILAMTH D, BEMICIE.
FITHATFACSIR EDFIEIC K o T, A & GPCIHIRME & DIFEHRE X
NE3, MEOEEFEEITMT 720 ICCPCIRIFMBOE EEZAHIEEF
AIhB2,

BEEMEEEETINEORV Y —ZV THEELT, 27—IURYSH
—ZFMA LAV TEBFEICAVWONS, R 7 O0—FIL QAR
RELYNGRECTFEZEHEBEHOY T ISADIA TS Y —& LTEEL
BaIlE, 727 —IRVY—EFRLER ) —ZV THEVENTH D
o EHCBHEOUEEEE - NT 2 8ETIE. EEAY ¥ H—EITER
TEHIEILE>TOVITIF A UFv (scFv) ZBKT DI EMNTE S, scF
vVEI—RTBEBEETEZTI7—IRTVIY—IEATEZ&ICLY., schvaRmE
KRIRT 277 —UHABMBINGES, T07 7 —YEFMEORMRSE DEMOD
®IC, MRICKEE L7 7—Y%2ORT 252 &ICL>T. BHROREESEE
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B9 BscFvaEd— RTBINADEUR I NED, COBREZMVEICH U TERYIR
FTIEICLY., FMBOREEEEET dscFviNiBiEINE %,

[0057] HBM& T 2HGPCIHAFEDVERIE A O — K3 ZcDNANE SN /2RI, Z5%cDNA
OERIHICHA LHIREER Y 1 %3R8 2 HIREHRIC & > TECDNADSH
tE¥Nnz, 7FFLWEIRERIE. MAEGRTFEEXT 2RERIICHIRT S
SEEMEVEERIIZRHE L THLT S, BIC1 IE—DHEEiRE~RV S
—ICELWABTHEATZ£DICIE. NERKE S 2 DHIREBROBADL T
FLW, EEBDOLDITHEILIN/IRGPCIFIADVIEEA I — K ScDNA% FE Y
BEENIY—IFATEEILE>T. MARERI Y —DPEREBINGES
o CDEE, MFEEHMEE (CFEE) #1— KT 28EF&. AIKCVAEEZD
—RIZEBEFENM VTV —LTREINNE, FASHEISEEINS
o ZTT. FASHAELIE, TEREBEAEBEHOBHENERD I EEWVD
o LIED 2T YR MNREDEBFASTAEICMA. Eh—E NAE
FASTES, AFERICBIZ2FASHEHICEEFND, FOEREEEET
DRIV H—IC, RIGVEREGFEHRATE I &ICE 2T, FASHMGEHE
BRYY—HIEBEINED, BEEMICIE. & 2E FMEORETEEE (C
t8ig) Z0— RIBNAZ R LARENS S —05 |IIC, RIGCVESEERT

Z3H1b T HIREROFIRERRSEINEEEEINGES, ALHEAED
HOHIRBERTHEINZEENA VY IL—LTHAEIND I EICEL ST,
FASTERRERI 4 —HIEBEIND,

[0058] #RAGPC3E/ / O—FILIAEZEIET 27201, MAREF N RITEIEE
WKL BHEHDTTHRIRT DL DICKREANI Y —ICHHAAEND, AEZHIR
T 5OORRFEEBEH S, HIAEE. TNV —PTOE—9—%528T
o Flo. RIRUAMEIMBEAICHOBIND L DI, EURY T HIVETIN
TI/RBIANINE S, BICEHINDERGITIEY JFHIVENE LT

7 X/ BBECHUMGWSCIILFLVATATGVHS (E23IBS : 3) 2B 2R TF KHME
AINTWEHA, ThUAICEBELEY THLEBIMMMTNING, BRI
FRURTF RIGEEREIDANRF DIV KRIGFER S TUB I 1, YIS hi
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[0059]

[0060]

[0061]

[0062]

RYRTFRHERAR ) RTF RE L THEMIDBINGES, RWT, Z
DRERIFARI I —ICL > THELBEBIMREMEGRIND &L > T 716
PC3tniA% 01— K9 2DNAZ RIR 9 2 #EI A MBS S NG 2,

NEBGEFORROLOHIC, AEHE (HEH) SLUEH (L) 23—F
T HDNAL, ENENFIORRANI Y —ICHAAEN D, HEEELEIEAAE
NN H—ICE>T, BUBEMBICERICHKES®E (co-transfect) &
NBZEICE>T HEELEZRALTMAED FORIRING S, H DV ISHH
BLVLEHZTI— FTEINADE—DRIBNI H —ICHARATND &L
TEIMEIMTEERINGS (BERRARW 94/11523%23RD 2 &) ,

EEINCMAELTF2EYSRBEEICEATSE I EICEL > TIAZERT
2ODBEEMPERERII—DEZL DHAEHLENRNMTHD, Thb
DOEBERIZ. WINEARAOMFTERZEZSO N V2 BHT DI
INAINGES, ERMENMEEZMEE L TERINS5BE. BEE. EY
. »5VWIEFEEMENMEEERAINGS, EFMICIE. 3RS LT
. RO &S SHIREIMFIRINGE D,

(1) MZLEEAMERE : CHO, COS, X T O —<~, BHK (baby hamster kidney) . H
ela, Vero#n &

(2) MAELEME : 77U HY X HTVINEHEA S

(3) ERMMAZ : sfI, sf21, TnbA &

HHWNITEYMEEE LTI, =327 177 - 4/87 4 (Nicotiana tabacum
) BmEDZ=F7 4 7F (Nicotiana) BHEDHIRIC L 2HKELFORRR
DR TH D, BYHMEOKESIICIE,. DI AIBEE LHE S EEFR S
nss,

BICEEMEE LT, ROLDDHMBEEZFNRTLEATE S,
—BR Yy hOItEX - L ESI (Saccharomyces serevisiae) R ED
H#wHOI R (Saccharomyces) . X4 ./ —I)LEILEER (Pichia pastori
s) WEDPichiag
—HRRE : TARZFIJVR - =H— (Aspergillus niger) MEDFT AR F
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[0063]

[0064]

[0065]

[0066]

VR (Aspergillus) &

Fre. ERHMEEZFA ULRABGTFORBERBAMTH S, &2,
HEMEEBVWSIEE,. KBE (B coli) . #EEASOHMEMRI EER
AINE2, IhoOMilaRIc. BMET2MAEBLTFEEURRERI I —
DAREEHRICL > TEATNS, BWEGBRINAMEZIin vitroTEET S
ZEICEY, HEFEREHREOEEYD SMEOMALIIEING D,

M2 AEOEELICIE, EEEFMIEICNAT, FSYRYIZY JEY
ERAINGES, $ALLAEOHRAKAE - R SEEFHIEATINLED
Mo, BEMARER/DIENTES, HIZIE. BFERTFIE. AFRICER
ICEESINDE Y VR IBEEOD—RTHEGFORIICA VT L—LTHEAT
2IEINE>TRERGTFE LTHEEINGD, AAHRICDBINDSH N
VEBELT. REAE, VFRAEA VAREEZFIBINGS, MAETRTFH
BAINCRMEELTEZSUINAMFIE VY FORATEAIN, HEFAINEL
BEOHED Y FAEAIND, BREZTBELEVYFILEFNZ ISV AV
YIVF (FLEFEOTHR) PEETIHANHIOIE. FTEOIAELNAT S~
NIBEDORMEY VNN IVEE LTEREEINGEDS, . NSV AYVIZVY
VYENSEESNIMEBONBKEZSCIHIELENIES72HIC. RILEY
MRS VRIVZZv IV FICH L THEINES (Bio/Technology (1994),
12 (7), 699-702) ,

AEEMEICSVWTRBINIRRBEED FAE MIREINDIFE, HX
MEREDFICBITI2NMAATERBZESO AV ELT, EMNINTZE
BMEMHEETIESEELEME LTARNIKRE LERFHEGEA T
FUARROD R A A U BERAING S, B FHEBRZERAICE. A2
. B ME (Humanized) iAENEETND, NS ORERAKIZ. XFOFZE
ZRVWTEEREINDS,

ABHMEICSWIREINIMREBEESDFICB T S5METEEEZSIO R
A VEFRETSLEOICAVONZREOTEREEIZ. B, 42071 —
L7 —o4%818 (FR) ICIZX £/ 3 DDEMMERESES (complementarity-d
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[0067]

[0068]

[0069]

etermining region ; CDR) THEHINhTW3, CDRIZ., ZEMIC. AAEDHE
BREEMERELTWBEETH S, CROT I /BENESHEICED, —
FFRZEHT 27 I /B, EL2ESREMZE T MAEORETH.
BWE—MERTIENZWV, TDH, —MRIC. CDROBIEICL->T, 5
NMAEOHEREES, MOMEICBET 2N TEZEINTWS,

b Medithld, B (reshaped) b MAEEEHIND, EFEMICIE.
B NUADEM. & 2 IE< Y FUEDCIRE & MMABICHIE L 2 & Mufild
RENRHTH D, £ MEREEBZ/OO—BWRBEGTFHEBEITFELA
L5NTWS, BEMICIE., U XOHAEDCRE & ~DFRICEIET 57-6HD%
35& LT, =& ZIE0ver lap Extension PCROSAEIT# B, Overlap Extensio
n PCRICEWTIE, & MAKDFREEM T 272DD T4 7 —IT, BHETRE
< U ZMAEDOCR%E O1— KT 2IREFRIIAMMIND, T34 7—I1d4 DOFR
DENFTNICDOWTHEINS, —M&IC. ¥ ACDRO E RFRADTREICH L
T, YO XADFREF—MDOEWE NFRZEIRT DA, CDROIAEDHERIC
BWTENTHDEINTWS, $4bE, —MRIC, BETRET D ZCDRIC
it L TWBFRO 7 X / BRECHI & RA—MDORWT X/ BERIIN S22 MR
HRBETD2ODEFE LW,

FEERBINZBERIIE. BEWIA VI L—LATEEIND LDICTY
1IN, TNFNDTSAT—ICL>TE NFRAMERIICER IS, %
DFER. BFRICY U ACDR%E D — R§ ZDNALMTIII NI B LN D, &
EMOD< U ACDR%E 1— RT BIBERIIZ. BEWIA—NN—FvTT35LIIK
THAUINTWS, HWT, £ MUKEBGETEHEE L TEARINEY
DHA—/N—Z v FUL7CORERD = B W 7 Z— LI B CTHBEAERKIEI 1Th
nod, CORBICE>T, & MFRASY T ACDRDEFZ N L TEBEINS,

RIRMIIC 3 DMCDRE 4 DDFRAERE I N VEBIEEE FIE. T D5 KRifi&3
TRIRICT = —IU LB S ARIRBREHEIN A NI N TSI4 T —IC&>T
ZOERMNMBIBEINS, LEBOLDICFELNAINAE & MAKCHEIEZ I — R
FTENALEZA VT L —LTHETDLDICRENRISI—FRICEAT S &IC
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[0070]

[0071]

[0072]

&oT. E MG RIRANI I —DMERTE D, ZHIAANRNI I —%EE
WCEAL T AMREZMI L 2RIC. ZERZAMREEZEEL. &kt Me
BE1—RTBINAZRIBIE D &ICL > T, &bk Mo BIEEMBO
EEVMRICEEINS (RRONEFEFARIEP 239400, ERR/AFEIW01996/0025765

B’ .

FEOL D ICHERINIE MERAORBRADEEEE 2 EMNITEE
BUCAIE L, S g2 2 &IC& > T COREN L TERE I N & FITHKCDRA
RIFRRBERAIMAETRT 2L DAt MUAORSIFEIEIRTE %, ©
ZITH L. BENRE MUEOCRA BT RMERSEMUEZTNT 2 & 5 ICFRO
TI/BEREEEBHTLZIEETES, L& zxid, ¥ XCDROE MFRADF
MEICAHWPCREZMAB LT, FRICT7 X /VBBENOEEZEATEHIENTE
%, BEFEMICIK, FRIZZ=—V 27T 35754 7 —ICEBRMARIRERIIDE
BEEBATEZIENTES, TOEIBRTSAT—ICE>TERINIFRIC
. BERIIOEENSEAIND, 7I/BEEBERLAZEIRFOREAN
D#EEEE% LROFETRHE LM T2 &ICL > TAHEDHEEET S
ZEFREEIAEIRINES (Sato, K.et al., Cancer Res, 1993, 53, 851-8
56) .

I, E MUKEGFOETCDOLIR—N)—2BFTBRSVRY =YY
Y (ERE/ARIW01993/012227, W01992/003918, W01994,/002602, WO1994/025
585, W01996/034096. W01996/0337355:88) % RZEEMM & L. DNARZIC & Y
O MAGEARBINE S,

IS, EMARSA TS —ERBVWT, XV U JIC&Y B MIEER
BIHEMEMONTWD, FIZIE. b MAKOVEBEIN —AREHE (scFv)
ELTI77—VTARTLAEILELY 77—V ORAICHKIRINDS, RIS
BET 2schvaRIRT 57 7 —IUNBRING S, BRIWWAET77—-V0DE
BFEETTHIEICLY., MRICKHET DL MuADOVEEZ I — K9 2DN
AFRFIASRET X %, MIEICHES T BscFVDDINARRTI &SR E L /=18, HRV4ELE
BRI AEFREDE MUACSEEORI &M VT L —ATHAEI B BICELS LR
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[0073]

[0074]

[0075]

ARV —ICHEAT DI EICL > TRIENV I —DMERING D, BXFEIR
Ny —% LERICET LD RIFELREMEFAICEAL, ZE MuFED
—FI2BEEFERRIEDEICLY HEE MIKPRBEINDS, b
DFEIGERICATTH S (EFRAREW01992/001047, W01992/020791, W01993/
006213, W01993/011236, W01993/019172, W01995/001438, W01995/015388%

B2)
23N

(o)

gD 3 (GPCFEEEMZE T AR BEIHESL RX A >~

REMEICEWT TTYELY 3 (P FEEEEEET 2MATEER%
EURXA V] &lE, EEBGPC3 # NI EXIEFDIPRTF RO—EFE /-
FEEICKENICEE LEDHE#ENTHLHEEZ2ATRSIMEDERD % L
Do MAAEBEBEEZSO NAA VIF—FLRBEBOMEOATERAS VLY
RHINES, FE LR, IKRTRBEEHEZ2T X A VIEMABEHEATER
g (VL) S EETERE (H) 220, 25 LERATEREZ2T0
KX DFIE L TIE. TscFv (single chain Fv) | . TBigEH{K (single
chain antibody) 1 . [Fv] . [IscFv2 (single chain Fv 2) |1 . [Fab]
/i TF(ab’)2] FENMFEICET 5N D,

TS St ESEESFEH 2B 2 MATEEEZSL RX (&~

AREMEICSWT, [THRRBGEESHESELE 28T 2 ATERE %
SBURAAV] &iF. THHERBEESHEO—MELEEMICHENICKESL
BB THEMEZ2ATHLITHRZZERESEREDORIZVND, T
HMEREFESEE. THRERSFEETHLVWL, THRZREEE &5 ICTH
MEBBRESHEZBRTET7ITI—FTHLW, THTH—& LTHE
REDILCD3ITH %,

TS S EESEM 28 SMEAIRREE ST R XA ( &~

AREMEICEWT., [THRREAESEM 2B T 2 NATEREEZSO R
XA ] EiF. THREZEEO—BBFIELBICKENICKEE LEODHEMNT
HIHEYEZATRLITHREZZEREOR I 2V D,

AEBEO A VHARETITHRZEEOSSE LT, TEEETE L
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[0076]

[0077]

WL, EEBEETHIWA, BELLRERBBICEETZ2IEN—TTH
%, EEBEEHORIE LT, flAIERefSeq B33 SCAA26636. 1 DTHIFE Z B ik
atd (BEFES : 4) . RefSeqBRF/FSC2T7T7OTHRSEKLE (BIES
: 5) . RefSeqBEx&ESA26659DTHIREZ =M v 11 (EE5ES : 6) . RefSe
qEFHKESAABGI3N2 1DTHIREZ BE v 238 (EES5UES : 7) . RefSedBHES
AAAGT033. TDTHERE R SR 6 8] (BCHIES : 8) DEINZEIFHIEHTES
CD3fEEEMZE T AR EEHEZL R A ¥

ABMAEICSVWT ICDIEEF ML ZE T 2K TRBEHEZC R XM V] &
&, CD3D—ERFH I LEBICKHEMNICHKES LEDERMTH2MBIHEEZA TH
5CD3MAEDE D E WD, TFFELIE. HEZ N A A VIFCD3AFEOREATE
oEE (VL) O3k EHAESEE (VH) &22838, 2O LERAMVOD
Blé& LTk, TscFv (single chain Fv) 1 . TESHI{E (single chain ant
ibody) |1 . TFv] . TscFv2 (single chain Fv 2) ] . T[Fabl F7/i% TF(a
b’ )2] ENFEICEITOND,

ARERPICHRDDIFEEFLELZE T INBTRBEHEZIC M A A VIE, £ ~CD
3EEXKT B vH. SEXIE e HEIICEET I IEN—TTHNIEVWTIO
IEMN—TICHRETHHEDTHYREBS, AFEBICEWT, #FL<IEE MCD3
BEEED e HOMBABERICEET 2T E M—TILEE T 203 RAEDEHE
AR (V) &HlD3mAEDEHTEMEE (VH) 2230 KX A U HMFEIC
Auwbnd, 2O LERASMYE LTI, EREGICEEEHDIMCDITIADERHER
Z R (VL) & HiCD3fia D EH AR (VH) DMt T, OKT3#ufk (Proc. Natl.
Acad. Sci. USA (1980) 77, 4914-4917) f& 4 D/AKIDCD3iADEREEAE
281 (VL) &CD3miAEHAIEMEE (VH) & & STD3MEE KA 1 VA FE
KAWL, F/o. £ MD3ZEBRT 2 viE. S 8HXIF e HZRIECDAEIC
SO TAEDEMICRET S EICL > THEINALFHREOHEEET 510
DA ERIRE THOMAAERREZZO N XA U BEEFAINGS, CD3E
AEMEETIMEIEEEEST N A M Y ORIEE R 2 ICD3FXIZFIZED
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[0078]

[0079]

[0080]

EBYBEE MEIh AP E MK BERWSND, (DIZEXRT Dy
fH, SHNIF e HOBIEIX, TDRY X I LA F REFIH, EHES :9 (W

000073.2) . 10 (NM_000732.4) K11 (NM_000733.3) (. ZDRYRTF

REZFIAS, BEHIZES : 12 (NP_000064.1) . 13 (NP 000723.1) RKT*14 (NP 00
0724.1) ICRBEINTWS (v IRIERefSeqBHRBES A TRY)
AFEPOMBEREDTFICS I IMEAZLEEESU RAMVIE, B—0OT
Er—FICHEETEHIENTES, TITEA—DIEMN—TE, BIES :
2HDBNIEIES  14CRBOT I/ BENNSRD Y VNI ERICER
TBHIENTED, HIWEARBOMERED FICS T 2MATERE%
BUORXAVIE BWIERZIEN-—TICHETHIENTES, IIZT
ERZIEMN—TIF. BEIES: 2HD5WVIIERINES : 1 4ICEBHBOT I
BRECIIDSRD Y VINJERICFEET DI ENTES,
BEN

BEMNEIZ, FEMNIEEST20FO0O—FADDFNEO—FLIEEHORE
BTIHEFAODFUADHFICH L TEMALERAEEERIQRVWVRES
W, £, RATEEEASO RAM VD, HEREPICSENDIERD
IEN—TO5REDIEMN—TICRH L THENTHIZEICEALLN
%, Ffo. MATEEEEECRAAVIRETIIEN—THEROER
DMRICEFNDHEICIE. YEMFEAEEREEO RXM VY EET 2RE
BEPTREAZIEN—T2E8UHRA MR E/ET DI ENTE S,
IEr—F
NERICEETI2MEREEEZRERTI2IE N —TE, ABPHEEICBWT
FERINI2MEREDTFROMGAZEEESL KX U BET 2MEL
DEUAEBIRT B, 2T, HIAE. IEM—TIF. ZOBEEICL>TES
INBED, T, BZIEMN—T2RHTNER/ESDTHFOMRICHT S
BEEEICE > THLEZIE N —THERINE D, MIERSRTF RXIFR
J)RTFRTHZHEITE., TEN—T%2EXTZT7I/BEREICL>TT
EN—TE2RETDIEHTETH D, /. TEN—THHEETHZHE
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I, BEDHEHEHBEICL > TIEN—TA2RETEHIEEARETH S,

[0081] EMRIE~—TIF. 7I/B-REINIPZHEINCIEN—TZ2E0T
ErN—7THd, BRRTE N, BEWICE, 2Aa<EE3D0 B4
URBEBICIFDRLSCEEE5D, AIZIEHW 8~ 1 0@, 6~20@DT X
JBIAEBORIICEVWTEEND,

[0082] SIMABETE M-I BERRIEN-TERERNIC. TEN-T%22
7 I /BO—REBIN, BEINLIEN—TOE—DHRERD TIEAW
IEN=T BIxIE TI/BO—REHND. T LHIIEN—TE2HET
BHAICLYBHINAWIEN-T) TH2, IFBEBEIE TR B
BMRIEN—TICH L TEBARLAEBOT7I/VBEEET 506 LW, 1L
HEEETE M —TORFICEL T, ik, RTIFRELBSVRIED=
RIGHEE=RET %, BIZIE, VNNV EPFMRYBEFNTZRcEES
T 2HEICE,. IFEBEIEN—T2MRT2H2T7I/BELVZ
RRYRTF REHIF, WIEQY, AN IEN-—TE2RHET20%2H
BEICT 5, TEMN—TOUGBEBELZRET 5HEICKE. FIZEXRERE. =
RIS HEB D IFZL CICEHUFEN TR EVEHES L OEMBHIE T
DHEDNEEZTNIDN. TNHITIEREI ARV, HIZIE Epitope Mapping P
rotocols in Methods in Molecular Biology (1996). Z£66%. Morris (§%)
=B,

[0083] TRECICGPCIICH L THEEUZB I 2MAITREBEZEORXA V&R T
DEBMEREDTICL DI EN—TADEEOHRFENFIRINZA T
HMIEZEARESHKICH L TREEEZE I 5NGATEEELZ2C M A( V%
BT 2HBRMERBEDTICLD2IE N—TAOBFEOWRFED FiEOfIR
WCELCTEEREI NG S,

[0084] BIZL, GPCICH L THEEMEZE T 2MARTEREZESO N XA v %2E
CRBRIMEFEES DT, PCIRFHICHEET 2RI N—T%28R#T 5
EiF. EERATROEDICLTHRTEZIENTES, LEBOBENDEHICG
PC3DMRAN KX A V% BNT 57 X /BEIID SR DHPRORTF RHBEK
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[0085]

[0086]

[0087]

IND, HFRTF R LZHICERING D, HB\WE. GPCIDCDNAR
D, HEARXAVICHETSET7I /BENZI—RT2\EEZFAL T,
B FIENFEICLYBOND, RIS, MBEA RSV Z2EBNT 57 2
BRECHIDN SR B HRRTF K&, GPCITH L THAEMAE T 2 TES
He2OU XA VBT 2HBRNEREEDFEOBEEEITMING,
EA BERIESNAIRRTF FERRE T HELISMICE > T, HERTF
MICH T 2 L4EZMRBES FORBSFEUNTEING S, HD WL, GPC3FE
RHRICH T 2 HBMEAREDFOR/EICE T 5. FIRRTF NICLZHEE
DL NIICETWT, BIRRTF NIRRT 2BEFENBELMIINGES,
INHDERICE > T IRRTF RICH T2 LBEHMERED FOREEMN
DAL MMIINGE S,

Flo. GPCUIH L THREFEUZE T IMAITELBEE 2SO RX MV EEFT
DWBRIMEREDFHAUGBEIE N —TE2BHT D& ROLIICL
THERINGES, LEROBEMNORHIC, PC3IZRIRT HHMENAEIND, G
PC3ICH L THEEL 2B T 2MATRBEZZC M X (1 V2B T 2BBRINE
a0 FHGPCIRIRMAIC AL L ARRICHZMABICR<BET 5 —AT, &
SMERBREDFIAEELIN/-GPCIDHBA R X1 U ZEBKT 57 I/ BE
I LIRBIPARTF RICH L TRENICEE LBV EEN BT LN,
T, EEMICHEE LAaVWEI, b MGPCIRIFMICN T 2iEETEEDS0
%A, BESO%LT. FF L IF30%UT. FFICEFF L IF15% T O
BEEE WD,

GPCIICH T BHRIES F X 1 ¥ 2 B HBRIRIES 2 F DOGPCIRIRMATIC
WY SEAEMARET S HEE LT, HIAIEX. Antibodies A Laboratory
Manual32& D 5% (Ed Harlow, David Lane, Cold Spring Harbor Laborato
ry (1988) 359-420) N'ZiFo5n 2, BlH. GPCIRIRMAIZ R & 3 HELISA
XFACS (fluorescence activated cell sorting) DEIBIZ L > CEHI B
%,

ELISAZ # —< v MIBWT, GPCUIHT HHEBES N 1 Y 22 ORBRN
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[0088]

[0089]

RIEE D FDOCPCIHITMAICH T 2BEEMIEL, BRRIGICE>TENRT S
STFIULRLVELRET 2 EICE > TEBMICHESI NS, $7AaHB5, GPC
SEIMMMA A EE( LLELISAT L — MCHBRIMERE S FA2mA. Mgk
BLABBRIERES 2 71 SRARES 2 FeRH T 2BREH K&
ALTHREINS, HDWEFACSICEWTIE., WRIMEFZEES TFOHERRY
ZARR% L. GPCIFIRMARICH I kS MM (titer) ZRET DI &ICL
Y. GPCIHRITMAEICH T 2 HWRIMERBEE D FORBEEUNLLEINGE D,

BEREFICRB L AMBERELICER L TWARRICH T 2RBRMERS
DFOFEEIE. 7O—FA A =S —(LL>THREHTZZENTES, 70O
— A M= =& LTI BIZE, ROLDBEBI/AMONT WS,
FACSCanto™ II
FACSAria™
FACSArray™
FACSVantage™ SE
FACSCalibur™ (\Wd'BD Biosciencestt DEAHE)

EPICS ALTRA HyPerSort

Cytomics FC 500

EPICS XL-MCL ADC EPICS XL ADC

Cell Lab Quanta / Cell Lab Quanta SC (\Z¢'fi¥Beckman Coultertt D&M
%)

BIZIE, GPCICH T 2MERE KX 1 V2 EUCHBMERES S TOMERIC
Y SRETEEDFBRMETED—HE LT, ROFENETFONDG, F
9. GPC3ZHIRY MR & RIS B WBRIMRE A0 F 2R3 2FITCERH
LEZRIAETRET D, #RARES2 F e BEFEORERICEL > TH
MIBEICE 2T, HEREEDPAEDREISARLTAVWLND, FIX
(E. 10ug/mlA510 ng/mlEFTOEOVWTNADBETHERAING S, KRIC
. FACSCalibur (BD4L) ICd& b BIMHEE & MIRRBAAIE S NS, SIS
T HIMADIESEIL. CELL QUEST Software (BD#t) ZRWTHMTT 2 &IC
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[0090]

[0091]

[0092]

[0093]

FYUBShAENERE, T4bb56eometric MeanDEICKRMI NS, ThAD
. H&Geometric MeanDEEB B &ICL Y. BRINMEFEE I TOHEEE
ILE > TRINDIERNREFE D FORBEFENNEINES

GPCIICH T 2IMEMRE N X 1 VA BUBRBMBRBE DT, HIMERSE
PFEIEN—TEHET L&, BEOBLIEN—TICHT BHAIC
SO THRINGES, NMERBEIFEOHEER. KX TOvFUIT7vtq
BREILI>THREINS, FIZIEFHRAELISAT v 21 1d, FELVWRXTOY
FITTvEATHD,

BEEMICIE. RXRTAYFRV I Ty EAILBVWTUE, T4 o0854 45—
L—=RDOT I EIZO— N UGPC3Y /N U BN, EHERIBENMEES
DFOBFEET. FLEFEEETTT LA vFar—rINARIC, HRAR
BEEDFNRIMINDG, JTIFROGCIY VRV BEILES LBERTERS
DFOEEF. ECIEN—TADHEEICH L THEET 2EHELQIHBEME
HEDFORSEICEZENICEELTWS, §AbBE—IEN=FIIRT
2HEAMBERBEDTORMESKE L BNIZRZE, HBRNEFKED T DGPC
39NV BEEI—RMLETZIADFEEEIIMETT %,

GPC3Z VNV BENLTY T NICHEE LEBRBRIMERES FOER. F&
MEFEEDTEEHL THELL I EILE 2T, BRICHEINES, L&A
 EFFUVEBINERREESSTFIR. TEIURVAFISY AV T2
F—RMNEBURBREREEEZFR T EICLIYAEINS, RILAFIHV—ER
EOBFREHAFABLARITOYFVITyEA1E, FICHAELISAT v+
1EVWbh3, MRBESFIE. BREH S WLRAEL TR OFHYE T
BHING2, BEEMICIE. BIERHD D WEEAEFEHLENRMTH 5,

BFREOBANMEREDFOFREETTEREINS IV bO—LERICEW
THEONZBEEREME LR LT, BENERBE D A, PCITH T 2R
BRAMVEEUHEBRMRBS D TOR/EE LM EH20%. FHE LD
W EH20-50%., IHICHFELLIFDLRCEH50%TOY IV TEBZRLIF
. BERBRNRRS S TEBEENRBEESFEEENICALIE =TI
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[0094]

[0095]

[0096]

BTN XBELIEN—TAORBEICH L THEET 2MEFES T TDH
oy

GPCICH T 2 HMERBE N A A V2 BUHBRMERESS THIMEET I IE
—7OBENRAEINTVWBRIEEICIE. BRMEBESS T ENBRERESS
FENIEN—TEHBETEIEIF. BEIEMN—TE2EBXTE2XTFRIC
TI/BEEEEALERTFRIINT2EEONRESS FOBEEL%E
LhB T B &Il k> TFHEII NG5

IO LEREEEEEZAEY 2HEE LT, AR RIESOELISAT + —<
Y MIBWTEREEZEALLBRORTF RICHRT 2 HBINRZEE S TR
NRNEEED FORBETEMEZLRT S EICE > THEING S, ELISALL
HAOFEELTIE. AFTLICHKE LEABEERTF RICHT 2EEENE%E
 BEASLICEERNMRBES 2 FERBREBE S FERTIEALRITAR
BHRICBHEININMRERBEDFE2EE TS EICL>THREINED
ERTFREBIZECSTEDRMERTF RELTAZLICKREIESZHEIEZR
MTH 5,

T, BEINAEIEN—THPIUKIE N—TOBEICE., HRINEES
DFERBREHBEDFENIEN—TE2HET S &R, ROFETEM

INE5. 9. PC3ZRITT Mg TE N —TICEENEAINTGPC3
EHRIT HMENMARING, IhS5OMBENPBSEDEIRBEERICKES
N7-HRERERICN L TRBRMERBS S FERRBREBE S FONRMIND
o RWT, EEFER THREFINHMEMREERICN LT, RAREESDF
EHBRBRES DT ERHEB T2 ENTESFITUHER I N AESRMI h
%, BHEMAICE > THREINMBEOEEE & MBI AFACSCalibur (BD
) IKE>TRES NS, BBRNRESDFENBRRES S FOREILHF
BRABRERICL > TRERMIT DI EICL > TAHEDREICARL THAWS

%, BIZIE. 10ug/mlAS10 ng/mlEFTOBDOWINADEETHERIN
%, YUMBEIcH T 2EZH A DESEIE. CELL QUEST Software (BD#t) %
FFWTERI eIV iEoniamitaE,. 3R B6eometric MeanDiE
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ICRBEX NS, $hbE, YFKGeometric MeanDEAEBB T &IC LY., ZH
NEDHESEICL > TRINIBERNER S D FENBRRERS 2 FORE
SEMERAET S ENTES,

[0097] AFEHICBEWT, FIAIE TEEGPCIHERMICEENICHEELAW] T &
i UTFOFEHICE > THI T2 ENTES, 9. BRPCIEZRIRT 2
HIRRICH L Tiea LERBRMRES 2 FENBRRES 2 F42. BHMAT
REY D, ROTHREOENBEZREY 2, HARBICTA—HYA FX b
) —& L TFACSCalibur £ BV i h. B O/ EYEHREIFCELL QUEST Softw
arez AVWTHEINGE 2, MRBEDFEE TS LCFHEHFE T TDGeometr |
c MeanDIEH 5., T DLLE(E (AGeo-Mean) % FERDEHERICETVWTEY
TE5IEICLY. MEREDTOR/EICL 2EABEDBMEIEERDHD

ENTED,
[0098] AGeo-Mean=Geo-Mean (INEHFEEDFEET) Geo-Mean (IEESHDF
FEEET)

[0099] MEMFICE > THRONBZEBRMRERBE S FOEEGPCIRIBMABICHT T 2HES
ENRM I N/=Geometric MeantbER(E (EEGPC39F AGeo-MeanfB) %. #%
BRIRRE D FOGPCIRIREMARICN T 2HEEN RIRI Nz AGeo-MeantbER
[EELEBT 5, COFZEICHEWT, REGPCIFIRM K UGPCIFIR MM I3t
T % AGeo-Meantt BIEA KD SRICHER T 2 RMAERBES D FDIREIZEL
ICE—XIERERNICRA—DRETHBIND  EARFTIFE LW, FHGPC3
FOIEb—T%ZBEL TVWD I EPERINARREEED T SRR
meEaFELTRAINS,

[0100] #RIMEFESD TOEEGPCIFHITMATICH T 2 AGeo-Meanth BIBEAY, #HER
REESD FOGPCIRIRMATIC K 37 % AGeo-MeanttBMED, Di< & 180%
CBEFELCIE50%, BICHEFF L IFE30%. FICEFE L IE15% LY NE TN
&, TZEEGPCIRFMABICEEMNICHELAW] $D &7 3, Geo-MeanfE (G
eometric Mean) %3k& BEtE 1%, CELL QUEST Software User’ s Guide (B
D biosciencestt) ICEEEINTWS, LREZLERT D &ICL>TERDY
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[0101]

[0102]

[0103]

EENICAR LB RETHNIEL. BRIERES S FENRRERS2FO
IEN—TIEEA—TH 5 EFMINES,
Fv_(variable fragment)

AEBMEZEICHEWT, [Fv (variable fragment) | &\ 3 A, HlADE
SHAT PR (VL (light chain variable region) ) &HADEHATLEREE (
VH (heavy chain variable region) ) &DRT7HSRZFEBEORERZS
RXA VDRNEAERKRT D, 19884 (Skerra&Pluckthunid, /SO F 1) 7
DL TFIVBINDO TRICHAEDEBLGTFEHALKBEFR THRERFORIR
EFBTDEICE T HW—THDOERERFLEREBTKRBEOR) 7
SALBNLABMIND & RH LK (Science (1988) 240 (4855), 10
38-1041) . RY S XLBENLREINLFvIE, MRICHT 2EEEET
ZEERRTHELARE L TW e,

AEHEICHWT, FvE LTI, BIZIEUTOMERZED T ;
ZffidDscFvdD > B —flidDscFvACDIEE R X A V=K T 2 EHFVEIF Z T L
TFCBIHZ BT 52— D DRYRTF RIZ, AD—MDscFvACD3fFE K X
1V EBEBRT SEHEFVITR 2N L CFeBIgi 2 BT 2t AD—2 DR R
FRICER SN ZMOMERE RA A B ZMEDscFvTH 2 (1) ZfEod
MR\EE KX A, (2) IgGl, Igh2a, IgG3XIFIgGAMDFcrEIHZENRY 5 7
/B0 BFcy SRRICH T 2REEEMEB LAVWFRIEZEU A >
RO (3) DK EH—MDODMEE KA A
EEUONMREEDFHFICBWTEEFVITR RUEHEFVET A A, /R T8 %0D3
IR T 2G5BT 2ERTRE LIDMEERAS VEEBRT 2 —HOFVEE
BlCEFEN 5,
scFv, BSEEIA. F/ldsc(Fv)2

AEBMEZEICHWT, TscFvl . TEGEHHUA] . FiE Tsc(Fv)2] WO A
BBk, B—ORYRTFRERNIC, EESSCEHOBMAICHRT 32 ES
HEEUH, EBREERVWTVWIHRMANAEEKY 5, —MIC, BHETE
. MEREZAEICT S ERONIMEOREEZTNT 20 % REICT 5
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[0104]

[0105]

[0106]

cVHRX A YV EVLR XA VOBDRYRTFR) 2 AH—-%2SLICE0, B
Hii&i%. The Pharmacology of Monoclonal Antibodies, 113%, Rosenburg.
X, Mooref®, Springer-Verlag, New York, 269~315 (1994) (1CHWTPlu
ckthuniZ & » TEHIIICER I N TW3S, RRRIC, EFRFFEFHEARW01988/00
16498 & W KERFEFER4, 946, 7785 & L U5, 260, 2035 2 SR, IFEDRE
RRICBWT, BiEAEREELE. ZERFEMTH 2N HD2 Fhidk MeX
nss,

SCFVIZFVERBI T DVHEVLE DR TF R ) v A—Il L > TEBINWEME
HEERAAVTH2 (Proc. Natl. Acad. Sci. U.S.A. (1988) 85 (16), 587
9-5883) . UERTFF RV H—ITL > TVHEVLE ASEEE L 2IREBICREFS
nss,

sc(FV)2IE =D DVLE Z D DVHDAD DA EHEFIARTF K ) v h—FD Y
VAL o TERIN—AHEEXT 2EHNAETH S (J Immunol. Meth
ods (1999) 231 (1-2), 177-189) , COZDODVHEVLIZER BT/ 7 O0—F
WIAELNLHETZEEHYFS, HlAIE, Journal of Immunology (1994
) 152 (11), 5368-5374ICHTRIND L&D REA—MEFICEET 52 2EEHEOT
ErN—7%R8d 2 -2 (bispecific sc(Fv)2) HF@EICEIT LN
o sC(FV)2iF, HEZIIAFMOFEICL > THEHINGE D, HIZIE scFvaer
TFRIVVA—FDY VA-—TRIZEICE > TERINGE S,

AREBMEICH T Bsc(FV)2Z BT SMERBE M XA Y OEKE L TIE. =
DOHR U ZDDVLY, —AEHR) RTF RONKRiHAI = E = & L TVH, VL,
VH, VL ( [VH] V> h— [VL] V> H— [VH] Y>Hh— [VL] ) DIEICIEA
TWB I EERHEETHIREDNEFTONDED. ZDDVHE2D DVLDIRF 134
ICLEDEBRICREINT. EOLIRIFEFTENLNTWTH LW, HlX
WUTDLD %A, [HFOBHREEITEZENTES,

(VL] U>h— [VH] Y>h— [VH] Y >h— [VL]

[VH] U>#h— [VL] Y>h— [VL] Y > h— [VH]

[VH] U>h— [VH] Y>h— [VL] Y > h— [VL]
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[0107]

[0108]

[0109]

[0110]

[VL] U >h— [VL] Y>h— [VH] Y > H— [VH]
[VL] Y >h— [VH] Y>h— [VL] Y > Hh— [VH]
sc(FV)2MD 4 FRZEEIC D LN TIEW02006/132352iC 8 W T H EFMIICEEEHINT
BY, BEZATHNEEINSDRHICEDTWT, AEBHETHAIN MR
EADFOEREDEDICEEFREDsc(FV)2& 8T 2 2 ENTTEETH B,
FLEARKBPOMBREESS FIE. PECEOF v+ 7—E0FPRPAREDE
BEEYMAEIY Y a5— ML TELV, FAFEEMMEIEZHRA L, FEEN
FMEOMREBIIEEENE L THFEISMINES,
NMEOTEEEEEET DY v H—& LT, BEFIFICLIYEALE
DEEORTF R vh—. RIFERIEEMY v Hh— (BIXIE. Protein Eng
ineering, 9 (3), 299-305, 1996%88) ICHRR~INB Y H—F&2HAWVWEC
ENTEDD, RRBICBVWTRERTF RV A—DEFELWV, RTFKY
VHA—DORIEFFICREINT, BMICIG U THESF BEERIRT 2 &
ARETHZH,. WELWRIIEST I /BB LE (LRIZFICREI QWD
BE. 307 I JEELUT. IFFLLIZ207 I VBUT) THY., BHITFFLL
F157 X VBB TH D, sc(FV)2II3DDRTF R Vv A—DEENDFEICIE
2TRAURIORTFRY) VA—EAVWTHIWVWL, ERQBZRIORTF
FUYAH—ZRAWTE LWL,
BIZIE. RTFRYVH—DFE :
Ser
Gly - Ser
Gly - Gly - Ser
Ser - Gly - Gly
Gly - Gly - Gly - Ser (EcH/&ES : 15)
Ser - Gly - Gly - Gly (Ec5/&ES : 16)
Gly - Gly - Gly - Gly - Ser (BEHBS : 17)
Ser - Gly - Gly - Gly - Gly (EB5&ES:18)
Gly - Gly - Gly - Gly - Gly - Ser (EZHEBS : 19)
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[0111]

[0112]

[0113]

[0114]

Ser - Gly - Gly - Gly - Gly - Gly (fHE=S: 20)

Gly - Gly - Gly - Gly - Gly - Gly - Ser (E2FIE S : 2 1)

Ser - Gly - Gly - Gly - Gly - Gly - Gly (BH&ES :22)

(Gly - Gly - Gly - Gly - Ser (BEHUES : 17) )In

(Ser - Gly - Gly - Gly - Gly (Ec5/&ES : 1.8) )n

(N T ULEOBHTHD] FEBFH&HTEDS, BL. RTIFRYVAH
—DORIPEIMNTIENICH U THEENMEEERT 2 ENTES,
BRIEEMY) v h— (B2EEHR) . RIF ROEBIEERVWSNT
WBEER. BIZIEN-E ROFS RIS VL4I R (NHS) | YRIDVA3ID
WARL—K (DSS) . ER (RIWVKRARZZ VA4 ZTII) ARL— K~ (BS3)
IUFFER (RO vz vLTOEAR—F) (DSP) . YFAFER (R
WRAV w4 zo)L7aEdsxr—L) (DISSP) . TFLJYI—ILER
(RO VAIINAIIR—K) (EGS) . TFLYFYaA—ILER (R
RAGOVAZIVINAI I R—R) (RIVIK—EGS) . YRIL VA IIIE
aigiE (DST) . YRWKRRID VA I VINBEREE (RILEKE-DST) | EX
[2- (R VAT RAXRT AR AFRY) TFIL] ZRILEKRY (BSOCOES
) o EX [2- (RIVRR IS VA I RAFIHIVRZILAFY) TFIL] R
JWRY (RJVR-BSOCOES) 7mETHY. ThHDORBEFIETHIRIN TV S,
4D DA ALEBEEAFEET 2BEICIE. BE. 320U Vv H—HIRBEER
208 2ETALCYYA—ZBRVWTHIWVWL. Q) VyA—2BAVTHELL

(o)

Fab, F(ab’ )2, F/idFab’

[Fab] &, —AORH, LOCIC—AOEHOCHILEES L CAELEEH,
SERIND, FabDFOEHIE. BIOEEDFEDIRIT 1 RESETR
TIRW,

[F(ab’ )21 R TFab’ | &, 4L/ 707y (£ 70—FILRE
) EYVIRNIERBBRTHIRTIVUHEWE/NNA VETUEBTZ &
ICEYEESIh, BV IEERO2ADOHEBICEET 2V I T 4 RIGED
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[0115]

[0116]

[0117]

[0118]

R CTHEINTERINDIAR IS TAY NEBKT 5, FlZIE Ig6% /8
NAVTUEBTEEICEY, BV IBEBRFO2RAOHERICEET 22 R
74 NESOLRTUBI W TVL (LBHATEMEE) &CL (LEEESEE) 15
mBLEE. RUVH (HEETTZESE) &CHy 1 (HEEBMEEA O v 1581R%) &5
MBHET ST A Y RHCRIRBIHTI RN 7 1 RESICL YRS LABERA2
DOMETSTAY MHEEINES, CNO200BAR/METSTA Y K
IEEFNFNFab EWbh 3,

[F(ab’ )21 1Z. ZADORHE, AL, EEDTYZAILT 1 RFEEHI2DD
BEHEBTHERIND EDICHIRX A VB LUVCH2ZR X 1 > D—EBD D EFH5E
BESUCZAOEHEEASE, APMEICSVTHRINIRREA2T41E
Y BF(ab’ )2lk. FFEDHRBEBE KAV EBTZERE/ /7O0—FIH
FEAERTYVEOEAENRERICTEHHEE LRIC, FcliRE2 707
AVARSLICJEBEITTHRET D &ICLY., FHEICREING S, HHD
BERESMEERE L UIHEOBRORBEELENICEET D &ICLY
FIRAICF(ab’ )2Z&E L2 LD ICERNMGEZHEIL LGS D THNITRFED
REEINT., FIAIE. RTOUR T4 VENMIRTE S,

Fc4Elg

ABHMEICSWTHARINSIMRES D FEBX Y SFcEldid T/ /70—
TIVAEEDRGERTY VEOEAENMRERICTERDHEL LRI, ¥
Fa7O54 VARS L, HDWETOTA VEHASALAICKREIHAZIC, B
PRAENY 77 —FICLYBHIE L LIS YFBEICRSEING S, H
WD EAENEERSE L TEHEDBRDORIGEE & EICHRET 5 &I
FYE/7O0—FIRFEEORFEEEELEZEDOTHNITHEDORE S
ng. FlRE. RTOUP T4 VENMIRTE %,

AEMEICBEINZMER/BS D FICIEIg6 . I962, IgG3XILIgG4DFcsE
HEBWRT 57 I /B0 5Fcy BRERICH T SEEFEMEMET L TWSFe
EEAEEND,

MAEOTA VI 4 T, EERBOBEICL > TREIN D, Ig61, IgG2
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[0119]

[0120]

. 1963, IgG4DRT7A VA A TOEERBIE. TnEh. Cy1, Cy2, Cy3
. CrasEIEhTWS, BERCy1, Cy2, Cy3. CY4adFciBlE#ERT 2R
JRTFROT I /BESN, BHIES: 23, 24, 25, 26ICHIRS
N3, 73 /BEINEERT 273 /BEES. kabatDEUF /) VT (
AEFHEZEICHSWTEU INDEXE I IEN3) & ORBRIERT 2ICRINhTWS

FesRiEiid, “ADEHE, 25T, HEDY AT 4 RESH2D DEHME
TERINDEDICCHI R XA VB LUVCH2Z R A 4 VEIDEBREBED—E D %=
BUOTADOEHEZSOF(ab’ )2ZRVWBIHO I & &2 W D, REEHMEICEL
THRININERE D F 28T FctRigid. 1961, Ig62, IgG3. IgG4E
O O—F IR EERTY VEQERESBERICTESHEIL LIS,
TOFAVAAS LICREIN B EZBART 5 &ICL > THBICEREX
nNg3, " 2E[ESMRERE L UIHEDOERDO RISRM % EHICEE
TBHIEICLYFIRMICF(ab’ )224 L2 &) ICERNMBFEZELELLESHOD
THNITHERDOREFINT, HIRIE. RO T4 VERFIRTES
Fcy SRIAE

Fey 2@k & id. IgGl. Ig62, IgG3. IgG4E ./ 7 O—FILIn{EDFcsBEIFIC
BELBIIEEFREZVL, EEMICFcy RRFERTFICOA—RIN 34 U8
DEDT77IN)—DODWHRBEAVN—%ELBH®KT S, EMNTlE, COT77X
) —IZlE. 7A Y 7 +—LFcyRla, FeyRIb&S L UFcyRIcEETFeyRI (CD
64) ; 74V 74— LALFcyRIla (7O4% 4 FHIBIBLTRIBIZZEL) . FerR
IIb (FcyRIIb-185 & UFcyRIIb-2%25E) HLUVFcyRIIcESEHFeyRII (C
D32) ; BLUOTAY T +—LFcyRIlla (FOY A FVIEBH L UFIE8AE ST
) B&LVFcyRIIIb (7O% A FFcyRIIIb-NATE & U'Fc Y RIIIb-NA2A & E)
#E&OFcyRIII (CD16) \ WICTWHARDARFERDE MrecyREZ /2 IZFc ¥R
TAVI+—LFELETOMTEEEZENZD. CNLICREINZEDT
IR0, FeyRIZ, BER, TTR Sy b DYXFBLIUTHILEZSTN. h
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[0121]

HICREINDEDTIFAWL, WHRDZEMAKTE LW, ¥ XFcyREIC
iZ. FcyRI (CD64) ., FcyRII (CD32) ., FcyRIII (CD16) & & UfFcyRIII-2
(CD16-2) . WKICTWHRDBERFERDY D AFcyREF /=I&FcYyR7 A Y 7 #
—LFEETOYMTEEENDD. THOHICREI AWV, 5 LEFey
SHREDFERF E LTIk RFeyRI (CD64) , FcyRIIA (CD32) . FcyRII
B (CD32) . FcyRIIIA (CD16) R XifFcyRIIIB (CD16) H'ZEIF SN2,
FcyRIDARY XU LA F RENKRVTT I /BEIIEZENENEREIES : 27

(NM_000566,3) X1*2 8 (NP_000557.1) i, FcyRIIAMRY XV LA F R
BEFI RO T X/ BRECIIIEENENEIES : 29 (BC020823.1) RU'30 (A
AH20823.1) IZ. FcyRIIBORY XV LA F REEFIIR VT I /BEFIE TN T
NEHES : 31 (BC146678.1) K13 2 (AAI46679.1) (T, FcyRIIIADR
)X LAF REIRCT I /BESIZENETNETIES : 33 (B033678.
1) R34 (AAH33678.1) IT. RUFcyRIIIBORY X & L #F NEEHI R
7 X /BEEAIE. EhENEFIES - 35 (BC128562.1) K13 6 (AAIZ2856
3.1) IKRBEINTWS (Hy IRIFRefSeqBHBESETT) . Foy SEHEKA
. IgG1, IgG2, IgG3, IgG4E ./ 7/ O—FILIMEDFcEBICHEEEEET 2
HEME. EERICEEI N BFACSRELISAT # —< v hDIEH. ALPHAZ 4 1)
—> (Amplified Luminescent Proximity Homogeneous Assay) ©XRm S5 X
EVHIE (SPR) IRKRAFIA L /BIACORE}XZEFIC L » THEER I MBS (Proc.Na
tl.Acad.Sci.USA (2006) 103 (11), 4005-4010) ,

Free TFeAVKR] Fid T2 72989 —YAY R] & RAEDFCHESE
IHEEa LTCFe/Fe) HY REEKREZTKRT 5. EROEWICHRT 29 F.
FELLRRIYRTF REEKT %, Fc') HY ROFeADfEEIE. HFELL
e 1 DFRRBENULEOI TV —REEFRT 5, Fc) TV RITiE F
cZ AR, FcyR, FcaR, FceR, FcRn, Clq, C3, ¥ v FU#EELIFV. <
V) —AZBE A4 T7400AvAHROTOTA VA, AF 7400V HR
DI VINIVEGCBLUVIMILADFcYRBMEENEH. CTNHICREINAWL
o Fc) A RICIE. FcyRICERAQRFcZEEHRD 7 7 XY —TH BFcZERAER



WO 2016/047722 72 PCT/JP2015/077024

[0122]

[0123]

[0124]

& (FcRH) (Davis et al., (2002) Immunological Reviews 190, 123-136)
E2END, FcUHY RITIE, FelliEET2RERDOTFHEETNED
Fcv SREIC Y rei= BT

Fc4BiEAFcy I. Fcy IIA, Fecy IIB, FoyIIIARU/ XIiEFcy IIIBOWT h
HOFcy TRBICH T HBEEEMET L TWB Z &id. LERICEHI N BF
ACSXELISAT # —< v hDIFEM, ALPHAZR 7 1) —> (Amplified Luminescent
Proximity Homogeneous Assay) FRME 7> XEVHIF (SPR) REZEZFIAL
7=BIACORE;:Z(C & > THERT 22 & A T% 3 (Proc.Natl.Acad. Sci.USA (20
06) 103 (11), 4005-4010) ,

ALPHAZ 7 ) — i, RF—&F7 0279 —D20DE—X%fH Y 2ALPHA
T/ —ICEL>TTFRORBICETVWTIEREINS, NF—E—XICHE
BLEDTN. POETYI—E-—XIR/E LS TFEEMENICHEEERL
220 E—ZXMEE LIIRREBDRRFICOHAH,. BAV T FILNREINS, L—
P IlL>THEEINEZRF—E—RND 7+ b5 —E, BLOD
BMRZMEBREBO—EEMRRICEHRT 5, —FEERIF FF—E—-XRELIC
WLEIL. EELTWR 7279 —E—XILEET 2 & E—XHNDBERN
Rit%E5|IZRI L. REMICHKIBREINDS, RF—E-XICHELESF
ETO T —E-XIHBE LEDTFIEEERLAVWEZIE, FF—E—
ADEETZ2—EERRAT7 I/ —E—XICEZELBRWED, (EFERKL
R EHE F A,

A, RF—E-XICEFFUVEHINMEEE) FIMEEIN, 7
PETH—E=XEITNIFAVSESVRT 5 —E (6GST) THJbS
NizFcy SRRIBEIND, FETIERFCBEEAB T 2NERBEDOTO
FEFEETTIR, BEIFEEEET2MERESD T EFcy TRAEREEE
FAL520-620 nmD > JF I EET B, ¥ TIEINTWAWERFCEIREHFT
DMRBEEDTIE. BERFCEREET I2MEBED T &Fcy TREBOE
EEREHRET b, maDERENDIEHDRBIVZEET S &ICL > TH
SR ESRFMEINREI NG D, MAEFEOREFEDF % Sulfo-NHS-E =
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[0125]

[0126]

FUEEBWTCEAFUILT R ERAMTHD, Fey BREEGSTTY Vb
TH5HEELTE, FeyE8FEZ0—RTBRYXVLAFRESTZOI—R
TERYVRILAFREAVIL—LTRHE LEMSEGTFERIBTEAN
I —IRFLIEHMBEFICBWTRRL, JIVLIFF U ASLERVWTHER
TEAEENBERAING S, GoN/ics JFILIEHIZ IXGRAPHPAD PRISM
(GraphPad#t, San Diego) &MY 7 b7 = 7% B\ TGO IB T % 7
T 5 —ERIEne (one-site competition) EFIICEAIHZ I &ICLYEF
BICETEIN D,
MEEREBRRTZ2MEDO—H (VAVR) 22V —Fv 7O&EEREL
KEEL, o —Fy TORANLEFREASADIREREATERNT S
EIICHEYTEE, RELO—IBICKITEBEIET LAES (SPRY T FIL
) BRI NS, HEERZGRE T MEOMAE (7S48 28—
FyTORAICHLIAY RET A4 MDEETHE. BELINTVWS
DAY R FOEEMEML., VY —F v TREOARBEDOERENELT
%, CORMEROEIICEY., SPREYTFILOMEBENY T M D GHICHEED
BB 2V TFIDABIZRS) , Biacore AF AR EREDY T NI 2E
I RbbtEVY—Fy TRETOEER L AMEICE Y. EEOREEL
EAET—9ELTRRTD (B Y—F3L) , BV —FS5L0h—7T
DORART4VR : BEREEH (ka) MEBEREER(kd) M. HBEEHK
DN T 74 =7 14— (KD) k&SNS, BIACORESATIZMEEREZERS F
BICBEWSN G, FBEREEDEIIZProc. Natl, Acad. Sci. USA (2006) 103 (11
), 4005-4010IC BV TEEHI N TW 3,
AEBHEICSWT, Fey ZRFICHTI2R/EFENMET LTV &, I
2, LEROBAAEICEIVWT, HRETIMEBED TOHRSTEMEICL
B L CTHRMERES D FOREEMED, 50%LLT. 7FF L < I1345%LAF. 40
%A, 35%LAT. 30%LLT. 20%LATF. 15%LATF. FFICFFE L < 1E10%U
T 9%LLTF. 8%LAT. 7T%EAT. 6%ELT. 5%ELT. 4%, 3%LATF. 2
BT, 1UTOREFMEERTIEEWVWD,
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[0127]

[0128]

[0129]

[0130]

WNEBETIMERESFE LTI, 1961, 1962, IgG3XILIge4E ./ 2 O—

TIMAEDFCEEEE T 2MREBEE D THIEEERAINGE S, H&FcBERD
BiEIE, BHES : 37 (RefSeqE#xZFESAACE2527. TMNARICAAN) . 3 8
(RefSeq B %2 SAAB59393. TONRICA D) . 2 5 (RefSeq& &% SCAA2726
8. TONKICATHN) . 39 (RefSeqB kTS AAB59394. 1DNKICARTHN) (CEEE
INTW3, £, HIBFEDTAYVIM TORKOFABBOERGFEET
DMEREDFERRYEE LTERY 358101, BEFEDTAVEIA
TOMEDOFCEREET 2MEREDTERRBE LTAVWSZEILES T,
LUREEBDETIEEILL ZFcy TRAEANDOREETEMICH T 28R IREE
INd, LEOLIICLT, Fey ZEFICNT 2HEEEEMETLTWS S
EDNRIEINFCRIBOEEFRZB T 2MERES FHEEERINS,

CDEIBREBERDHIE LT, EUF VYRV TICR > THEEIND 7 X
JBRT#H 5231A-238SM R (WO 2009/011941) | €226S, €229S, P238S, (C2
20S) (J.Rheumatol (2007) 34, 11) . €226S, €229S (Hum.Antibod.Hybridom
as (1990) 1(1), 47-54) . C226S, C229S, E233P, L234V, L235A (Blood (20
07) 109, 1185-1192) EDEERHINRHTH %,

ThDE, BREDTA VYA TOMEOFEEHEEBRT LTI/ BOOS
CEUFUR) VTR TREINS FEROWT DD T I /B ; 22067, 22
6, 2290, 2314, 232fif, 233fI, 234ff, 235f, 236f, 237{i, 238f, 2
39, 240G, 264fI. 265fI. 266fI. 267{I. 269, 270, 295fu. 296fi.
2971, 298f1. 2994, 3004r. 325{u. 327r. 328fi. 32941, 3304I. 3314u
 IRUMNBHINTWEFRIEZE T 2MEEED FNFEICET LN S,
FCREIBDERTHIDMBEDOTA VI A4 T LTIRICRESI NG, 1961, Igh6
2, IgG3XIFIGG4E / /7 O—FILF%iRE T HFcEEAEEMAINGES
. LGk ERIRE I 2FciaEAAFEICRIBI N S,

Bz L, IgGIREDFcBEEZERT 27 I /BOO B, EUFV /Y VU JIC
> TREINDZTROVWTIAHNDER (BMFHEUF /Y U TICH > TH
EINDTI/BEEOME. BFOMICNET 2—XFOT7 I /BIEN
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[0131]

[0132]

ERFIOY I/ BERE. BFORICNEY 2—XFOT7 I /BESHIERA
D7 I/ BEEEINTNRY) ;

(a) L234F, L235E, P331S,

(b) C226S, C229S, P238S,

(c) C226S, 2298,

(d) C226S, €229S, E233P, L234V, L235A

(e) L234A, L235AX(3L235R, N297A

7

/l/

(f) L235AX{%L235R, S239K, N297A
NREINTWSBFciEE. Xi&k., 2316 A H238M D7 X / BREEFIARK L f=Fc
HEEETONMERESTFHEEMAINGS

F/z. I9G2HADFcHEIBZ BN T 27 I /D> B, EUF /N JICHE
STHEINZ TRBOWTIHIDER (HENEVF VN U JICE > THE
INZT7I/BEEOME. HFORIICNET 2—XFOT7 I /BIESHIE
BRIOT X/ BERE. BFORICMNET 2 —XFO7 I /BESHELRRIO
TI/BBEEEThTIAKY) ;

(g) H268Q. V309L, A330S, P331S

(h) V234A

(i) G237A

(j) V234A, G237A

(k) A235E, G237A

(L) V234A, A235E, G237A
AEINTWSFCREIEZET 2NMERBED FHLEEFERAINGS

F7z. IgGMADFcHEIBZBRT 2T I /BDS>E. EUF /N JICHE
STHEINZ TRBOWTIHIDER (HENEVF VN U JICE > THE
INZT7I/BEEOME. HFORIICNET 2—XFOT7 I /BIESHIE
WEIOT I /EEHRE, BFORICMNET 5—XFOT7 I /BESH/ELRIOD
TI/BBEEEThTIAKY) ;

(m) F241A
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[0133]

[0134]

[0135]

[0136]

(n) D265A
(0) V264A
DEINTWSFCEEZE T 2MEEESTHLEEFERINGS,

Fro. LoGMHAADFCHEE AR T 2 T7I /BBD OB, EUF VN U JICH
STREINDZTROWVWTIHNDER (BMFHAEUF /Y Y TILi > TRE
INBT7I/BEEOMNE. BFORICMNET 52—XFO7 I /HBESHE
HRIOT X/ BERE. BFORINET 2—XFOT7 I/ BESHERFIOD
7I/BEEETNETRARTY) ;

(p) L235A, G237A, E318A
(q) L235E
(r) F234A, L235A
DEINTWSFCEEZE T 2MEEESTHLEEFERINGS,

ZOMDEFFE LWIIE LT, IgGIADFcEIS %= #BKT 527 /OS5
CEUFUR) U TIH S TREINS FEEOWTIAD T I /B ; 23301, 23
Afif, 235fiq., 236fi, 237{i. 327{i. 330fi. 33MaH'. sHiT BIgG2F /=IL1g
GUIHBWTEDEUF YN Y IHHIET 27 X JBRICEHRI N TV SFcfiiE
ZHRYHMERESFIETOND,

ZOMDEFFE LWIIE LT, IgGIADFcEIS %= #BKT 527 /OS5
CEUFYRY VSIS TREIND FROVTNA—DIEZTNULED T
X /B8 234K1, 235(%, 297MUAMBD T I /BRIC K o> TEHI N T BFctils
BT AMREEDTHAFEICETONS, BRRBICEETS7I /BOE
BISRICREI QWA 23461, 23561, 297D WVWThHA—DRIFFhIL
D7 I/BIAT7SZVICEBRINTWRFBEEET 2MEEED TS
FELW,

ZOMDEFFE LWIIE LT, IgGIADFcEIS %= #BKT 527 /OS5
CEUFURY) U TIC S TREINS FEOWITNAD T X /B ; 2651 HMtE
DT I/BICE >TEBRINTWAFAEEAET 2 MRES D FAFEICE
Fonsd, BRRICERET 27 I/ BOBBRIIFICRE I WAWD, 26560
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[0137]

[0138]

[0139]

TVI/BITSZVICBBRINTWAFcEBAE T 2MEEES D FHORICEH
F LW,
ZERENTREESNT

AEAO ZEREMTERBESSF] OFFLWEKRD1D2& LT, $E
HEMTAKEZESFLENTES, ZEREMNMMAOFCEEE LT, Fer®
BAEICH T HEEFENMET L TCWBFcfasi = BV 3548, SEREMRE
ZEIRE TAFCHEBEEEFERAINDS, ARAOSEREMTAEE LTI,
FICZEREMMEIMFE LWL, 2T ZERENMTAKEIF. Z20ER
2RHEMEETIMETH S, IGEO_EREMRAILIGEEEET S
NATY R—TZREEMAET DI EICEL>TEL Bhybrid hybridoma (quadr
oma) ICLk>TOMIEDLZELHFESD (Milstein C et al.Nature (1983) 3
05, 537-540) ,

e, IO _EREMNMAFIIENO ZEDIgcZEM T HLEEKXR THED
BT, BFUEOEGFEZMBEICEALENSZHRRIESL I EICLD
TRBIND, LHAL. INSOFETEEINSIGGOHE & LEHDOHEEE X
R E10BY ICHR D, 10/EEDIGH L BRNDHEAEHE OHEELEEN 5745
IgGERERT LI EIIRETHZ, ISICENDOHEAEDEDLDDNRED
BRLELIETI D, REQEERENMVEICLY, BELOIX b
X BICEKRY 5,

TR, AEPFOSZEREUNMRBES S FICIE. BROMEEHE OHEREX
VLEHEE DR E ZRET 2O DORMZER T2 I &N TE S,

BZE. ZEREERGEORELICIE. MAHROE_DOERMEE (CH2)
XISHEHDFE=DEEHEE (CH3) OREICBETHNARFEEZEAL TENEL
BUWHHRATOSEE2IH T 23 &2 @EAT 2 2 A TE S (W02006/106905
) o

CH2XISCHID AEICBRMN AR FEEZEAL TEH L BAWVWHHRA TOE& %
BEIEHLIRMICENT, HEOMDER RGO RE TEMT D7 I/ BEEE
L Ti&. BIAIECHISEIHIC B 1T BEUF /8 v J356FB DBE, EUF > /\1)
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[0140]

VIANBEDFKRE, EUF VN Y IBTIEBORE, EUF VN VU J3710EE
DOFE., EUF 2 /N) 2V J39FBE DRKRE. EUF /N v J409F B DEREICHE
Y BB ERISFEENTED,

LY BFEMICIE, FlZIE. 2TEOHECHEE A STHREFICE WV TE, B
DOHFECHIEIKICH T BHLUTD (1) ~ (3) IKRTT I /BEEOHEL HE
REIND THLWLIHOT I/ BEEIRBEOER2ET 2HkETH
ENTED; (1) HECH3EICEE D 7 I /VBEETH> T, EUF N
)2 T36RE L TGO T X /EEERE., (2) HEECHMRIZICEEN D 7 2
JBERETH> T, BUF VR U TBIMNB L3007 =/ ERERE, (3
) HEHCH3EIBICEE N2 7 I /VBBBETH > T, EUF /N U 739 s L O
409RID T = J BERE,

BIC, L5051 OHEHCH3MRIZ & IXE R % 5 2 OHEHCH3MEIRIC B 1T B RS (
1) ~ (3) KT 7I/BEEOHENISBIRINDT7I /VEBEEDOHETH
>, HIECE 1 OHIECH3BEICE W CHEBOER.AET %800 (1) ~ (3
) IS 7/ BREOHICHIET 2 1AW 307 I /VBEEN, 7l
E0EE 1 OHEECHMMEIFICB 1T 2RI T 27 I /VBEE L IIRHOBRHAET S
NMEET2ENTES,

& (1) ~ (3) IKRBEDENRETNOT I /EBEEIE. 26 LERICE
WICERE L TW%, HEETHNIE, AR OHEHCHIME & 7 IFHERE Hf81g IS
D2WT, ROV Z MYz 7EAVWEREOY—ET YV IEICLY., L5
(1) ~ (3) ICRBHOT7 I /BEEICHIGT MU EZRHT I ENTE,
BE. SZEUOT IV BEREAREICHTEIENTRETH D,

FEBEAKICEVWT., TBREETI7I/BEE] . I UTO (a
) F21E (b)) OWTHHADEICESEND T I /BEENSBIRINWS &N
FELW;

(a) JINSzvEg (B) . FRASFUE (D)

k) Yy K . ZLF¥F=v R) . EXFTY H) ,

tEmEICBWT, TREOEREZET 2] &id. BIAE. 22MEDT



WO 2016/047722 79 PCT/JP2015/077024

[0141]

[0142]

[0143]

I/BBEEOVWTNEA, LR (a) ik (b)) OVWThN T OBICESE
N7 /BREZETHEEZERT S, [REOEFEEZET D] &3,
BIZIE, 2DUEDT7 I/ BEEOLRHIODRSEE 1 DOT I JBEED
. E£88 (@) FiE (b)) OWIThH 1 DEICEFNDTI/VBEEEET S
BEIC, BRYDTI/VBBRENELRDIBICEINDGTI/BEREEZETS
EERBRT B,

BFE LWREBRICB W T LR HAEIE. 5B 1 OHEECH3TRIE & 55 2 DHEHCH3tRI
YR T 4 RERICEYRBINTWTHE LW,

AEBICHEVTHRICHT 27 I VBREEE LTE, LR L cmAOTERE
L EMEOEBREO 7 I/ BEEICRLONARWL, HERETHNE,
RYRTFREEFFTLIEIEBZERICOVWT. ROV I bI = 7ERW
REOY—FTUVIFICLY, REEFERT 27 I/ BEREERETC
ENTE, SEEHETHELDIC, ZBLUOT I /VBEELZREICHT S
EDNFRETH D,

e ARPOZERFEMMAOREICIIEICHOLKIMERA WS T
EHTED, AED—HDOHEDFCBEICHFEET 27 I /BAFEEL Y AEW
fRIgH (knob; ZREC)ICER L. £ O —HDOHEDEN T SFcBIFHICFET 57 3
JERRIsER%E LY NI WA (hole; ZERR)ICER TS &ICEL 2T, REHE
BRRICEEBINTDLDICT DI & T, MEMICFEEZETIELNDT I
JBERTIZRIRTFRRALTOSELERITIENTES (W01996/0270
11, Ridgway JB et al., Protein Engineering (1996) 9, 617-621, Merchan
t AM et al. Nature Biotechnology (1998) 16, 677-681, US20130336973)

ZNICMA T, ARBAOZERFEMTAEOEKICIEEICMO LR % A
WBZEHETZS, MAD—HDHEDCHID —E % Z DERD I RIS T 5 IgAH
RO L. B D —FH DHIEDOCHIDERMAERDICE DD ICHIGT B IgA
3 DBEZF % B A | /=strand-exchange engineered domain CH3ZEW3 2 &
T, ER2MBINEETZ2RI)RTF RORELECHOBEFHNAREICE
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[0144]

[0145]

THERWICB|ZRI T EMNTE2S (Protein Engineering Design & Select
ion, 23; 195-202, 2010), ZOLMFEMEFE> TEMERNICENOSERE
HREOHRI D ENTE S,

fthiC b ZEEEMTADTAICIE, W02011/028952°W02014/018572%>Nat B
iotechnol. 2014 Feb;32(2):191-8. [CEEE DA DCHI &CLO=E{E. VH, VL
DABILEF A L A Ess, W02008/119353W02011/131746iC 280D
BIAICAB LT/ 70— GkRELTA2ER L CZEREERE S FET
1Mt (Fab Arm Exchange). W02012/058768%°W02013/063702|C2& D iniEaE
SHOCHIBE DA & HIEI T 27, W02012/023053IC 508D @R DERH & —
BEOEHENOSERINS _EREMIAZFERT 1141, Christophs (
Nature Biotechnology Vol. 31, p 753-758 (2013)) ICE2#DIADHEE 14
DLENSRDMAEDFEE TN TIhRIRT 22 D20/ 7 ) PHEEHK%FIF
LEZEREMTAZERTIRMEEZRAVWSIEETES,

T, WENICENDOZEREMNMAZEHRIESE I ENTELRWVWEET
HoTH, EEINEMEOHNSENOZEREMAZDRE. BRI D
EIE>TH, ARPOZEREMEMEEBDIENTRETH D, HIXE
. REBOHEDOAEERICT I /BBERABALEER(EDOEENS5T S
CET, 2BEOREFREBNOATONGFEM A RB/OTN IS T 1 —
THEREAEEICT 2 HEISREI N TWS (W02007114325) , £/, ~AF 0Ok
BT SHEE LT, TRETIC. 7O74 VAILKE T 2~ RI1g62amH
e OT4 VAICEALAEWS v NgGbDHED S AT OBtk %s
7074 VAZRAWTERT 5 HENRE I M TUL 3 (W098050431, W09503384
4), BT, IgG&ProteinADIERERMI TH BEUF /N > J435FB & L 10436
BBDOT7 I /VBBRE%R. Tyr, HisREDProteinANDREEHDERDZ T I )
BICEHUHEEZER WS, WL, SEERER S ICEBOFEICHK > TERE
IN/ProteinANDIFENDEGDHEEZR WS I & T, RHEEProtein A&
DHEEBEERAEZZELIE, Protein AASLZRAWSD I ET. ANTOZELIAE
DHEPEMIBRT DI EHTE S,
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[0146]

[0147]

[0148]

[0149]

Fre. ERDIEBOHBICHEEGHRESABIHBOLHEENEBL. 2ERE
MEMADOHBLEEE LTHWTEHLWL, CO& D AHBLEE R4 2B OHEHE
EBEFEMBICEATEZZEICE > TG RIRI B L ETHRDRVWEE
HEMIGGORIIMNATEEE 45 (Nature Biotechnology (1998) 16, 677-681
) o HBHHZFEIRT BRIC. EROELZHBICHIGE LEaWEEREEZRTH
BLEZBIRT2AEEFETEIIENTES (W02004/065611)

T, AFEBODOFcEEE LT, FCBEIBDCRImRDATOY T =7 1 —HHE
INFBENEEFERINGE S, LYEKMICIE. Ig61. Ig62, IgG3XII
9G4%&ERRE T HFCEEABMT A2 DORIRTFROT I /BEFIDS S
EUF VN Y It > TEBEINDZMED T ) v, RUMILID ) Vv H
REKLIFeBIE M IRHEI NS,

INLDEMEER. FIZAIF2EULEEETHEWSIEETEDS, Tk,
INSDOEMIE. SAIEAVW2 DOHEICEER 4 ICERIEEETE
%, IBIC, TNSOEMIIE. BROFcy REREICH T 2EAEENMETL
TWAFCHEEICHAEHETRAWVWDZEETE D, B, ARBORRES
DFIE. ERBBESMAONIZEDER—IILT. B—D7 X /BEI%=
BT NMEBEEDFEREFRLALBDTH>TH L,

AFERICEKZ SEREMNRERBE D FIXRIED.

(1) JUVEAY SHEEEEZE T 2NATEBAEZEO RN AV
(2) THIRRSBEHESFREEEEE2E T 2MFITEREAEO R A1V, &
(3) FeyBREKIIN T 2EEFENMET L TWBFEEESL KA Y
Z2UHDOTHNIEEL L. TOBEIFREINARL,

AEBPICBVWT, EROERAA VRRTF REATEEERT S &N
TES, I, (1) RO (2) OMAATEREZZO R A4 & LTF(a
b’ )2, (3) FcryZERHICHN T 2HEBEFEMET L TWABFCHEEZE
CRAMVELTINLDFEFEERWAEBEIC (1) R (2) ICEREHT
NEMBEAIEREEEZSO R A2 E (3) ICEBINFBIHEZSO RAA
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[0150]

[0151]

[0152]

VEERTFREEGTERLALEETE, ERINALRYRTF RIREORE
EZRT %, TOL D WA EFERT ZOICIFFHRO/NA T R—< D
BERHNOBET M. UBMAEEBRTHIRIRTFREI-RTBHRY
XY LT F ROREICFERFINAEOBEMBOEE RN S UKIAK LS
BIBHIEETED,

AEBAOFLELWT ) EAVMEEEEEZE T 2MATEBREICEEN S5
RHEE SR & L TIE. Blx L. R 1 ICEEHDOMAHETESESE, L iE, C
DR1, CDR2K UFCDR3MD 77 X / BERECHIAR 1 ICEEE DI AFHIE AT ZEIHD B T 50
DR1, CDR2X UFCDR3(MD 77 X / BEEC & R — DCDRECSI % B $ 2 HifiHEE PT 5515
CBRWME, MEBAIEMEE S BEENICREOREHETERENAEIF 5N D,
[1]

T IES BES TR IE R E

HO000 40 GCHO042 193
GCHO003 170 GCH043 194
GCHO005 171 GCHO045 195
GCHO006 172 GCHO053 196
GCHO007 173 GCHO054 197
GCHO008 174 GCHO055 198
GCHO010 175 GCHO056 199
GCHO012 176 GCHO057 200
GCHO013 177 GCHO059 201
GCHO014 178 GCHO060 202
GCHOQ015 179 GCHO061 203
GCHO016 180 GCH062 204
GCHO019 181 GCHO064 205
GCH022 182 GCHO065 206
GCH023 183 GCHO066 207
GCH025 184 GCHO067 208
GCHO026 185 GCHO068 209
GCH027 186 GCHO073 210
GCH029 187 GCH094 211
GCH032 188 GCH098 212
GCHO034 189 GCH099 213
GCHO035 190 GCH100 214
GCHO039 191 H0610 215
GCH040 192

. AEROFE LWTHRRBAES KBS EE 28 Y 2MATERE
ELTIE, THIERBARICH Y 2REEM 2B T 2MATERENETFTOSND
o THIREZBAEDHRTHDIAFE L <. FHICD3e AFE LW, TDL DA
AEEBSICE IN D TMAHETEREBE LT, HIRA . R2ICEEDHE
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HEH AT ZE 418, =\ MiE. CDR1, CDR2X&UMCDR3MD 7 X/ BRERHIAEK 2 ICSEH D
{RHEE AT E SR DA ¢ 5CDR1. CDR2Z UCDR3MD 7 X / BREC! & R — D CDREZFI
BT SIMAEHETTERE, B E, ST & BEEICRE O RHE
AEBEIEF 5N D,

[0153]
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[%k2]
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AElES BcSES iAElES ESES Rk B3| &=
hCE115HA 52 TRO1H036 99 TRO1H074 135
CE115HA177 64 TRO1H037 100 TRO1HO75 136
CE115HA178 65 TRO1HO038 101 TRO1HO76 137
CE115HA179 66 TRO1H039 102 TRO1HO77 138
CE115HA180 67 TRO1H040 103 TRO1H079 139
hCE115HAa 68 TRO1H041 104 TRO1H080 140
TRO1H006 69 TRO1H042 105 TRO1H081 141
TRO1H007 70 TRO1H043 106 TRO1H082 142
TRO1H008 71 TRO1H044 107 TRO1H083 143
TRO1H009 72 TRO1H045 108 TRO1H084 144
TR0O1HO010 73 TRO1H046 109 TRO1H090 145
TRO1HO011 74 TRO1HO047 110 TRO1H091 146
TR0O1HO012 75 TRO1H048 111 TRO1H092 147
TRO1HO13 76 TRO1H049 112 TRO1H093 148
TR0O1H014 77 TRO1H050 113 TRO1H094 149
TRO1HO15 78 TRO1HO051 114 TRO1H095 150
TRO1H016 79 TRO1H052 115 TRO1H096 151
TRO1HO017 80 TRO1HO053 116 TRO1H097 152
TRO1HO018 81 TRO1HO054 117 TRO1H098 153
TRO1HO019 82 TRO1H055 118 TRO1H099 154
TRO1H020 83 TRO1H056 119 TRO1H100 155
TRO1H021 84 TRO1HOS67 120 TRO1H101 156
TRO1H022 85 TRO1H058 121 TRO1H102 157
TRO1H023 86 TRO1HO61 122 TRO1H103 158
TR0O1H024 87 TRO1H062 123 TRO1H104 159
TRO1H025 88 TRO1H063 124 TRO1H105 160
TR0O1H026 89 TRO1H064 125 TRO1H106 161
TRO1H027 90 TRO1HO065 126 TRO1H107 162
TR0O1H028 91 TRO1H066 127 TRO1H108 163
TRO1H029 92 TRO1HO067 128 TRO1H109 164
TR0O1H030 93 TRO1HO068 129 TRO1H110 165
TRO1H031 94 TRO1HO069 130 TRO1TH111 166
TRO1H032 95 TRO1HO70 131 TRO1H112 167
TRO1H033 96 TRO1HO71 132 TRO1H113 168
TRO1H034 97 TRO1HO72 133 TRO1H114 169
TRO1HO035 98 TRO1HO73 134 TRO1H001 420
TRO1H002 421
TRO1HO003 422
TRO1H004 423
rCE115H 424
CE115HA121 425
CE115HA122 426
CE115HA124 427
CE115HA192 428
CE115HA236 429
CE115HA251 430
CE115HA252 431
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[0154]

[0155]

TUAHEE 7 =V BBECHI A MR 2 7 X / BRFRE (DCDRSE & kabat >/ /N1
VT EDBRICOVWTIEE 1 3ICAlRI N3,

AFEEEO T EHVIEETEMEEE T 2NFEAIEEE S THRESEFESHE
HAEMEET 2RAATEEEICESEN 2 MALETEEEI. 7DV
IR L THEEEMZE T SHEETHRSSHRESAICN L TEEEMZE T
HHEHOMBICHEGREZ S5 A/ 2HBOLEZEGL. ChE22EREMNER
EEDTOHBLEAIZMEEE LTHWS Z EATFE LW,

AFBPTHWOSNZHBOLETZEREE LT, RICEHOLEATZERSE
« XI&. CDR1, CDR2ZKZ UFCDR3IM 77 X / BRECHI AR 3 ICEB B D ALSE T E 281
DA$ HCDR1, CDR2K UCDR3MD 7 X / ERER S & R —DCDREZS % B ¢ 2 ifhl
HAZMEE, Xid, YFARREEEENICASEONAELAZRENIES SN
%,
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[£R3]
B 5 & BIES B 5% B SES B3 B &S
L0000 53 L0125 264 L0214 312
L0002 217 L0126 265 LO215 313
L0003 218 L0127 266 L0216 314
L0006 219 L0129 267 L0217 315
L0007 220 L0132 268 L0218 316
L0008 221 L0134 269 L0219 317
L0009 222 L0136 270 L0220 318
LOO11 223 L0137 271 L0222 319
L0012 224 L0138 272 L0223 320
L0013 225 L0139 273 L0224 321
L0014 226 L0140 274 L0226 322
L0015 227 L0141 275 L0227 323
LOO16 228 L0143 276 L0228 324
L0032 229 L0144 277 L0229 325
L0038 230 L0145 278 L0230 326
L0039 231 L0147 279 L0231 327
L0041 232 L0148 280 L0232 328
L0042 233 L0149 281 L0233 329
L0043 234 L0151 282 L0234 330
L0044 235 L0162 283 L0235 331
L0045 236 L0154 284 L0236 332
L0046 237 L0155 285 L0237 333
L0047 238 L0167 286 L0238 334
L0062 239 L0160 287 L0239 335
L0063 240 L0161 288 L0240 336
L0064 241 L0163 289 L0241 337
L0065 242 L0167 290 L0242 338
LOOG6 243 L0168 291 L0243 339
LO069 244 L0173 292 L0246 340
L0075 245 L0175 293 L0247 341
L0079 246 L0180 294 L0248 342
LO082 247 L0181 295 L0249 343
L0085 248 L0186 296 L0250 344
L0089 249 L0187 297 L0258 345
L0090 250 L0200 298 L0259 346
L0091 251 L0201 299 L0260 347
L0093 252 L0202 300 L0261 348
L0104 253 L0203 301 L0262 349
L0106 254 L0204 302 L0263 350
L0107 255 L0205 303 L0264 351
L0109 256 L0206 304 L0265 352
LO113 257 L0207 305 L0266 353
LO115 258 L0208 306 LO267 354
L0117 259 L0209 307 L0268 355
L0120 260 L0210 308 L0269 356
L0122 261 L0211 309 LO270 357
L0123 262 L0212 310 LO271 358
L0124 263 L0213 311 L0272 359
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[0156]

[0157]

[0158]

[0159]

TALSE 7 X VBB AR 2 7 X /BB E DCDRFEI &, kabat >/ /N1
VT EDBRICOVWTIEE 1 4 ICBlRI N3,

T, REBICEWT MBEMNICAE] &I MERICHT 2EEHRMNM%
PRFETHD, HWE, ZEREMNERESTFELTRVWLREREIC,
JYEHY IHNREL TWHMENIEYMEESSOBEBICT T 2MiREE
SEMDNRETHD I EERKT 2, BERMMD L CHRIESEMEIE. AN
MEOEHICEIVWTHET S EMNTE S, MRESEEEAET 24
&, GPC3A'FEIR L TWHATEDMEX IFHLZMEZ S UMEDHBZ B W T
FWA BIZIEGPCIZFRIRT 2 & MDA KIRERETdH HPC-10F /= 1INCI-HA46%
AWSZENTES, FEMBERRBICSEVWT, Foy REMFICNT 5
BEEDETHEETHD I ETE L,

BIZIE, ARERAME ICERE S Wz AT EMEE (Gt BB HEATERE
) CHEEEMICASAMAHE T EEEIL. TOTE R DHEDON & L CAREE
MEICEHINTOWIRALETERE S HAabEBE, BERNELSR
ETHd. FWE. FEREHTERZESFE LTARAVWLREEBEIC. JY
EA Y 3AHRER L TWAHIIEX IS EEMEEZ STHEBICH T 2 iRGSEEM
NRAETHD I EEREKT 2, FAMPAMEICEHRI M MALEETERES
(L& R BLHAIEMRE) SHRENICREAMALEETERZIR. Z0meER
ZLEHOXN & L CAERMEICEH I N TV AHETEEE S s bt
A, BARNEARETHD. V. FEREMNRBEESTELT
AWSLNAFEIC, JUEAYIHRBL TVWAMIENIELUZMEESTHE
IS T 2HBEEEELIRETHD I EEEKT D,

gz, TA%F] &, BT LEAREOFETHZ2HEN R, SEELE
BEINTWTHELW, BHENICIE., MRICNT2HBERNEOHZEIE. HR
&R B ERIF OISR M GRKDE) & b8 U 7= B (KDIE/#RKDAE) ¥1. 5
LTFDZEEETEIENTES, KDE/FHRKEDEIX. FF L <IE1.3UTF
THY., FYTFFLIEL 2T, LIBF, 1,024, 0.9L4F, 0.8LLF, 0.
TR, 0.6AF. F7/2I30.5U T TH B, FRICHRIGRWA, FXIX107, 1
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02, 103, 104 105 F/ld10® TH>ThW, BAEMICIE. FERICEWT
KDE/3RKDIED{BIE. 106~1.5x100 AFFFE L <. L YFHL < IE106~10,
FYUFFELIF106~102 LYFFHLIZ109~10° TH B, HMREEFMED
e, HREDIZZEREMNRES 2 FOMAETEINGIZE GRIERIEIEL
HIE) & LEEs U 7= fE GHERRIETE HI = /3R MR 18 FE DRI =) 2%0. TRL E D156 %= &
T2 ENTED, RNT2LZEREMNRERBRES FORERERERESN
N, FFEL<IE. B Z1E0.01nM, 0.05nM, 0.1nM, 0.5nM. F7/=i&1nM, FF
L <1£0.05nME /(30 InNTRIE S 5. HRARIEDEHNH SR/ ARARRRIBIEHHI == D
Eid, FELLZKOBULETHY, LYFHEL<IF0.980E, 1,080k, 1.2
o LBRIE, 2B E, 3BAE, SBAE, 10RA L, FAIE20UETH B, LIRIC
BIBRIEARWAY, FIZE10, 102, 103, 104 105, F/id10° TIH> TN,

[0160] FAMEESEEHOHBEE. TOZEREUNREEESS FOMBICHT 55
O%IEFEHNH R (GRHBARS00EEHIHRE ) & L8 L 7= fE (HERR 50 E FE Nl iR
/MRS 0MIBTENENRE) WM. OLA T DIFE Z2ET 2 2 &N TE S, SOMIETEHD
FREC . ZEREMNRBESSFERMLAWSEEITIA, MEiEx
EHERBIELDICHELSEREUNRERESTFOREDIETHS, [H#
RES0IBTE SR E /AR MRS 0BTEMENRE ] DER. FHELCIELIUTFT
HY. FYFFL 2T, LR Lo, 0.9 . 0.8ELF, 0.7
BAF, 0.6BAF, F/I20.5MAFTH 2D, FRICHIRIE WD, FIZIE100, 10-
20103, 104 105, F/IF108 TH>TLW, EFEMICIE 106~1.5x100 A
FELL FYHFFLIEI0~107, FYBFFELIF105~102 LYFEL
<IF106~103 THh 5,

[0161] &7, GPCIEEFEMLZE T IMBATRBEHEZIC FA A VICDWTIE, GPC
3 (BIxIFk MGPC3) (T d BKDIEIE. BIAIE 5x10° M LI TH > TL L,
FFELLIE 4x10ML T, BIAIE 3x10MBLTF, 2x10MBAT, 1x10-MBA T, 8x1
O-"MEAT. 5x10-MEAT. 4xT0-MLLT, 3x10MELT, 2x10'MELT, 1x10-1°MEL
T, 8x10-"MBLTR, 5xT0"MEATR, 4x10-"MEATR, 3x10° "ML, 2x10-"MBLR, 1x
10°TMELT, 8x102MELTR, 5xT02MELR, 4xT0TMELT, 3x10"MELR, 2x10-™M
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[0162]

[0163]

[0164]

PUF. 1x1072MBLTR, 8x10-BMBLTR, 5xT0-BMEAT, 4x10-3MELTF. 3x10-3MELTF,
2x10° ML, FE1x10- ML R TH > T L LY,

g, THRRBFESHEAELZE T 2NAETEREZIT M XA VI
DWTI. b MNTHIREZEHESHE, fIZIEe MTHREZEE, LY EERIC
Bz e MCD3 e SRICK 9 HKDEIK. BIAIE 2x107 M IR TH > T LKL,
gFE L <IE1.5x107 M BUTF, BIZIE 1.4x107MELT, 1. 3x10MELR, 1. 2x10-"M
PUF. IX107MELT, 3x108MBLTR, 2x108MBLR, TxT0MBLTR, 8x10- ML, 5x1
O-MEAT. 4x10°MEAT. 3xT10°MEATR. 2xT0°MEATR. 1x10-°MELF, 8x10-"°MELR
« OXTOTMELT, 4x107MELT, 3x10MELTR, 2x107°MELTR. Tx10'MELTF. 8x10
TIMBLTR,. 5x10-MEATR, 4x10-MELTR, 3x10-"MBLTR,. 2x10-"MBLTR, 1x10-"MEA
T, 8x10"MELTR, 5x1072MELT, 4x102MELT, 3x107"MBLTF, 2x107MELTF, &
ZIEX10" MU T TH B,

AEPAOZEFEUMER/E D FIF. FE LI, B MPC3BLTE MTHE
fREZEHESE (BIA L MCD3 e H) ITHT HKDIEI. TN EN5x10-° MEL
T LV 2107 MEATFTHY., FYFFLLIE, ENENIXI0C MUUTFE LT

5x10¢ MLAFTH %,

AFEBICBEWT HKEEMICAS] OMFATRMEIRE &, EROFRGZmk
IHAHEATZRER O/ XEMAELEAT RIS THNILRFICRESI AW, £
D& D BMFETEEEE LT, AR, ERORI~ 3 ICEEHEOTEMREHD 7
/BB FEITEBOT I /B (BIAE, 20 3, 4, 5FLIF107 X
) NEH. RE. MRV / XEBEEAIThTWTE LW, 73 /EBESIC
W, FLEBEBOT7 I /BIER. RER ANRC/ XIIEAT S8
D, BEEICILKHAONEREELTE. VNI BIRIEEEZZEATEIAE
BHSNTWS, BIAEF, BEETHNIE, BAUKENERFEFKE (Hashimo
to-Gotoh, T, Mizuno, T, Ogasahara, Y, and Nakagawa, M. (1995) An olig
odeoxyribonucleotide-directed dual amber method for site-directed mut
agenesis. Gene 152, 271-275, Zoller, MJ, and Smith, M. (1983) Oligonuc

leotide-directed mutagenesis of DNA fragments cloned into M13 vectors
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.Methods Enzymol. 100, 468-500., Kramer,W, Drutsa,V, Jansen, HW, Kramer
,B, Pflugfelder,M, and Fritz,HJ(1984) The gapped duplex DNA approach
to oligonucleotide-directed mutation construction. Nucleic Acids Res.
12, 9441-9456, Kramer W, and Fritz HJ(1987) Oligonucleotide-directed
construction of mutations via gapped duplex DNA Methods. Enzymol. 15
4, 350-367. Kunkel, TA(1985) Rapid and efficient site-specific mutagen
esis without phenotypic selection.Proc Natl Acad Sci U S A. 82, 488-4
92) BREERWTT I /BERNIGEEEEZEATDH I &ICLY., RO
BREHT INMATEMREERENICRASLAIREEZRARNT S ENTES

(o)

7

i

JBFRECRETIHEICIE. TI/BAHOHEMREINTWS
OF7I/BICERINDIENEELWL, AIZE7I /EBAHEHOMHES L
Th, BKME7I /88 (AL I Lo M FOPOW YO V) BRKET7I/VEE R
DO NCCE QG H KOS T) . RERSERAISEEE TSI /B (G ALV
LR KEEEESEMEEZETSETI/E ST Y) | MERTFEE
REEZET2T7I /8 C M) . AVRVERUCT7I FESERMEZETS7
/B (DN E Q) | BESEAHEZEITLZI7I /B R K H) RO
FEGESERAEEETLZTI/B H FL Y. W) 2FFf52&NTE2 (1
SRIEWThET7 I/ BO—XFERERY) . IhS5OETIL—THROT
I/BOBHRZRENEREN T, H2T7 I /BREIICHT S 1 XIZHEEE
DOF I /BEREORK. MMRT/ XIEMOT I /BICK Z2BHRICE Y B
INETI/BRNEETIRIRTFRIZOEYENFEEHIT TS
ST TICEShTWwWa (Mark, D. F. et al., Proc.Natl.Acad.Sci.USA (1
984)81:5662-6 ; Zoller, M. J. and Smith, M., Nucleic Acids Res. (1982)

i

10:6487-500; Wang, A. et al., Science(1984)224:1431-3; Dalbadie-McFar
land, G. et al., Proc.Natl.Acad.Sci.USA (1982)79:6409-13) , C D& >

BY I/ BREESOARAOTEREIE. NEMOATEHEHDCDREZS, FR
LI ISP RBIHEAHED T X /BEINE DR EHT0%, LYFFELIFDR
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EHT5%. SYTFFZLLLIFDRCEDB80%. IHICHFFLLIEDR< E$8D
% ILHICLYTFFLLLIEDARLCEHNS. Z LT, R FFLLLIEDARLCE
59D 7 X/ BENDE—4%ET 5, ABMEICSWTEINDOR—MHEE.
BRIE—MEIRRKERDELDICHEICH BRI ZETIEL, BEX vy v %
BALLSE. TERoHETEEE X IILEAESEEO 7 X / BRI ORE
EE—DEREDEESE LTERIND, 73 /BRIOA—HIZ. BROA
RICLYRET B ENTE D,

Fle. HBENICRZOMETERE] IS, AR, BROoFRI~3ICE
BOARMBIHOT7 I /BEEIZ 21— KT HIEEBINSRDIHEBICA N >
VIV MNREBETTNAT)TAXTIREBIOBDIEEAARETH D, A
RO T7 I /BEN % 21— RT3 BEMIUNSAZIRKEBICAN) YTy
NERHETTNAT)IAXTERBERT D/0D. APk
BNATYFAE—avEmE LTIE. 6 MiRSE, 0.4% SDS, 0.5 x SSC. 3
ICOFRBFELIEFINEREODRAN) D2 —DNAT)F1E—- 3y
ZUEFIRTED, JYRNY YTV —DFVEHE. B2 6 MR,
0.4% SDS, 0.1 x SSC, &2CThnEHEZRAVNIL, L YBRAMDS WKEEDEH#H
ZHRT B ENTE S, N TVFAE—2 3 VEOERFHIZ. HIZI0
.5xSSC (1xSSCI£0.15 M NaCL, 0.015M 4 TV ERF+ R 1) L, pH7.0) . B &
T*0.1% SDS, 60CICH T %%, L UWIFFE L <IE 0.2xSSC, &5 L 1r0. 1% SDS
. BOCICHITBHES. LYUIFFE L <IE 0.2xSSC. £ 140, 1% SDS, 62CICdH
5%, LYUFFEL Ik 0.2xSSC. & &£ VM0. 1% SDS, 65CICH 1T BB,
FYUBFE L <IE 0.1xSSC. &£ 7T0.1% SDS, 65CICHIF2kETH D, BB
L7 BB DEHDRE L. BBORMOBERICEL > TITI I ENARETH D
o HBEINARBOBERMEE, BERISET, DA EHEUUE, I5IC
BFE L IET0%AE, X SICFFE L < IE90%A L (B 2L, 95%. 96%. 97%. 98
% 99%LALE) DEFIOR—EEET B,

EENATVIAE—2 avRMEFRT2AECHNZI T, AEBEHEOT
/BB E - R HIRERINEREEICERLETSA1T—%2BWVWSE
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[0168]

EFIBEE. FIAE. R XS—EEHRG(PCR) EZFA LT, TERE
OF7 2 /BENEI1— RT2BEMIUNLQRDIMBERARN) I Ty MK
BRTNATVIA XS 2RBEERETZEETEETH D,
BERIIKRCT I /EEEHOR—MIE, Karlin and Altschulick 2 7)1 3
1) X LsBLAST (Proc.Natl, Acad. Sci.USA(1993)90:5873-7) IC& > TRET %
CEDNTED, TOTIITY) XLICEDWT, BLASTNPBLASTXE R IEN 2 T
045 AMEREINTWS (Altschul et al.,J.Mol,Biol. (1990)215:403-10
) o BLASTICE DU TBLASTNIC & » TIREBLI Z AT T 2IFEICIE. /AT XA —
& —3BI Z iEscore = 100, wordlength = 12-3 3, F/=. BLASTICETWT
BLASTXIC & » T7 X / BRECHI Z BT T BB EICIE. /NS5 A =4 — I3 X (Tsco
re = 50, wordlength = 3& 9 %, BLAST& Gapped BLAST’ A4S LA&EAWS
BAICIE. E7OT5LD0T 74N MRS A—F—EHWB, Ih5HOEN
HiEOEEKNLGFERILIAMTHSD (NCBI  (National Center for Biotechnol
ogy Information) ¢ BLAST (Basic Local Alignment Search Tool) @7 =
TH 4 NAESEE ; http://waw. ncbi.nlm. nih,gov)
ARBOLZERFEMMERESFICETND V) EL VEEEEEZET S
MAETEREG ETHIRESSAESARRBEEM 28T 2MATEREOHEEGE IR
. EROFEEEETBRYBCREI AW, REBICEWVWTIR, ZEH
EMMEREED TOMBRESEEMED. ERFIBICEHRO ZEREMHAGPC3 E
RY22 rCEN5EBAEXIZENULTHIMRBEDFAHFF LW, T T
Bl &id. EROBEY., ST LHERABEOFETHLI2UEN R, JEED
ERINTWTH LW, GPC3 ERY22 rCE115& thEE L CE%% & 1. GPC3 ERY22
_rCET5MD MR IBTEHNHI =R (MR IBFEHNH=. (GPC3_ERY22 rCE115)) & LB L /=
{E (KRR TEHN S = / fARR L EHN4 2 (GPC3_ERY22 rCE115))A%0. 7Tl L. #FF L
<IE0.8A k. 0.9, 1,00k, 1,24, 1.5k, 2B E, 3RAE, BRAE
10 E, FAEIE2ULEDFZEEZEFTEZIENTES, LRICHIRIZAWD
C BIZIE10, 102 105, 104 105, FIE10° THoTLW, RINT2LERE
MMEEES O TOREITEEREIND A, FFL I AIZIF0.01nM, 0.0
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[0169]

[0170]

[0171]

5nM, 0.1nM, 0.5nM, F/zid1nM, #FF L < 130.05nMZE /2120 InMTRIE T 2,

F7/=. GPC3 ERY22 rCET15M#AREICX T % b0%IBTEHNFIIRE (50%85BHNH=
B (GPC3 ERY22 rCE115)) & EbER L 7= 4B (HARES0%IEFE N HIIR AL/ HE AT 50 B FE D
HliRE (GPC3_ERY22 rCE115)) MU TDHZEEEITH I &N TE S, [HilE
S0%IEFEHNE R/ SHAE50% IS FEINHIRE (GPC3_ERY22 rCE115) | ODfEIL, 3T
LLIEL3UTTHY., FYUFFELIEL2MUT, LIT, 10T, 0.9UF
. 0.8LLT. 0.7LLTF. 0.6MAF. F&IZ0.5UTTHB, FRICHIRIZADVA
CBIZIE10, 102, 1058, 104 105, F/IE10° THo>TEW, EEMICIE
106~1.5x100 A FFE L <. LWFEL IF106~107, L YIFFE L < IE106~1
02 LYUIFELLIZI06~10° TH 5,

g, ERPC3BLVE MTHIIRSEAHESHE (BFlx Xk FCD3e 8) Ix
TEFFELWEFRNGKMEICDOWTE, LRBICRLAEBY THS, /.
fid. GPC3IA'FEIR L TWBHATEDMRX I EEZMiE% 2ORMEOHEBZ AW
TV, BIZAILGPCIEHIRT B b M AMIBERE TH BPC-10F 7= IENCI-HA46
ERAWHIENTES,

ZFOLOMRT) EHUIEEEEEET 2METEEE S THIESEEES
HEEEEEET 2 RFTEBEEOMEEE E LTIE, flziE, RUEBEHOR
(AHSE AT SBE RS, ik, CDR1, CDR2RUCDRIMD 77 X / BREZFI AR 4
ICERE DI AHSE AT 4RI D E 3 BCDR1, CDR2Z UACDR3MD 77 X / BAELS! & B —
ODCDREZF %8 ¢ 2 IFHEAEEROME T, M E, LA EEE & HEE
MICESEOMAHETEEESOESENZEITFOSNE, T2 T MEENICAZ)
S, ERICEBROBY TH D,
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[$k4]
GPC3fil/ TR RAEEHH | BIES
H0000/hCE115HA 40/52
H0000/CE115HA251 40/500
HO0000/CE115HA236 40/429
H0000/TR0O1H002 40/421
HO000/CE115HA122 40/426
H0610/rCE115H 215/424
HO0610/TRO1HO040 215/103
H0610/TRO1HO61 215/122
H0610/TRO1HO068 215/129
H0610/TRO1HO71 215/132
GCHO054/TR0O1H067 197/128
GCHO094/TR01H082 211/142
GCH094/TR01H084 211/144
GCHO065/TR01H084 206/144
GCHO065/TR01H082 206/142
GCHO094/TR0O1H109 211/164
GCH065/TRO1H109 206/164
GCH094/TRO1H113 211/168
GCH065/TRO1H113 206/168

ZFOLOMRT) EHUIEEEEEET 2METEEE S THIESEEES
FEEEEEET 2 RHTEBREOMEEEICH LT, FELVWHBLHEE LT
iZ. BIZ(E. L0000, L0011, L0201, L0203, L0204, L0206, L0208, L0209,
L0211, L0212, L0222, s\ M. H5&LESDCDR1, CDR2ZUFCDR3IMD 7 X ./ BAER
FIA, T SHBLEEDCDRT, CDR2X UCDR3(D 7 X / BREEF! & R — D CDRACS!
AETOHELEABIF2 N TES, ERMAESE S LTI, BRI
ROICEBBOMMAHHETERRE R O HBLHOHESE, L&, CDR1, COR2ZKZ T
CDR3D 7 X / BAERFI A ROICEEB D IMIA A EEIH R O HBLEED A HCDR1, C
DR2% TFCDR3(MD 77 X / BEECS & B — DCDRERSI 2B § 2 A E4EEOHES
BV, HEAIEEE & BRI IC RS OMFHE T BRI R O HELEE O
BEHIBIFONhD, 22T MEEMICASE] &Ik, ERICEHDOBEY THD

(o)
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GPC3fAl/THlifa 2 B A& 5 (A ]/ HEL5H ALY &5
H0610/rCE115H/L0000 215/424/53
H0610/TRO1H040/L0000 215/103/53
HO0610/TRO1H040/L0201 215/103/299
H0610/TRO1H040/L.0203 215/103/301
H0610/TRO1H040/L.0204 215/103/302
HO0610/TRO1H040/L.0206 215/103/304
H0610/TRO1H040/.0208 215/103/306
HO0610/TRO1H040/L0209 215/103/307
HO0610/TRO1H040/L0211 215/103/309
HO610/TRO1HO61/L0000 215/122/53
H0610/TRO1H068/L0000 215/129/53
HO0610/TRO1HO71/L0000 215/132/53

GCHO054/TR0O1H067/L0201 197/128/299
GCH054/TR0O1H067/L0212 197/128/310
GCHO054/TR0O1H067/L0222 197/128/319
GCHO054/TR01H067/L0000 197/128/53
GCH094/TR0O1H082/1L.0201 211/142/299
GCH094/TR01H082/L0011 211/142/223
GCH094/TR01H084/L0011 211/144/223
GCH065/TR0O1H084/L0011 206/144/223
GCHO065/TR01H082/1L.0011 206/142/223
GCH094/TR0O1H109/L0011 211/164/223
GCHO065/TRO1H109/L0011 206/164/223
GCH094/TRO1H113/L0011 211/168/223
GCHO065/TRO1H113/L0011 206/168/223

[0174]

[0175]

ARPOLERFEMMERED FICSENDFCEEIF. Fery TRAICHT
BREETEEMET L TWBFCBEETH BRYRFICHIRINARWD, KFEBO
1FE LUWFehEE & L TIE. BRI, E22HhDF 4B ER 4y & E22HK (DF c4EIgER %
DHEEH. E2702GsKsc(DFcBIEERSY & E2704sEpsc DF 4RI ER > DA S+, E27
02sKsc(DF cAE1EER 9y & E2704sEpsc DFctBIHER D DA A BIFB &N TE
%,

AEBAOFE LWEEFEMNMEBELTFELTE. JUVEAVIIINT S
BEENEE T AMATLAEE S, (D3 liNT 2REAFHEET 2RETE
HEEEET 2 _ERELRRENIBTIOND, LYUFELIE. ZERENR
AT BGPC3 ERY22 rCENSE LB LT, MIBBEFMEHIRAEIEETLLULT
HBIZENMTFFELWL, TOLIIBRTEREMRAE LT, AIZIE, Fx1 3
ICEREOHES L ULEEEZE T 2 —EREMNAE. I, BBRAEIMEET S



WO 2016/047722 97 PCT/JP2015/077024

[0176]

[0177]

[0178]

IEN-—TEEETZIEN—TICHEEL. LRDOFcy ZRERKICHT S
SEMMET L TCWAFiES A BT 2 —EREUNAERIF5&0TE S,
ZT. HEIMEIMBOMBEERT I N—TEEBHET 2HENIE.
BMEDODIEN—FIIHTIHEICL > THRT D ENTE S, MABODH
Bl BERBET Y EAILLI>TIMMETZ &N TE, TOFERE L THEER
EEREREREE (ELISA) | AT R F—&ZAIEZ (FRET) PEILH
SRERM (FMAT(BEEE)) QEMNEIFLNE, MRICES LEEZRED
Eld. EET2IE N—TAOHEEIIH L THRET 2 IEFRARE R
#) ORBICEENICEELTWS, $4hbb, EET2IEN—TICH
T EWRIMAEDOEPEMUENAE L 2 ZITE, ZMEORBEANDEESEIME
TL. MEANOHEBRAAOHESEIXIEMT 5, EFMICIE. RRICH L. &
LAEHE LA S TETREREEERICHML, E#EFA L THE
BLTVW2ENRGFEHRET 2, MRICES LABRFER. ZEE TOE
HLTHELLIET, BRICAETE S, TOEHITIFICIEBIRI RV,
FEIC UCEHAEEERT 5, F#AEE. BHRNICITEAER. B

T, BREBLEIBFISND,

BIZIE. GPC3F /=13CD3 e ZEML L E—XICEHENEH L &t e, 3E
ZHOZIME D 2 W IEWRIAAERBICRMN L. EEBI N/ s 5=
ERERMICK > TRHET %,

ZITWD TERTI2IEN—TICHET A ik, BESIEICH
LT, FEBHOZMEOREEICLYRBEEEOMET I 2RE (IC,) IIx
LT, BRIAESIEEHZIEDIC,DRE. 10045, 1FF L < 1580fE. X5
ICHFE L < IE50ME, I SICIFE L < IF306E. LUIFFE L IFI0ES WVEET
PR EE50% EHBZMADHEEZBETIRLZIENTEINAETH S,

EROFAEIEETIIEN—TEEBTZIE =T ICHEET 2HED
NEEABMEZET 22EREMENERES TR, BhMBEEEE%2E
B ENERETH D,

AFPOZERFEMENREE D TIFRIRER A NFOEERZER CFE
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[0179]

[0180]

[0181]

IKEUERTI NS,

FEARBR., ARPFOMER/ESFEI—RNTIZRY XTI LA F RICE
95, AFPOMRBEEDTFIE. ERORBERI Y —ICHPAT I ENTE
%, RN Y —THRELREIZ*HEGHRL. NIERESFORREMBEE T
22ENTED, MEBED FORRMELZEEL. BELBENSRIREY
ZEUINTNIE, HERY XV LAFRICE>TA—RIhBMERBEST%
BRBT5ZENTES, BIBAFERIZ. AEBOMERHKEESTAZI—KT5
RUXIUVAFREEORI S —, BENIVI—ERFT M. BLUY
ZMEEEE LIEBE LB OMRBEESFERNT 5 L2280 NER/ESD
FOREFERICET 2, oA, s A nAdEBROFEICE
YSB I EMNTES,

EEERY

BIOBRSICEWTIE, AFEBRIZ. (1) JUVEHY IFEEEEET 0
FRAERBERESC R X1 Y, (2) THRESEAESHREEEMEEET 20K
AEMEHESD RAA Y, R (3) Fey 2REAICH T REAFUEMET L
TWABFBEASO RAM Y, 2ECLEREENEREEDTEEURD &
LTEET2EXMEMEIRETT 2, X, AEPREZMEREDFEEY
KaE LTEET 2MIREE4FE T 2EEMERMEAT 5, ARBOEREME
I, HEMEEE. FICTHREAEHWHERGS#FS L. SEMENFH
RISEBBRICHEREREEBEL TV IRRELIIERT 2AEESHIRER
IS INBZENTFELL,

oo XEBRICBEWT,

(1) JVEAY IREEFMEET I2MBAAERREEZEZL KA >,

(2) THIRSERECHREEELEE T 2MAAEEBEZEU R AM V. &
[O)N
(3) Fey ZRKIIH T 2RBEFUHEMET LTV BFCBIEHEST M X 1 >,
EEUCSEREMNERAEDTERIRDELTERT 3. MRGEFEH
B L CHRIBIEMEIFIE. BENERESTFERRICKRS T 2ITREE2E0H
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[0182]

[0183]

[0184]

REEZFET SHE. Fhid. HRESFSEH S L UHIRREBEINHFH DR
EICBIT2UBNMEREDFOERERRTDIIEHTEDS,

AEBICBEWT, [ (1) JUELAY IBEEEMEZE T 2MAEEE %
BUORXAY, (2) THEZEAESHESEEZE I 5NMGATEMEEZS
CRAMY, RO, (3) Fey ZBERICH T HHRETEMUEMNMET L TWSFetR
eV AV, Z2B0EREMNERESTFEEIRDELTERY
%] & HENRBESFLIEWELRDELTECEVWIEBKRTHY
. HBERERERS S FOEBEEXELZGIRT 51D TIERL,

e, BEKB UCARBOSEREMTRERESFR<1 7087t (
EROFIXFLELA-R, ESFV. R [AFIAET )] FD
A ATEL) IKHATh, OO4 KRSy TFIRY =257 L (1)
RY—L, PIVTIVIVARTIT. XAV7AIXNTYary, F/RFR
CF /) ATEILE) EXhES ("Remington’ s Pharmaceutical Science 16t
"edition”, Oslo Ed. (1980)FZM) . I HIC. RFEZHRBMEORAET 2
FEERAMTHY., BZFERZAERPFOZEREMNMRESS FICERAIL
5% (J.Biomed.Mater.Res. (1981) 15, 267-277. Chemtech. (1982) 12, 98
-105, REHFFFERITIN0S. BRMNRFEFABAAIREPS84815 - EP1339885., Bio
polymers (1983) 22, 547-556)

AFEBOERMERY. H5WISHRESFER S L CHRREIEIIHIFI.
BO. FROBREOVWTNINMNIE > TEEBILKRETHIENTES, FFL
CIRFFEROBETH D, HR2EEHFEE LTIEFRNICIE. FHEES. K&
BE, Bits, BRIEGQENEITOLND, AR5 LTE. HIAE
FRARPES, BRRREST. ERERNES. R ERGENFETFLND, HIZIE
TR EICL > TARBOERMRY. H5WIHRGEFER S L UHE
IBEIHEIFIADEE T IER/ENICHESTES, k. BEOFEm, ERICE
YBERSAZZBRT DI ENTES, HEEELTUE AIZXIE. —OO
BEICDEMKE! kg7 0.0001 mgH 51000 mgDEE TR EEINRIRTE
%, HDBWNE, BlaiE. BEHY0.001 mg/bodyH 5100000 mg/body D EEH
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[0185]

[0186]

[0187]

TRSENMBERING S, LHrLAaNs, AEBOEEMENRY. H 53
BSEFEH S & CHRIEENHFIE N SOREEICHIRIN 25D TIE
RN,
ARERAOEZEMERY. H2 W ITHREGEEFEE S L CHEIBTEINEIFIE.
BRI > TEF T B &N TE (B AIE, Remington’s Pharmaceutical
Science, latest edition, Mark Publishing Company, Easton, U.S.A) . &
EWICHBINSBEPRIMERICECEDOTH>TH LW, FIAIERE
EMR. BEE. BaR. B8, REN. REA. BFF. BBF. Tk
B#E. BEF. BREF. BRA. REMREER., BRAIENESFOSND, B
ILIhBICHIRI NS, TOMERAOBEN M EEFRATE 2, EFMICE.
BREEKT/B I BRELO-— Vb=, TVTV ALK
O—XANYT L AIAO—RFT M) DL EROFPTOELEILO—
Z, EROF> 7O AFILEZILIO—R, RYEZLTEI—ILIITFI
FX/T7EF—h RUYEZLEDQY RV, €5F>. PEREREBN) T
54 R, RUFAFVIFLUELET B0, AFE. DILRFIAFILE
VO—2R, A—VRY—F, EREHREEHEGFE L TESFLIENTES,
oo AFERIF, TIVEHY IMEZRIRT MRS HZMRICEET 2
AFPOLZEREMNERED FEEEMIED I LICLY LFEMEDHKIR
MR, X, SEEARMRZSCERESRICES 23ISR ITHE W
. MR IS RSB OEIE A G T 2 R RMT 5, HBMRICES
PLEREMNMERES S T, AFEPOMBEEEFEH S L CHRRIBTEIH]
FICEBINDUBMRICKE T 2ARBOMERESFELTLERLEE
BYTHD, YFNRIHEETIARPBOZEREENRBEES S FIES
HHIREIE. UEMEIREL TV AR THNIERFICRE I AW,
AFEBICHEWT MEM] . HIXIE BBRERTHEE L TWSHGPCHIERES
RMAOEERIC. YEZMRICKE T 2AKBPOZEREMNMRESS T
AT BEICELYITbNE, TOBEICEVWT, RSN 3NERBESF
DR E L TIE. BBEXILEREZREFICLYB LN IERZORRIEEE
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[0188]

[0189]

AINB2, KBRELTHRMINDIZEICH > TIMRICAFKBOL ER
EMNEREEDTFOA%2HT2KERTHYRIFS L, HIAF LELZHDOR
EEMR. BREH. BeR, BER. RER. REF. BEAH. WEH. £
sRICE. BEF. BHIER. JBRE. RBMERER. BRAEFELZEUCBERTH
HYED, RNTIRERBICREINRVWS, EERPORKRBEELT
HFFLLET pg/mi BT g/mlDEETHY . FYFHLSIET ng/mlid T
mg/mlTHY., BICHFELIETug/mHS1 ng/mIMMFEICERINGES,
FLAFREBICBEWT MEM] FEIC, BIOBKRTIE, GPC3HRD AT
EERRICBELIEE NEIY. REMICHBMRARIRT 2MBEEZET 5
IS T2 &I THITOND, HEHZERO. FEROFSOWV
THMIE > TERETES, FICHE LCEIEROKREICLD2BEHFETH
Y, R2¥EHZE L TIEFNICE. E5EE5. BERE. BMks. &
EHRERENBIFOENG, FHFEEE L TE, HIAE BIRAGES. AR
S, BEEERER. RTERQELIBFSND, FIAIEERESICL>TK
REIOEZRMEXY. H25VWIEHREEFEH S L CHRIEHERERN I EE F
IZBEMICRETE S, F. HREYOFEM. ERICLYBEEREAE
EBIRT D ENTED, KBERE LTUESINZBEEICH > TUSMIRICK
RPOZEREUMRARE I TOAE 2B T 2KBBRTH>THLIWL, fl
ZXLREEHOREEMR. WA, BH. B8, RER. REF. &
EE. BBF. FRiHF. B, BER. BREL. REMEES. BHERHF
FEEBUBRRERTH>THLIW, BEEE LT, AIZE, —EOKSICDOE
RE1 kgd 7= 0.0001 mgH 51000 mgDEE THSENBIRTE S, HDW
k. Bz IE, BEHY0.001H 5100000 mg/body DEIF TR S EABIRT X
%, LLAAS, ARACZEREMMERBES D FOREER I LD
EEICHIRINDEDTIEAW,
AFPOZEREMNERES D FOEMICSL > THEMERED F 2 HK
T2V ERVIBEEMEE T IRAATEREEZET D RXA UHREET D
TJYVEAVIRRERRT 2HMIRICE| TR IhMRBE 2 TEXILAET
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[0190]

[0191]

[0192]

7EE LT UMTOBENMFEICHERINS, ABRENICE VW TEMREG
EEMEFEXIGHET 5 AEE L TR, MIRGESUHTHAEE R E ORIEE
EBFLIENTES, AEBAOZEFEMNERS S FATHRMESSEMN
ERTEHEN BDMOTEICLYRET S ENTES (FIAIL, Current

protocols in Immunology, Chapter 7. Immunologic studies in humans, E
ditor, John E, Coligan et al., John Wiley & Sons, Inc., (1993)%) . &
MOREICEL T, JVEAY I LIEFERDIMRERTH> THRICERT S
MEAER L TOWRWRRICES T 2MERED T2, ARPOZTEREM
NEREDFEEFICHRE LTER LT, AEROZEREMNEREED
FHANKE LTERINATREEEDFLY VRGBSR 2RI &
WL YUTEMENMHIEINE S,

T, SRR THERESEHZFTEXISANET 2701, FIZIET) ED
VIMRERIRT 2HMEE. e MEBREMORAXIER TICHIER. HH
XiEAI S BEAXEHERRTHREBRNIREES D F 2Bk ULERERICRS
INd, BEOATIZRAMICHET 2 EICLY HFBHEOAEIDE
EOEENMMREGEEETEEREING DS, ABRERTOFNME BRICHRE
ROIMEB/EDFHIRE I, ARBONREESD FORSEHICS T ES
ORZINNBREREDFOREHICE T2EEOREILY EEHRITN
IWZ EHHRGEELERET 2 EHEING D,

TVEAY IRREFRT 2 MR OEIEICN Y 2 HIFIRNR 2 59 LA E
§2HFEELTIE. 7A4Y b=FFR)L L7 thymidine DFARE~EUA AR E X
MTTEDFBEICAWVWO NS, . SRR THIBEIEIIHE M & 5 X ILAE
T5hHEE LT, LREBHOEFRICS W THIRRESEM 4 TEXITAET
2HEERMUAZEFBEICBVWE I EHNTED,

FLEAERPE, FRPAOZEREMNERES D FELREARPORES X
ICEYRESNAEZEREMNERED F220. AEBOHFEICAVWS L
HOF v MERBET B, ZF Y M, TOM EFWNICHFEINZHERE,
Wk, ERAEEREH L BTRESFE/N\vr—JLTELIENTES,
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[0193]

[0194]

FLEAERRZ, FRAOHEICERT 00, AEPFOSEREENR
BEDTELRAKPORESFLIYEEINAZEREERERRSS T
BT %,

FLEAREBR., FRPOSZEFEMNREBE D FOPCIRESEEEET S
MAAEEEAEES0 R XM V280, PPCIHESTEMREET 20 TFICEAT %,
FARRIZ. ZDFICEINIHHS L TLEHEHOENETN3DDCR (F516D
DCDR) ZEBLETNFTHHES L ULEHOMATERIEZ2H. PCIHEETENE%E
BI20FICEAT S, FLEAERPR., FRAOZEFEMTRBES D FOTH
RZEARESHEEEMZE T 2R TEEEBZ2T M A/ V220, THE
SEREERBEEEHEZET 50 FICET %, TAARBIE., Z9TFICEE
NBHEBS L UVLEDOZENEN3DDOCDR (556D MDCR) 22T EFNEFNHES
JULHOMGAITEREZ 24, THREZEAESHESEEHEZETS9FIC
Bd2%, InHDHFIE. B THLTH L. MADORERBEHFZE2T
RYRTFRTH>TELW, TEARRRRE, ChS5ODFEERTLIEH
BTBZ2IEN—TICHEET AT LR ZTOMEBEEMFE20CRYRTF
NMICET %5, MEOMEREMAZSURYRTF FE LT, scFv, B
14Kk (single chain antibody) . Fv. scFv2 (single chain Fv 2) . Fab$
L TF(ab’ ) 2FENFHEICEITOND, I NLDPFIE. 2ERFRENE (ZE
FEM) TARLLTH L, PCIFALRTHIESEHESHE (5 2 1XCD3 & §H)
DEBLMILIMEE LA TH LWL,

INSDODFICIE. AEBMEOREICEVWTEFNICATINTVS
ZERRUENRRBS 2 FOMPCHEEEMEZE I 5METEREZST M A 1

v (GPCIEETEM 2B T 2HETEBES L OHBLEAZREZ2T) 22
TP, AEPHEORENICEVWTHARINTVWILEREERERS
DFOTHREZEFECARBEELHEZE T OMATERE 22O RX1> (T
MESEFEEARAEHEZE T SHETEEES S UOHELETEEEZ S
) 22U FHEENZM. TNOHDORFICSENDIHES LTLEDOEN
ZN3DDCR (516D DCR) 254, AUMREDE (GPCIF/IETHIRER
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BHREGHE) IHETIEMEETIHTHEENS,

[0195] ChoH5DODTFIF. ARBOZERFEMMERES FECRIHEBET S &N
5, ARBFOSEREMNMRBEEDTELERTZ2IEN—TIHEET I &
P/ IND, ®oT. ThoODFIE. ARBOSEREMNREBEEN T
EHEIRDZEICLY., ARPOZEREMNBERBEI T EREIESC
ENTED, ThiICL Y, FIZIEARBOSZEREMNRBEE D FOELE (
MEREEEY. MIRGEEE. MESENSE) 2iH T 220 ORMHE &
LTHERTBIENTED, . HONLHIONFEENERE (GPC3
FRTHESAFESHE) ICEAIETEE ARPOZEREMRRES
DFNIRMINLEZICHEAICLIYEHL TS 29FaRET I &ICLY
. AFEPOZEREMENRBES THIENEREILHE LI L 2BET S
HDBEEIE LTERTHD, COEX, ThHONTFIE, BEE. 249
BETE#HLTELL, HEIVIEINLOHTFIE. AEPOLERELNR
RBENFEERT DI N—TILRET 2FHBBER I —=vTT 5
HOICEBRTHSD, LBDEY. HOHMLHIDDFEENEHE (GPC3
FETHRESAFESHE) ICBEAIETEE, BRAKERNT ST,
fBE L TWeaFhERE L h < hid, ZOMBRNMER. AFEPOSEREM
NMERSDFEEETZIIE N —TICT 2B DOEBE-ERS, ThITLY,
ot EREENBEREADTEDNRNICR V) —ZV T T3 ENTHEE
ANZSYS

[0196] ChHORFICH T DHEAEEES & LA ZTEIH OCDRD A 2R A
abtid. AREBOSLEREUNERZED FORCROMEAEHLE & L TAH
HMEICHRLAEBDZZDEZIMEATEZIENTES, INLHDODFOMIR
A (KDE) . FE LRAXKBOZEREMNERZED FOKEE L
TARBMEICHR LAETH D ENFELWVA, TRICREINAW,

[0197] F/AARBIE. INOHDHTF4A2I— KT, ZBBAEAINLZRY
H—. BERBELIIENRI Y —EECHRE. ZMREEET I EICLY.
BATEEET AL BLU. BARCL > TEEINALDTICERTS
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[0198]

[0199]

[0200]

BB, KBEMEICSWTEIAINALTORITRMXENIE. ZRELTK
BRHiEICHEAAN DN S,
=y

LUTFICERBNIC & Y AFERZ & UREEMICERIET 25, o DEREAIEA
FPO#MEZHIRT 5 DTIEQRW,

(25 1) GPC3 ERY22 rCE115MESEL & RIS E M DRIE

(1—1) GPC3 ERY22 rCE115(MD {EHY

EIUER (GPC3) ICW T 21962 B AEKE L. FHDFab%(CD3 epsi loniZxy
TERERNAAVICBZMA KOS FAIMERIN, ZOBR. ERBIRE
3 BIg6MDFcE LTIE, FegR (Fey BBE) ~OEEGUNBBINALTI LY
hNEIFcA WS N, GPCIITH T BHEA KX 1 > & LT, HGPC3HLIAH0000 (
Be5lES : 4 0) /GL4 (BEFIFES : 4 1) AV LNIE, FOD3IIHT 55
BRXA4 2 E LT, $CD34uiArCET15H/rCET1EL (EEHIES : 4 2 / BLIIHES
: 4 3) MREVWLNT,

TAHEEE HE A & LT, [gG1DCRImDGLly R ULys & RS L7=G1d&ER L
. N %H0000/GLA% VN rCET1BH/rCENELE A S E TER Lz, Ad.
FHEEE BRSO ZMAH & LigE. AIEMEISICH0000 % R DIk DHEEIC X
Y BEFIEH000-H1D &L S ICR L, TSI T 7/ BOREELRT RS
ICiE, DISBKD L IR LTy MO TILT 7Ry b (D3B6KDDIZEZE) (&,
WEROT I/ BEES —XFRETHRLEBEOTIL I 7Ry NEEKL
. TNICKELS T (D356KM356ICE%Y) 1&Z DREBERROEVF >/ v T %
BRL., BBROTILT7 7Ry b (D3B6KDOKICHKY) XHEHROT I/ BEE
AE—XFRLETCRLEBEDTIL I 7Ry h&EEKT 5, [oGIDCKRIHEDGLy
BLUVLysEFRE L7=G1dh (BBFIBS : 44) . G1dhiTL234A/L235A/Y349C/T3
6OWDZEE %8 A |L7-ERY22 Hk (EEFIES : 4 5) . G1dhiTL234A/L235A/D356
C/T366S/L368A/YMTVDZER 5 E A L/=ERY22 Hh (FRFIES : 4 6) 2HEE
BT DFEIC LN > TRE L, ThENOHEICEA LL234AB L UL
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[0201]

[0202]

[0203]

[0204]

235ADZERE(L. FegR (Fcy REHEF) ~OBEMEZRIBT 2728, F7/Y349C/T
366W R UD356C/T366S/L368A/YA07V DEEIL. 2D DHENSRBEATOZE
IEEZEET BRI, BHEOATORZWENICHR I T2 HICEAL
720

GPCICH T BFabDVHR X Y EVLR X A VA BER X AT OZEILHGE
GPC3 ERY22 rCE115 (B 1a) A BERMEAEI 1 IR > TEEI N,

Thabb, LRLULAFEERKROBYRRBINEZNMLEZTSMAT—%2BW
FPCREZFOHEZICEWTRANODAZEICK Y, GL4-ERY22 Hk (BLHES : 4
7) . HOQ00-ERY22 L (E2%I&ES : 4 8) . rCE115H-ERY22 Hh (BEHIBS : 4
9) . rCEN5L-k0 (EEHES : 50) #FNETNI—KRTBRYXILAF
ROMEAINZ—EDORIERI ¥ —NMER I N,

LTRICRTHASHEDRITNY 4 —HFreeSty le293-FHREIICE A X N,
FEND Fe—BEICRRIE L,

B84 F : GPC3 ERY22 rCE115

RIERJI—ITBATINAERY XV LAFRICLYOI—RINBZRYRTS
F K : GL4-ERY22 Hk, HO0@0-ERY22 L. rCE115H-ERY22 Hh, rCE115L-k0
(1 —2) GPC3 ERY22 rCE115M 455

BoNIBELFENAnti FLAG M2A 5 4 (Sigmatt) ISHRMI N, HEAS
LDFFEDHK. 0.1 mg/mL FLAGR ZFF K (Sigmatt) IC& ZBHARBEINL
. BSOS FEESLESNMHisTrap HPH S L (GE Healthcarett) (CEIII .
UENTLDEEDER. 1 ISV —IOREARICLZ2BHIAEREIN,

BN FEZ22OEDI’RADBICE > TRMEINLE. HEXED D Superdex
20085 L (GE Healthcarett) ICHRIII N, BERDEBEERBE D D H % [EUX
THIEINLIYBRHINLZZENSTFHELON,

(1 —3) b hMRMMEIK%E B /-GPC3_ERY22 rCETSDMAARSEFM DA
E

GPC3 ERY22 rCE115(ICDWTin vitroDHIfEEEFEMARAR S,
(1=3—1) k& MRWEMEEK (PBMC) ABDAR
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[0205]

1,000 4G/mLDA/NY VAR (VIR -~/ VFESTFEA, /R JILT 4
A0%) #HHHUDHIOuLEALERNBZZAWL,. BEARS VT 47 (
BA) & YRMEIM50 nLARENI /e, PBS (-) T2EHMRULARICAZESL TN
f=RMMmA, 15 mLODFicoll-Paque PLUS%E 3 5H U EA L TEROZEHI T
b /=Leucosep!) /NERDBEEE (Cat. No. 227290, Greiner bio-onett)
WKINZ bhic, BZOEDREDODEE (2,150 rpm, 109FE. =R) D&, &
HEREDEINDENI N/, 10%FBS%A = ¢ Dulbecco’ s Modified Eagle’ s Med
ium (SIGMA%t, LAT10%FBS/D-MEM) T1[OI&EZIKE S DHIREAESES o1k,
LS HERE I 10%FBS/D-MENZ IV T Z DR BRE AN X 108 /mLICEAR S i,
D& D ICAEI NAMIARA E MPBMCER S L TR ORRICBVL ST
(1-3—-2) HMREEFEOAE

MRS E Gt IExCELLigence Y VIV A LT F 54— (O 2 - §4
TTI)AT 47 A%) ERWHBEIENSIETFHMI i, FrHiaIC
I$ & FGPC3%FIF L TWANCI-HAd6E M HNAMIRERRE L < IZPC-10E M AYAHH
A AW S N, NCI-HA46% L < IEPC-10%&2 7 1 v > ahHREEL. 1X104
cells/wellEA B & HICE-Plate 96 (AY 2 - A4 T 5/ AT 4 v 9 A%t)
FL—MC100ul/wel L'THEE, xCELLigence) PV A LT+ 54 H—
ZRAWTEMRBEORAENRB I N, FHxCELLigence) 7L A LT F
FAYF—DETLU—FERYEB L., HETL— MIREBRE (0.004, 0.04, 0.
4, 4, 40 nM) [TEAS L =B IAS0 LR MI N, ERICTISoBERIGS
BicBIC (1 —2) THREINKE MPBMCAKRS0 uL (2X105 cells/well) A
A 5h, xCELLigence!) PIL A A LT F IS4 F—ICHE L —haBEt
Y hTBIEICL-T, EHBEORMENRBEIN, RIGIXSWREH X, 37
CTHRETICTITON, £ MPBMCHRINT2EEEE DCe Ll Indexf@A S, FITE
Y SARIEIEINGIR (%) DRDLHNz, BBEFTEICAHWZCell IndexfBid,
TURRINBERIDCell Index B ERDEDIC/ =54 X LEOBENFAH
Wwbni,
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[0206]
[0207]

[0208]

[0209]

[0210]

[0211]

MR IEFEINEIR (%) = (A-B) X100/ (A-1)

AETEZRIML TWARWD 2)LIZH T BCell IndexBEDFHE (FZryHiRE
& B RPBUCO#H) . BIEB Y TILICH T BCell IndexfEDTHEAETRT, RER
(Ztriplicatell TiT/b N /=,

b MR L Y EASL L /=PBMC (Peripheral Blood Mononuclear Cell) #T 7
/4 —H#EE LT, GPC3 ERY22 rCENGMDMRRSEEFMARE L E T B,
W& TERUVWEMENRO o (K2) .

(EMEHI2) HCD3ArCENSDHED b MMb, RUHELEE L
(2—1) rCEN5E MEHSHATZFRIFhCET1SHAD T4 1~

FICD3fArCETSMHEE A E RIS (ELFIES : 42) Ok MEAREI
o CDR, FRODJRTE(IKabatDEFE (KabatF /N1 > J) ITHE> T,

MHIT, T—INR—ZEDE MUATEBEEES & rCE1155 v AR
BEFlZ bR 2 &Ik > T b MFREEFIDNBIRINAE, T—IXR— &L
T. IMGT Database (http://www. imgt.org/) & &£ UNCBI GenBank (http://w
ww, ncbi.nlm, nih, gov/genbank/) DRI I N7, rCE115R] 58I MHEEDCDR
5%, BIRL7b MFREEFIEER T 5 &ICk > T b MEHHATESEEE
FINTHA Y EINni, InH. b MEHEETESEEESINCET15HL (BB S -
51) &¥hr,

BIRT N7 b MHEEFRIDEZFIICH W T, KabatF /N v/ TRIND93HF
D7 X /BEEIZALaTH B 1, rCENSHAERFHEIND 7 I J B%REIFArgT
Hd, v hBLTE bDgermlinefgZDFT —4 ~N— ZIMGT Database (http
://www, imgt,org/) M5, HYEBALICArgAZENTUWBEFIE D RWENHE
BINS, T/, KabatF 2N VT TRINDUBBED 7 I/ ELEE (Tupper
corexfA L TIMABEDRZEICES T2 EMREINT WS (Ewertd

(Methods. 2004 Oct;34(2):184-99) ) ., L DIEHmH S, HEEFR3I(DKabat

93F. UEBODT I/ BEEHICENSAIZSEBERINCFEET 2RETERIN
b MERSERTZSRIEE A F /I T4 I nfk, Ihdt & MEHEATZE
PEIHECSINCET15HA (BEAIES - 52) &3hf,
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[0212]

[0213]

[0214]

[0215]

[0216]

(2 —2) #HiCD34fArCE115& HiGPC3HA D HELEEL0000D T 1

FiCD3H A rCEN1SDLEH AT 2R rCE116L (BLFI&ES : 4 3) EHGPC3HIAD
LEH AT Z98I56L4 (F2FES : 4 1) DFR/CDRU v v 7 ) U UREFEI N,

LEHFRECS & LT, GLADFREZFIASEIRS /e, LEHCDR2(ErCET15L & GLATH
UT& o7, LEACDR1IXGLA, LEHCDR3IErCET15LADCDREZFIA 5 F h F BRI
Nz I 51T, BRI N/LEECDR3MKabat 94T D 7 I / BB EAspA GLAICTF
ET2BEVal TEHR I NALECORINF - ICTH A I,

FETEIRUFRECDRZERFET 5 2 &ICk > T & MELSEATEFEIEES

DTFHarInfk, Ind. b MELETZMEISAEFIL0000 (E27IHES : 53
) XN,

(2—3) b ~GPC3ITH 9 2 ERANME DT

LsHAT s & LT, GL4 (EBHIFES : 4 1) £L0000 (BL5I&ES : 53) %
FAW/EEO B MGPCIITH T 2 iEETEM A5 L7z, 2 F &L, knobs-into-ho
lelc & > TAF O Lz b hIgG1 DFcHERLICT D DFab% D 1-armifiiA CTEHE
L7z #GPC3fniRDHEE T ZE 5815 I4H0000 (BLFIES : 4 0) =AW=,

FGPCIFLA DRI T 2R & FEEREEH 4. Biacore™-T200 (GE~
WRTT - IvNRY) ILLBRATIXEVHIFT v 24 Omulti-cycle kin
eticSiRICL > TAELE, SV = /8y 7 7—ITI& HBS-EP+ (GEANJL R
7 -2vRY) W FIVAY T TFy N (ENIVRTT - Vv
INV) HBWT. Protein A/GECMSF v 7 (AILRFIAFILTEFRARNS Y
WEFY ) ITHEBE I, BIGPC3FIAKIZProtein A/G (ZH5 100 RU
HIRT2LDICRAB LI, 754 & LTHWEE MGPC3IE HBS-EP+ % FH
\WT8, 16, 32, 64, 128 nMICEASY L7z, I F T HMAAMR AProtein A/G
IR I, ISICHRE3OuL/miniC Tk MGPCIAE A3 mind 2z U< 3
VTR ETRBIE, 0% HBS-EP+ (CHIYE X 15 minfBEEAE A AIE L /=
o FRBEMEIDREM T, 10 M Gly-HCL, pH1.5TH&EL. EVH—Fv 7%
BE L, BEODREIFRRICTAAKRZProtein A/G ICHIE X . HBS-EP
t&3 mind 21023 vTBIETRBIE,. £D% HBS-EP+ ([CHIUYE X
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15 minfRBEAE A RE Lz, FEEBEDRIEKR T 14, pH 1.5T¥%
L., B —FyvTEBELE, Bt Y =SS LD 5, Biacore
EADODTF—YEBITY I NI T 7 TéHhs Biacore T200 Evaluation Software V

10 mM GLly-HCL,

ersion 1,0 #FHWVWTEERWDRERZITV., BEEEEH (ka) . MFEEEE
EH (kd) BLIUVEEEHLLAEH Lz, BRAEAROGICK L.
[0217] [%6]
R AEIk t FGPC3ITxT % B
HEE I fEE | LEAT 2 ME® | KD (M) ka (1/Ms) kd (1/s)
HO0000 GL4 4.2x10°0 4.3x105 1.8x103
H0000 L0000 3.6x108 3.0x105 1.1x102
[0218] (2 —4) k& MCD3ICw 9 HIAIME DL
HEE AT Z 4818 & L CThCE115HA (BZAIES : 5 2) . LEEAESEE & L TL000O

(fEHHE S : 53) 2AVWEEOE MDIIcH T 2ESEMEZIMLE, OF
A%, knobs—into—holeil & > TAF O L=k FIgGI DFc4EIFIC1 D DFab%
BDol-armiiA TERE L 7=,

[0219] #RCD3MAEDIEICH T AU E EEEEEL %, Biacore™-T200 (GEA
WA T - v RY) ICELBDRETSAEVHEBET7 Y24 Dsingle-cycle ki

neticsRICE > TAE L2, V=Y /3y 7 7 —ITI& HBS-EP+
T TIVAYT) o TFy N (GENVRTT
RV) ZEWT. B MCD3ECMAF Y 7 (AIRFIAXAFILTHFRAMNS VIFEE
Fu ) ICHBREEIER, 7F74 b& LTHWERCD3AIE HBS-EP+
ZRWTS, 20ug/mLICFAR LT, AIERFTRE20L/miniCT, 5, 20umg/
mLDFCDIFAEAEE B3 minT DEHZELTA P2V 3 VT2 ETRIG
I, FOD% HBS-EP+ (CHIYEZ3 minfiZBEEAAIE L=, MREEAEORIER
T#. 10 oM Gly-HCL, pH 1.5TH&EL. TV ¥ —Fv T52B4E L, BEO
DOREIE. HBS-EP+Z &3 minT D2LOEHRL TA Yo a v 5 E&ETR
I, FD1% HBS-EP+ (CHIYUE X3 minfRBEME A RIE L 7=, RBENEDRIE
T4, 10 oM Gly-HCL, pH 1.6TH& L. EvH—F v TE2EBELE, B85

(GE~NJL R

TwiRY) ERW 2
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Nict % —75 L0505, Biacore EBDT— BTV I DT T7THD Bi
acore T200 Evaluation Software Version 1.0 &\ CERERNMEITET
. BEREEH (ka) . BHEEEHR (kd) SIUVEEEHRLZEHLEL
o BREXRTITRLU,
[0220] [5%7]
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RCE1 15HA E22HN/-Hi-Kn010G3/L0000-KD 7 43E-07
TRO1HOB3-E22Hh/none-Hi-Kn010G3/L0212-K0 5.86E-11
TRO1HO40-E22Hh/none-Hi-Kn010G3/.0240-k0 2.17E-09
TROTHO02-E22HR/GLS3108-k0/GLA-E22HK/HOG10-E22L 2.04E-09
TROTHO40-E22Hb/none-Hi-Kn010G3/L0212-k0 247E-09
TRO1H040-E22Hh/mone-Hi-Kn010G3/L0235-k0 2.81E-09
TRO1H040-E22Hh/none-Hi-Kn010G3/L0238K0 2.91E-09
TROTHO40-E22Hh/none-Hi-Kn010G3/ TROLO16-K0 2.526-09
TROTHO83-E22HR/none-Hi-Kn010G3/L0262-k0 2.45E-09
TRO1HO40-E22Hh/none-Hi-Kn010G3/L0207-k0 2.60E-09
TRO1HO40-E22Hh/none-Hi-Kn010G3/L.0241-k0 3.48E-00
TRO1HO40-E22HR/one-Hi-Kn010G3/1.0242-0 3.58E-09
TRO1HD40-E22Hh/none-Hi-Kn010GHLO206-K0 2.90E-09
TRO1HU40-E22HhMmone-Hi-Kn010G3/TROLO19-k0 3.20E-09
TRO1H080-E22Hh/none-Hi-Kn010G3/L0000-k0 3.25E-09
TROTHO40-E22Hh/none-Hi-Kn010G3/L0211 k0 3.22E-09
TROTH002-E22Hb//-Hi-Kn010G3/GLC3108-K0 4.1E-09
TRO1H040-E22Hh/none-Hi-Kn010G3/L.0209-k0 4.25E-09
TRO1H040-E22Hh/none-Hi-Kn010G3/L0208-k0 4.16E-09
TRO1HO40-E22Hh/none-Hi-Kn010G3/L0224-K0 5.06E-09
TROTHO40-E22Hh/none-Hi-Kn010G3/L0236-k0 5.64E-09
TRO1H083-E22Hh/none-Hi-Kn010G3/L0201-k0 4.42E-09
TRO1H084-E2702GsKsc/none-Hi-E2704sE/L0011-k0 4.14E-09
TROTHO40-E22Hh/none-HI-Kn010G3/L0210-k0 5.06E-09
TROTH1 14-E2702GsKscinone-Hi-E2704sE/L0011-k0 4.22E-09
CE115HA236-E22Hh/GLS3106-K0/GL4-E22HK/HOB10-E22L 6.08E-09
TRO1HO77-E22Hh/none-Hi-Kn010G3/L0200-k0 6.12E-09
TROTHOT1-E22Hh/Mnone-Hi-Kn010G3/L0200-0 6.13E-09
TROTH111-E2702GsKscinone-Hi-E2704SE/L0011-kO 4.91E-09
TRO1HO81-E22Hh/none-Hi-Kn010G3/L.0262-k0 5.76E-09
TRO1HOO1-E22Hh/-Hi-Kn01 0G3/GLC3108-k0 8.22E-09
CE115HA179-G1dh/-Hi-Kn010G3/LO000-kO 8.35E-09
TROH112-E2702GsKse/none-Hi-E2704sE/LO011-KD 5.12E-09
TRO1H113-E2702GsKsc/none-Hi-E2704sE/L0011-k0 5.14E-09
TRO1H082-E22Hh/none-Hi-Kn010G3/L0212+0 4.75E-09
CE115HAZ36-E22Hh/I-Hi-Kn010G3/GLC3108-k0 9.10E-09
TRO1HO40-E22Hh/none-Hi-Kn010G3/L0231-k0 7.75E-09
TRO1HO37-E22Hhinone-Hi-Kn010G3/L0000-K0 6.93E-09
CE115HA252-E22Hh//-Hi-Kn010G3/L0000-k0 9.48E-09
TROTHO83-E22Hh/none-Hi-Kn010G3/LOD 110 6.70E-09
TRO1HO40-E22Hh/none-Hi-Kn010GH/L0223-k0 8.15E-00
TRO1H083-E22Hh/none-Hi-Kn010G 3/L0000-K0 6.83E-00
TROTHO71-E22Hh/none-Hi-Kn010G3/L0000-k0 8.85E-09
TRO1HO67-E22Hh/none-Hi-Kn010G3/L0212-k0 5 88E-09
CE115HA178-G1dh//-Hi-Kn010G3/L0000-KD 1.00E-08
TRO1HO40-E22Hh/none-Hi-Kn010G3/L0237-K0 1.02E-08
TROTHO83-E22Hh/none-Hi-Kn010G3/L02220 9.42E-09
TRO1HOB4-E22Hh/none-Hi-Kn010G3/L0262-k0 8.51E-09
TRO1HO71-E22Hh/none-Hi-Kn010GI/LO215-k0 9.51E-09
TRO1HO40-E22Hh/none-Hi-Kn010G3/L0218K0 8.20E-09
TROTHO81-E22Hh/none-Hi-Kn010G3/L0201+0 9.46E-09
TROAHO71-E22Hh/none-Hi-Kn010G3/1.0222-k0 1.04E-08
TRO1HO40-E22Hh/none-Hi-Kn010GH/L0220-k0 9.15E-09
TRO1HO67-E22Hh/none-Hi-Kn010G3/TROTLO16-KO 1.09E-08
TRO1HO02-E22HR/GLS3108-k0/GLA-E22HK/HO000-E22L 4.78E-09
TRO1HO67-E22Hh/none-Hi-Kn010G3/TROLO19-K0 1.21E-08
TRO1HO38-E22Hh/none-Hi-Kn010G3L0000K0 1.24E-08
TRO1H061-E22Hh/none-Hi-Kn010G3/L0200K0 1.27E-08
TRO1H082-E2702GsKsc/none-Hi-E2704sE/L0011-KD 1.01E-08
CE115HA180-G1dh//-Hi-KnD10G3/L0000-KD 1.68E-08
GE115HA251-E22HN/LD000-KO/GLA-E22HK/HOB10-E22L 1.37E-08
TRO1H100-E2702GsKsc/none-Hi-E2704sE/L0011-k0 1.11E-08
TRO1H040-E22Hh/none-Hi-Kn010G3/L0228-k0 1.80E-08
TRO1H081-E22Hh/none-Hi-Kn010G3/L0011K0 1.356-08
TRO1HO61-E22Hh/none-Hi-KnO10GIL0215-K0 1.54E-08
TRO1H110-E2702GsKscinone-Hi-E2704sE/L0011-kD 1.26E-08
TRO1H043-E22Hh/none-Hi-Kn010G3/L0000K0 1.52E-08
TRO1HO81-E22Hh/none-Hi-Kn010G3/.0000-k0 1.56E-08
CE115HA251-E22Hh/-Hi-Kn010GILO000-k0 2.23E-08
TRO1H091-E2702GsKsc/none-Hi-E2704sE/L0011-k0 1.39E-08
CE115HA236-E22HN/GLS3108-K0/GL4-E22HK/HO000-E22L 6.95E-09
TRO1HO84-E22Hh/none-Hi-Kn010G3.0201 k0 1.65E-08
TROTHO72-E22Hh/Mnone-Hi-Kn010G3/.0000-k0 2.03E-08
TRO1H099-E2702GsKscinone-Hi-E2704sE/L0011-k0 1.46E-08
TRO1HOB1-E22Hh/none-Hi-Kn010G3/L0222-k0 1.88E-08
TRO1H040-E22Hh/none-Hi-Kn010G3/.0239-k0 231E-08
TRO1HO40-E22Hh/none-Hi-Kn010G 02620 1.816-08
TRO1H040-E22Hh/none-Hi-Kn010G3/L0234-k0 2.40E-08
TRO1HO12-E22Hh/none-Hi-Kn010G3/L0000-k0 7.94E-09
TRO1H061-E22Hh/none-Hi-Kn010G/L.0000-k0 1.71E-08
TROAHO40-E22Hh/none-Hi-Kn010G 302430 2.46E-08
TRO1H109-E2702GsKsc/none-Hi-E2704sE/LO0T1-k0 1.64E-08
TRO1H047-E22Hh/none-Hi-Kn010G3/L0000-k0 2.04E-08
TRO1H082-E22Hh/none-Hi-Kn010G3/L0267-k0 2.29E-08
TRO1HO82-E22Hh/none-Hi-Kn010G3/L0266-k0 2.29E-08
TRO1HO84-E22Hh/none-Hi-Kn010G3/L0011-k0 1.98E-08
TRO1H040-E22Hh/none-Hi-Kn010G3/L0250-k0 2.15E-08
TRO1H040-E22Hh/none-Hi-Kn010G/L0204-k0 221E-08
TRO1H084-E22Hh/none-Hi-Kn010G3/L0000K0 2.13E-08

TRO1H040-E22Hh/none-Hi-Kn010G3/L0213-k0 2.01E-08
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RCE 116HA E22HN/-Hi-Kn010G3/L.0000-K0 7.43E.07
TRO1H040-E22Hh/none-Hi-KnG1 0G3L0214-K0 2.02E-08
TRO1H040-E22Hh/none-Hi-Kn010G3/L.0217-k0 2.07E-08
TRO1HO71-E22Hh/none-Hi-Kn010G3/L0226-k0 2.51E-08
TRO1HO40-E22Hh/none-Hi-Kn010G3/.0200-k0 2.87E-08
TRO1HO74-E22Hh/none-Hi-Kn010G3/L0000-k0 2.91E-08
TRO1H039-E22Hh/none-Hi-Kn010G3/A0000-k0 2.61E-08
CE115HA177-G1dh//-Hi-Kn010G3/L0000-K0 3.55E-08
TRO1HD40-E22Hh/none-Hi-Kn01 0G3/L02071 k0 2.81E-08
TRO1HO82-E22Hh/ncne-Hi-Kn010G3/L0263-k0 3.09E-08
TRO1HD40-E22Hh/none-Hi-Kn010G3/LO000KO 3.60E-08
TRO1H040-E22Hh/none-Hi-Kn010G3/L0216-k0 2.53E-08
TRO1HD§1-E22Hh/none-Hi-Kn010G3/.0000-k0 2.91E-08
TROTHO03-E22HN//-HI-KRG10G3/L0000-K0 4.03E-08
TRO1HO82-E22Hh/none-Hi-Kn010G3/L0264-k0 3.44E-08
TROAH040-E22Hh/none-Hi-Kn010G3/L0232-k0 3.86E-08
TRO1HO41-E22Hh/none-Hi-Kn010G3/L0000-K0 3.1BE-08
CE115HA122-E22HN/-HI-Kn010G3/L0000-k0 4.28E-08
TRO1HO40-E22Hh/none-Hi-Kn010G3/L0233-k0 4.01E-08
TRO1HO40-E22Hh/none-Hi-Kn010G3/L0215-k0 3.37E-08
TRO1HO40-E22Hh/none-Hi-Kn01 0G3/L0203-k0 3.24E-08
TROTHO15-E2702GsKsc/GCHO18-E2704sE psc/L0000-k0 2.96E-08
TRO1HD40-E22Hh/none-Hi-KnD10G3/TROTLO0S-KO 2.93E-08
TROAH040-E22Hh/none-Hi-Kn010G3/L0205-k0 3.42E-08
TROTHO15-E22Hh/L0000-K0/GLA-E22HK/HOB10-E22L 3.57E-08
TRO1HD64-E22Hh/nane-Hi-Kn010G3/LOD00-KO 3.07E-08
TRO1H044-E22Hh/none-Hi-Kn010G3/LO000-KO 3.52E-08
TRO1H082-E22Hh/none-Hi-Kn010G3/L.0262-k0 3.98E-08
TRO1HO62-E22Hh/none-Hi-Kn010G3/L0000-k0 3.13E-08
CE115HA251-E22HR/LDO00-KO/GLA-E22HK/HOD00-E22L 1.48E-08
TRO1HD40-E22Hh/none-Hi-Kn010G3/L0011-k0 3.4BE-08
TRO1HO40-E22Hh/none-Hi-Kn010G3/L.0222-k0 4.65E-08
CE115HA192-E22Hb/-Hi-Kn010G 3/L0000-k0 5 05E-08
TRO1HO40-E22Hh/none-Hi-Kn010G3/TRO1LG10-k0 3.28E-08
TRO1H025-E22Hh/none-Hi-Kn010G3/L0000-k0 3.86E-08
TRO1H082-E22Hh/none-Hi-Kn010G3/TRO1LOZ3-KO 4.25E-08
TRO1HO40-E22Hh/none-HiI-Kn010G3/ TRA1LO15-k0 3.95E-08
TRO1HD55-E22Hh/nane-Hi-Kn010G3/.0000-k0 3.88E-08
TRO1H082-E22Hh/none-Hi-Kn010G3/L0260-k0 4.53E-08
TRO1HO40-E22Hh/none-Hi-Kn010G3/TRO1LO09-KO 3.56E-08
TRO1H040-E22HN/none-HI-Kn010G3/TROTLO11-k0 3 57E-08
TROTHOA7-E22Hh/mane-Hi-Kn010G3/.0000-k0 3.50E-08
GE115HA122-E22Hh/LO000-K0/GLA-E22HK/HO000-E22L 1.69E-08
TRO1HO76-E22Hh/none-Hi-Kn010G3/L0000-k0 4.78E-08
TRO1HO82-E22Hh/nene-Hi-Kn010G3/L0258-k0 4.70E-08
TRO1H046-E22Hh/none-Hi-Kn01 0G3/LO000-KO 4.23E-08
rGE115H-G1dh/i-Hi-Kn010G3/LO000-K0 5.76E-08
TRO1HO82-E22Hh/none-Hi-Kn010G3/TRO1L024-k0 4.76E-08
TRO1HO16-E22Hh/none-Hi-Kn010G 300000 3.69E-08
TRO1HD40-E22Hh/none-Hi-Kn010G3TRO1LO18-KO 4.51E-08
TRO1H084-E22Hhinone-Hi-Kn010G3L0271-k0 2.76E-08
TRO1HO84-E22Hh/none-Hi-Kn010G3/L0270-k0 2.76E-08
TRO1HO40-E22Hh/none-Hi-Kn010G3/L0000vkT KO 4.69E-08
TROTHO40-E22Hh/none-Hi-Kn010G3/L0219-K0 3.94E-08
TRO1HO14-E22Hh/none-Hi-Kn010G/LOB00-kO 3.87E-08
TRO1H061-E22Hh/none-Hi-Kn010G3/.0226-k0 4.71E-08
TRO1HD48-E22Hh/none-Hi-Kn010G3/L0000-k0 4.52E-08
TROAHD82-E22Hh/none-Hi-Kn01 0G3/L0259-k0 5.07E-08
TRO1H028-E22Hh/none-Hi-Kn010G3/LO000-k0 4.80E-08
TRO1H082-E22Hh/none-Hi-Kn010G3/L0201-k0 4.49E-08
TRO1HO40-E22Hh/none-Hi-Knd10G3/TROILO13-K0 4.15E-08
TRO1HO33-E22Hh/none-Hi-Kn010G3/L0000-k0 4.88E-08
hCE 115HA-G1dh//-Hi-Kn010G3/L0000-KO 5.50E-08
TRO1HO40-E22Hh/none-Hi-Kn010G3/TRO1LO12-k0 4.22E-08
TRO1HO65-E22Hh/none-Hi-Kn01 0G3/LO000-KO 4.31E-08
TRO1HOTS-E22Hh/none-Hi-Kn010G3/LODO0-KO 5.05E-08
TRO1HD42-E22Hh/none-Hi-Kn010G3/L0000-0 4.48E-08
TRO1H063-E22Hh/none-Hi-Kn010G3/LO000-KO 4.35E-08
TRO1HD84-E22Hh/none-Hi-Kn010G3/L0272-k0 3.10E-08
CE115HA121-E22Hn//-Hi-Kn010G 3/L0000-k0 6.76E-08
TRO1HO26-E22Hh/nane-Hi-Kn010G3/LO000-KO 5.12E-08
TRO1HO67-E22Hh/none-Hi-Kn010G3/L0262-k0 4.92E-08
TRO1HO73-E22Hh/none-Hi-Kn010G3/L0000-KO 5.97E-08
TRO1HO45-E22Hh/none-Hi-KnG10G3/LOB00-K0 5.226-08
TRO1HO07-E22Hh/none-Hi-Kn010G3/LO000-kO 2.47E-08
TRO1H082-E22Hh/none-Hi-Kn010G3/L0203-k0 4.07E-08
TRO4HO32-E22Hh/none-Hi-Kn01 0G3/LO000-KO 5. 73E-08
TRO1HO06-E22Hh/none-Hi-KnG10G3/L0000-k0 2.30E-08
TRO1HO13-E22Hh/none-Hi-Kn010G3/LO000-k0 4.94E-08
TRO1HO50-E22Hh/none-Hi-Kn010G3/.0000-k0 5.76E-08
TROTHO67-E22Hh/none-Hi-Kn010G3/L0200-k0 5.03E-08
TROTHO15-E22Hh/nane-HEKn010G3/LO000-k0 6.13E-08
hCE 115HA-E22Hh/LO000-k0/GLA-E22HK/HD000-E22L 5.16E-08
hCE115HA-E22stHh/none-Hi-stKn010G3/L0000-k0 5.17E-08
TRO1HO69-E22Hh/none-Hi-Kn01 0G3/L0000-k0 711E-08
TROTHO15-E22Hh/none-Hi-Kn010G3/TRO1LO03-k0 6.34E-08
TRO1HO40-E22Hh/none-Hi-Kn010G3/L0202-k0 6.19E-08
TRO1HOB7-E22Hh/none-Hi-Kn010GE/L0201-k0 5.93E-08
TRO1HO20-E22Hh/none-Hi-KnG10G3/L0000-k0 6.48E-08

TRO1HE82-E22Hh/none-Hi-Kn10G3/L0011-k0 5.95E-08




WO 2016/047722 118 PCT/JP2015/077024
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s (Ek CD3)
hCE1 15HA-E22HN//-H-Kn010G3/L0000-K0 T.43E-07
TROTHO82-E22Hh/none-Hi-Kn010G3/TROTLO18-kD 4.72E-08
TRO1HO15-E22Hh/none-Hi-Kn010G3/TROTLOGS-KO 6.53E-08
TRO1H052-E22Hh/none-Hi-Kn010G3/L0000-k0 6.27E-08
TRO1H036-E22Hh/none-Hi-Kn010G3/L0000-k0 6.50E-08
TRO1HO67-E22Hh/nane-Hi-Kn010G3/L0203-k0 4.79E-08
TRO1HO30-E22Hh/none-Hi-KnG10G3/L.0000-k0 6.54E-08
TRO1HO15-E22Hh/none-Hi-Kn010G3/TROTLOO1-KO 6.56E-08
TROTH100-E22Hh/Mmone-Hi-Kn010G3/L0011-k0 6.25E-08
TROTHO29-E22Hh/none-Hi-Kn010G3/L0000-k0 6.70E-08
TROTHO19-E22Hn/none-Hi-Kn010G3/L0000-k0 6.85E-08
TRO1H082-E22HN/none-Hi-Kn010G3/L0000-k0 7.37E-08
TROTHO18-E22Hh/none-Hi-Kn010G3/L0000-k0 6.938-08
TROTHO27-E22Hh/none-Hi-Kn010G3/L0000-k0 6.95E-08
TRO1H049-E22Hh/none-Hi-Kn010G3/L0000-k0 6.79E-08
TRO1H086-E22Hh/none-Hi-Kn010G3/L.0000-k0 5.02E-08
TROTHOG1-E22Hh/none-HI-Kn010G/L0011-k0 6.67E-08
rCE115H-E22Hh/none-Hi-Kn010G3/L0000-k0 8.00E-08
TROTHO15-E22Hh/none-Hi-Kn010G3/TRO1L002-K0 7.14E-08
TRO1H040-E22HN/none-Hi-Kn010G3/L0226-k0 8.01E-08
TROTHO67-E22Hh/none-Hi-Kn010G3/TROTLO18-K0 5.26E-08
TRO1H093-E22Hh/none-Hi-Kn010G3/.0011-k0 6.80E-08
TROTHO67-E22Hh/none-Hi-Kn010G3/L0215-k0 7.41E-08
TROTHO15-E22Hhinone-Hi-Kn010G3/TROTLO04-KO 7.34E-08
TRO1H107-E22Hh/none-Hi-Kn010G3/L0011-k0 6.91E-08
TRO1H105-E22Hh/none-Hi-Kn010G3/L0011-k0 6.956-08
TRO1HOS0-E22Hhinone-Hi-Kn010G3/L0011-k0 6.95€-08
TROTH108-E22Hh/none-Hi-Knh 10G3/L.0011-k0 6.98E-08
TROTHO94-E22Hh/none-Hi-Kn010G3/L0011-k0 7.00E-08
TRO1H109-E22Hh/none-Hi-Kn010G3/L00711-k0 7 06E-08
TRO1H056-E22Hh/none-Hi-Kn010G3/L0000-k0 7.92E-08
TRO1HO31-E22Hh/nane-Hi-Kn010G3/L0000-k0 7.55E-08
TRO1HO22-E22Hh/none-Hi-KnG10G3/L0000-k0 7.58E-08
TROTH092-E22Hh/none-Hi-Kn010G3/L0011-k0 7.21E-08
TROTHO67-E22Hh/mnone-Hi-Kn0 10G3/L0000-k0 7.15E-08
TROTHO67-E22Hh/none-HI-Kn010G3/L0011-k0 7.18E-08
TRO1H040-E22Hh/none-Hi-Kn010G3/.0248-k0 7 89E-08
TROTHO09-E22Hh/none-Hi-Kn010G3/L0000-kO 3.15E-08
TRO1H023-E22Hh/none-Hi-Kn010G3/L0000-k0 7.94E-08
TROTHO96-E22Hh/none-Hi-Kn010G3/L0011-k0 7.47E-08
TRO1H040-E22Hh/none-Hi-Kn010G3/TRO1L007-k0 6.82E-08
TRO1HO54-E22Hh/none-Hi-Kn010G3/L.0000-k0 7.79E-08
TRO1H021-E22Hh/none-Hi-Kn010G3/L0000-k0 8.05E-08
TRO1H103-E22Hh/none-Hi-kn010G3/L0071-k0 7.72E-08
TRO1H099-E22Hh/none-Hi-Kn010G3/L.0011-k0 7.74E-08
rCE115H-E22Hh/none-Hi-Kn010G3/L0000vK1-KO 8.52E-08
TROTH101-E22Hh/none-Hi-Kn010G3/L001 1-k0 7.87E-08
TRO1HO53-E22Hh/none-Hi-Kn010G3/L0000-k0 8 23E-08
TRO1H035-E22Hh/none-Hi-Kn010G3/L0000-k0 8.49E-08
TROTHO67-E22Hh/none-Hi-Kn010G3/ TROTLO15-K0 8.64E-08
TRO1H104-E22Hh/nane-Hi-Kn010G3/L001 1-k0 8.26E-08
TRO1HO75-E22Hh/none-Hi-KnG10G3/LO00C-k0 9.88E-08
TRO1H040-E22Hh/none-Hi-Kn010G3/L.0227-k0 1.01E-07
TRO1H102-E22Hh/none-Hi-Kn010G3/L0011-k0 8.54E-08
TRO1HO34-E22Hh/none-Hi-Kn010G3/L0000-k0 9.11E-08
TRO1HO82-E22Hh/none-Hi-Kn010G3/.0222-k0 1.01E-07
rCE115H-E22HN/rCE 1 15L-k0/GLA-E22HK/HO000-E22L 9.37E-08
TROTH015-E22Hh/none-Hi-KnG10G3/TROTLO06-KO 9.30E-08
TRO1HO40-E22Hh/none-Hi-Kn010G3/L0246-k0 9.28E-08
TROTHO97-E22Hh/none-Hi-Kn010G3/L0011-k0 8.76E-08
TROTHO11-E22Hh/none-Hi-KnG10G3/L0000-k0 3.71E-08
TRO1HO10-E22Hh/none-HI-Kn010G3/L0000-K0 3.73£-08
TRO1H095-E22Hh/none-Hi-Kn010G3/L0011-k0 9.09E-08
TRO1H082-E22Hh/none-Hi-Kn010G3/TRO1LO20-k0 1.06E-07
TROTHO98-E22Hh/nane-HI-Kn010G3/L001 1-k0 9.14E-08
TRO1HO82-E22Hh/none-Hi-Kn010G3/TROTLO17-k0 1.09E-07
TRO1H040-E22HN/none-Hi-Kn010G3/L0247-k0 1.00E-07
rCE115H-E22Hn/none-Hi-Kn010G3/rCE115L-k0 1.24E-07
TRO1HO04-E22Hh//-Hi-Kn010G3/LO000-KO 1.35€-07
TRO1HO67-E22Hh/none-Hi-Kn010G3/L.0222-k0 7.63E-08
rCE115H-E22HN//-HI-Kn010G3/CE115L-K0 1.38E-07
TROTHO08-E22Hh/none-Hi-Kn010G3/L.0000-k0 4.228-08
TROTHO70-E22Hh/none-Hi-Kn010G3/L0000-k0 1.20E-07
TRO1H106-E22Hh/none-Hi-Kn010G3/L0014-k0 1.00E-07
TRO1H024-E22Hh/Mnone-Hi-Kn010G3/L000C-k0 1.08E-07
CE115HA124-E22Hh/)-Hi-Kn010G3/LO000-KO 1.436-07
TROTHO40-E22Hh/Mnone-HiI-Kn010G3/L0249-k0 1.11E-07
TRO1HO82-E22Hh/none-Hi-KnG10G3/L0271-k0 6.82E-08
TRO1HO57-E22Hh/none-Hi-Kn010G3/L0000-k0 1.128-07
TROTHO58-E22Hh/none-Hi-Kn010G3/L0000-k0 1.156-07
TRO1HO68-E22HR/none-Hi-Kn010G3/LO000-K0 1.01E-07
TROTHO82-E22Hh/none-Hi-Kn010G3/L0276-k0 7.42E-08
TRO1HO82-E22Hh/none-Hi-Kn010G3/L0272-50 7.44E-08
hCE15HA-E22HR/none-Hi-Kno10G3/L0000-kG 1.248-07
TRO1HO82-E22Hh/none-Hi-Kn010G3/L0268-k0 1.36E-07
hCE115HAa-E22Hh/none-Hi-Kn010G3/LO000-KO 1.08E-07
TRO1H067-E22Hh/none-Hi-Kn010G3/L0226-k0 1.32E-07

TRO1HO67-E22Hh/none-Hi-Kn010G3/L.0248-k0 1.39E-07
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" KD
ke (£k GPC3)
H0610-G 1dh/none-Hi-Kn010G3/L0000-kO 3.97E-09
H0610-G1dh/none-Hi-Kn010G3/L0222-k0 1.40E-13
H0610-G1dhnone-Hi-Kn010G3/L0258-k0 3.526-13
GCHO54-G1dh/none-Hi-Kn010G3/L.0262-k0 5.25E-13
GCHO60-G1dh/none-Hi-Kn010G3.0222-k0 8.42E-13
HO610-G 1dh/none-Hi-KnG10G3/L0246-k0 1.21E-12
GCHO57-G1dh/none-Hi-Kn010G3/L0222-k0 1.85E-12
GCHO54-G1dh/none-Hi-KnG10G3/L0249-k0 3616-12
GCHO55-G1dh/none-Hi-Kn010G3/L.0222-k0 3.90E-12
GCHO94-G1dh/none-Hi-Kn010G3/L0246-k0 4.12E-12
HO610-G1dh/none-Hi-Kn010G3/L0249-k0 6.86E-12
HOB10-G 1dh/none-Hi-Kn010G3/TRO1L017-k0 8.27E-12
HO610-G1dh/nane-Hi-Kn010G3/L0265-k0 8.70E-12
H0610-G 1dh/none-Hi-Kn010G3/L0261-k0 1.07E-11
GCHO65-G1dh/none-Hi-Kn010G3/L.0262-k0 1.18E-11
GCHO56-G1dh/none-Hi-Kn010G3.0262-k0 1.19E-11
HO610-G 1dh/none-Hi-KnG10G3/L0268-k0 1.698-11
HO610-G1dh/none-Hi-Kn010G3/TROAL020-k0 2.24E-11
GCHO54-G1dh/none-Hi-Kn010G3/L0246-k0 3.15E-11
GCHO54-G1dh/none-Hi-Kn010G3/L.0222-k0 315811
GCHO73-G1dh/none-Hi-Kn010G3/L0201-k0 3.50E-11
HO810-G1dh/none-Hi-Kn010G3/L0248-k0 5.55E-11
GCHO65-G1dhinone-Hi-Kn010G3/L0201-k0 7.74E-11
HOB10-G1dh/none-Hi-Kn010G3/L0226-k0 9.30E-11
HO610-G1dh/none-Hi-Kn010G3/L0093-k0 1.06E-10
GCHO98-G1dh/none-Hi-Kn010G3/L0201-k0 1 11E-10
HO610-G 1dhnone-Hi-Kn010G3/L0267-k0 1.79E-10
HOB10-G1dh/none-Hi-Kn010G3/L0228-k0 2.02E-10
HO610-G1dh/nane-Hi-Kn010G3/L0262-k0 2.11E-10
HO610-G 1dh/none-Hi-Kn010G3/L0266-k0 213E-10
HOB10-G 1dh/none-Hi-Kn010G3/L0264-k0 219E-10
HO610-G1dh/none-Hi-Kn010G3/L0224-k0 2.43E-10
HO610-G 1dh/none-Hi-Kn010G3/L0167-k0 211E-10
CE115HA251-E22HN/L0000-k0/GL4-E22HK/HO810-E22L 2.36E-10
TRO1HO15-E22HN/LO000-KO/GLA-E22HK/HOB10-E22L. 2.63E-10
CE1156HA236-E22Hh/GLS3108-K0/GL4-E22HK/MHO610-E221. 2.67E-10
HO610-G1dh/nane-Hi-KnD10G3/L0259-k0 3.34E-10
HOB10-G1dh/none-Hi-Kn010G3/L0227-k0 4.08E-10
GCHO85-G1dh/none-Hi-Kn010G3/L0272-k0 3.93E-10
HO810-G1dh/none-Hi-Kn010G3/L0269-k0 4.59£-10
HOG10-G 1dh/none-Hi-Kn010G3/L0223-k0 4.75E-10
TRO1H002-E22HN/GLS3108-k0/GL4-E22HK/HOB10-E22L. 4.75E-10
GCHO54-G1dh/none-Hi-Kn010G3/L0212-k0 5.17E-10
HO610-G 1dh/none-Hi-Kn010G3/L0208-k0 5.30E-10
HO610-G 1dh/none-Hi-Kn010G3/L0263-k0 5.64E-10
HO610-G 1dh/none-Hi-Kn010G3/L0231-kD 5 89E-10
HO610-G1dh/none-Hi-Kn010G3/L0143-k0 5.73E-10
GCHO55-G1dhnone-Hi-Kn010G3/L0212-k0 6.14E-10
HO610-G 1dh/none-Hi-Kn010G3/L0211-k0 6.47E-10
H0G10-G 1dh/none-Hi-Kn010G3/L0238-k0 8.37E-10
HO810-G 1dh/none-Hi-Kn010G3/L0214-k0 6.57E-10
HOB10-G1dhnone-Hi-Kn010G3/L0243-k0 6.49E-10
GCHO25-G1dh/none-Hi-KRO10G3/.0204-k0 6.70E-10
GCHO54-G1dh/none-Hi-Kn010G3/TRO1LO16-K0 7.63E-10
H0810-G1dh/none-Hi-Kn010G3/L0168-k0 6.99E-10
GCHO94-G1dhinone-Hi-Kn010G3/L027 1-k0 6.02E-10
GCHO54-G1dh/none-Hi-Kn010G3/TRO1LO19-K0 8.71E-10
HO610-G 1dh/none-Hi-Kn010G3/L0234-k0 7.788-10
GCHO98-G1dh/none-Hi-Kn010G3/L0011-k0 8.02E-10
HO610-G1dh/none-Hi-Kn010G3/L0204-k0 7.27E-10
HO610-G1dh/none-Hi-Kn010G3/1.0240-k0 8.48E-10
HO610-G 1dhfnone-Hi-Kn010G3/L0239-k0 8.74E-10
H0610-G1dh/none-Hi-Kn010G3/L0212-k0 9.94E-10
GCHO85-G1dh/none-Hi-Kn010G3L.0011-k0 8.84E-10
HO610-G 1dh/none-Hi-Kn010G3/L0200-k0 1.04E-09
HO610-G 1dh/none-Hi-Kn010G3/L0124-k0 9.72E-10
GCHO73-G1dh/none-Hi-Kn010G3/L0011-k0 9.10E-10
HO610-G 1dhnone-Hi-Kn010G3/TRO1LO16-KO 1.08E-09
GCHO54-G1dh/none-Hi-Kn010G3/L.0201-k0 1.08E-09
HO610-G1dh/none-Hi-Kn010G3/L0090-KO 112E-09
HOB10-G1dh/none-Hi-Kn010G3/L0209-k0 1.12E-09
HO610-G 1dhnone-Hi-Kn010G3/.0201-k0 1.13E-09
HOB10-G1dh/none-Hi-Kn010G3/LO161-k0 9.73E-10
HO610-G 1dh/none-Hi-Kn010G3/L0206-k0 8.65E-10
H0610-G 1dhnone-Hi-Kn010G3/L0186-k0 1.08E-09
HO610-G 1dh/none-Hi-Kn010G3/TRO1LO19-K0 1.15E-09
HOB10-G 1dh/nane-Hi-Kn010G3/L0085-kD 1.17E-09
GCHO55-G1dh/none-Hi-Kn010G3/L0200-k0 1.13E-09
HO610-G 1dh/none-Hi-Kn010G3/L0154-k0 1.01E-09
HO610-G1dh/none-Hi-Kn010G3/L0229-k0 1.20E-09
GCHO54-G1dh/none-Hi-Kn010G3A.0200-k0 1.18E-09

GCHO84-G1dh/none-Hi-Kn010G3/.0201-k0 1.17E-09
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ik (£+ GPC3)
H0810-G1dh/none-Hi-Kn010G3/L.0000-k0 3.97E-09
H0610-G 1dh/none-Hi-Kn010G3/L0205-k0 1.01E-09
GCHO99-Gdh/none-Hi-KnD10G3/L0201-k0 1.29E-09
HO610-G 1dhinone-Hi-Kn01 0G3/.0242-k0 1.19E-09
GCHO56-G1dh/none-Hi-Kn010G3/L0201-k0 1.16E-09
H0610-G1dh/none-Hi-Kn010G3/L0213-k0 1.25E-08
GCHOBO-G1dh/none-Hi-Kn010G3/L0200-k0 1.34E-09
GGHOB5-G1dh/none-Hi-KnG10G3/L0000-K0 1.41E-09
GCH100-Gdh/none-Hi-Kn010GI/L0201-k0 1.37E-09
H0610-G1dh/none-Hi-Kn010G3/L0015-k0 1.31E-00
HOB10-G1dh/none-Hi-Kn010G3L0151-k0 1.26E-09
HO610-G 1dh/none-Hi-Kn010G3/.0237-k0 1.31E-09
H0610-G 1dh/none-Hi-KnD10G3/L0220-k0 1.36E-09
H0610-G 1dh/none-Hi-Kn010G3/L0155-k0 1.28E-09
GCHO55-Gdh/none-Hi-Kn010G3/L02150 1.52E-09
HO810-G 1dh/none-Hi-Kn010G3/.0202-k0 1.22E-09
GOH056-Gdh/none-Hi-Kn010G3/L0Z15-k0 1.59E-09
H0810-G1dh/none-Hi-Kn010G3/L0012-k0 1.55E-09
GCHO54-G1dh/none-Hi-Kn010G3/L0215-k0 1.62E-09
HO610-G1dh/none-Hi-Kn010G3/L0215-k0 1.64E-09
GCHO88-G1dh/none-Hi-Kn010G3/L0000-K0 1.77E-09
H0610-G 1dh/none-Hi-Kn010G3/L0125-k0 1.71E-09
GCHO57-G1dh/none-Hi-Kn010G3/L02150 1.83E-09
+H0610-G 1dh/none-Hi-Kn010G3/L0217-k0 1.79E-09
H0610-G1dhinone-Hi-KnO10G3/LO014-k0 1.82E-09
H0610-G1dhinone-Hi-Kn010G3/L0216-k0 1.86E-09
TRO1HO15-E2702GsKsc/GCHO19-E2704sEpsc/LO000-KO 1.64E-09
H0610-G1dhinone-Hi-Kn010G3/TRO1LO15-k0 2.16E-09
H0610-G 1dh/none-Hi-Kn010G3/TRO1LOT8-k0 2.17E-09
H0610-G 1dh/none-Hi-Kn010G3/L0218-k0 1.99E-09
H0610-G1dhfnone-Hi-Kn010G3/L0000vK1-kD 2.16E-09
H0610-G1dh/none-Hi-Kn010G/L0160-k0 2.12E-09
H0610-G 1dh/none-Hi-Kn010G3/L0047-k0 2.23E-09
GCHO73-G1dh/none-Hi-Kn010G3/L0000-KO 2.00E-09
GCHO54-G1dh/none-Hi-Kn010G3/TRO1L015-0 2.45E-09
HO610-G1dh/none-Hi-Kn010G3/L0215-k0 2.28E-09
GCHO94-G1dh/none-Hi-Kn010GI/L0272-k0 2.10E-09
H0610-G 1dh/none-Hi-Kn010G3/L0149-k0 2.16E-09
GCHO54-G1dh/none-Hi-Kn010G3/TRO1L018-k0 2.59E-09
GCHO54-G1dh/none-Hi-Kn010G3/L02030 2.48E-09
HO610-G 1dh/none-Hi-Kn010G3/.0122-k0 2.42E-09
H0810-G1dh/none-Hi-Kn010G3/L0134-k0 2.53E-09
+10610-G 1dh/none-Hi-Kn010G3/L0152-k0 2.36E-09
HO610-G1dhinone-Hi-Kn010G3/L0203-k0 2.11E-09
H0610-G 1dhinone-Hi-Kn010G3/L0075-k0 2.85E-09
H0610-G1dh/none-Hi-Kn010G3/L0036-k0 2.75E-09
H0610-G 1dh/none-Hi-Kn010G3/L0011-k0 2.76E-09
H0610-G 1dh/none-Hi-Kn010Ga/L0157-k0 2.60E-09
HO610-G 1dh/none-Hi-Kn010G3/L0145-k0 2.66E-09
H0610-G1dh/none-Hi-Kn010G3TRO1LO10-k0 2.92E-09
+0610-G 1dh/none-Hi-Kn010G3/L0009-k0 2.99E-09
GCHO99-Gdh/none-Hi-Kn010G3/L011-k0 2.78E-09
H0610-G 1dh/none-Hi-Kn010G3AL0006-k0 3.04E-09
H0610-G1dh/none-Hi-Kn010G3/L0173-k0 2.83E-09
H0610-G1dh/none-Hi-Kn010G3/L0127-k0 3.12E-09
H0610-G1dh/none-Hi-Kn010G3/L0082-k0 3.43E-09
H0610-G 1dh/none-Hi-Kn010G3/L0064-k0 3.37E-09
HO610-G1dh/none-Hi-Kn010G3/L0008-k0 3.30E-09
H0610-G1dh/none-Hi-Kn010G3/L.0013-k0 3.35E-09
HO610-G1dh/none-Hi-Kn010G2/L0140-k0 3.38E-09
HO610-G 1dh/none-Hi-Kn010G3/L0039-KO 3.41E-09
GCHO43-G1dh/none-Hi-Kn010G3/L0000-K0 3.74E-09
+0610-G1dh/none-Hi-Kn010G3/TRO1L008-k0 3.48E-09
H0610-G1dh/none-Hi-Kn010G3/L0148-k0 3.28E-09
GCHOB2-G1dh/none-Hi-Kn010G3/L.0000-kO 3.73E-09
HO610-G 1dh/none-Hi-Kn010G3/L0163-k0 3.38E-09
H0610-G1dh/none-Hi-Kn010G3/L0233-k0 3.55E-09
HO610-G1dh/none-Hi-Kn010G2/L0230-k0 4.00E-09
GCHO06-G1dh/none-Hi-Kn010G3/LO000-K0 4.06E-09
H0610-G 1dh/none-Hi-Kn010G3/L0032-k0 3.72E-09
H0610-G1dh/none-Hi-Kn010G3/L0181-k0 3.51E-09
H0610-G1dh/none-Hi-Kn010G3TRO1L008-k0 3.81E-09
H0610-G1dh/none-Hi-KnO10G3/L0141-k0 3.86E-09
H0810-G1dhinone-Hi-KnD10G3/L0079-KO 4.23E-09
GCHO94-G1dh/none-Hi-Kn010G3/L0270-k0 3.60E-09
GCHOB6-Gdh/none-Hi-Kn010G3/L0000-K0 4.29E-09
GOHOB4-G1dh/none-Hi-Knl10G3/L00D0-KO 4.14E-09
H0610-G 1dh/none-Hi-Kn010G3/L0066-k0 4.20E-09
GCHO27-G1dh/none-Hi-Kn010G3/LO000-KO 3.83E-09
H0810-G1dh/none-Hi-Kn010G3/L0003-k0 4.01E-09
H0610-G1dh/none-Hi-Kn010G2/L0042-k0 4.27E-09

H0610-G1dh/none-Hi-Kn010G3/TRO1L.011-k0 4.02E-09
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" KD
] £k GPC3)
H0610-G 1 dhinone-Hi- Kn010G3/L0000-k0 3.07E-00
GCHO15-G1dh/none-Hi-Kn010G3/L0000-K0 4.14E-09
HO610-G 1dh/nane-Hi-Kn010G3/L0175-k0 3.84E-09
GCH100-G1dh/none-Hi-Kn010G3/L001 1-k0 3.81E-09
GCHO14-G1dh/none-Hi-Kn010G3/LODO0-KO 4.20E-09
GCHO53-G1dh/none-Hi-Kn010G3/.0000-k0 4.05E-09
hCE115HA-E22Hh/LO000-0/GL4-E22HK/HO000-E22L 4.28E-09
GCHO94-G1dh/none-Hi-Kn010G3/L0011-k0 3.88E-09
GCHO45-G1dh/none-Hi-Kn010G3/L0000-kO 4.63E-09
H0610-G1dh/nane-Hi-Kn010G3/TRO1LO12+k0 4.25E-09
HO610-G 1dh/none-Hi-Kn010G3/L0115-k0 4,34E-09
H0B10-G 1dh/none-Hi-Kn010G3/L0044-k0 4.57E-09
H0610-G1dh/none-Hi-Kn010G3/L0107-k0 4.38E-09
HO610-G1dh/none-Hi-Kn010G3AL0007-k0 4.39E-00
GCHO13-G1dh/none-Hi-Kn010G3/LO000-KO 4.44E-09
HO610-G 1dh/none-Hi-Kn010G3/L0045-k0 4.66E-09
GCHO10-G1dh/none-Hi-Kn010G/L0000-K0 4.12E-09
GCHO40-G1dh/none-Hi-Kn010G3/L0D00-kO 4.80E-09
H0B10-G 1dh/none-Hi-Kn010G3/L0002-k0 4.43E-09
H0810-G tdh/none-Hi-Kn010G3/L0016-k0 4.44E-09
GCHO07-G1dh/none-Hi-Kn010G3/L0000-k0 4.93E-09
GCHO42-Gdh/none-HI-Kn010G3/L0000-KO 4.89E-00
rCE115H-E22Hh/rCE115L-k0/GLA-E22HK/HO000-E22L 4.57E-09
H0610-G 1dhfnone-Hi-Kn010G3/L0120-k0 4.54E-09
HO610-G1dh/none-Hi-Kn010G3/L0085-k0 4.79E-08
GCHO16-G1dh/none-Hi-Kn010G3/LO000-KO 4.59E-09
GCHO35-G1dh/none-Hi-Kn010G3/LI000-KO 4.94E-09
GCHO39-G1dh/none-Hi-Kn010G3/L0000-kO 4.95E-09
GCHO99-G1dh/none-Hi-Kn010G3/L0000-k0 4.24E-09
HO610-G1dh/none-Hi-Kn010G3/L0041-k0 4.85E-09
GCHO19-G1dh/none-Hi-Kn010G3/LO000-kO 4.36E-09
GCHO29-G1dh/none-Hi-Kn010G3/L0000-kO 5.01E-09
GCHO56-G1dh/none-HI-Kn010G3/L0011-k0 4.31E-09
HO610-G 1dh/none-Hi-Kno10G3/40147-k0 4.38E-09
GCHO34-G1dh/none-Hi-Kn010G3/LO000-kO 5.09E-09
GCHO03-G1dh/none-Hi-Kn010G3/L00D0-kO 5.20E-09
HO610-G 1dhnone-Hi-Kn010G3/L0139-k0 4.78E-09
HO610-G 1dh/none-Hi-Kn010G3/4.0089-k0 5.24E-09
HO810-G1dh/none-Hi-Kn010G3/L0113-k0 4.82E-00
HO610-G1dh/none-Hi-Kn010G3/L0180-k0 4.48E-09
GCHO0S-G1dh/none-Hi-Kn010G3/L0000-kO 5.32E-09
GCHO67-G1dh/none-Hi-Kn010G3/LO000-kO 5.24E-09
H0810-G1dh/none-Hi-Kn010G3/L0187-k0 4.92E-09
H0610-G 1dh/none-Hi-Kn010G3/L0043-k0 5.14E-09
HO610-G 1dh/none-Hi-Kn010G3/L0117-k0 4.92E-09
GCHO61-G1dh/none-Hi-Kn010G3/L0000-KO 5.13E-09
GCHO22-G1dh/none-Hi-Kn010G3/LO000-kO 4.92E-09
H0610-G1dh/none-Hi-Kn010G3/L0091-k0 5.43E-09
GCHO23-G1dh/none-Hi-Kn010G3/LO000-KO 4.94E-09
HO610-G 1dh/none-Hi-Kn010G3/L0062-k0 5.28E-09
HO810-G 1dh/none-Hi-Kn010G3/L0136-k0 5.04E-09
H0610-G1dh/none-Hi-Kn010G3/TRO1LO03K0 5.08E-09
H0610-G 1dhfnone-Hi-Kn010G3/L0069-k0 5.32E-00
HO810-G1dh/none-Hi-Kn010G3/L0123-k0 5.08E-09
GCHO25-G1dh/none-H-Kn010G2/L0000-k0 5.05E-09
GCH100-G1dh/none-HI-KN010G3/LO000-KO 5.39E-09
HO610-G 1dh/none-Hi-Kn010G3/L0046-k0 5.45E-09
H0810-G 1dh/none-Hi-Kn010G3/L0144-k0 4.84E-09
GCHO26-G1dh/none-Hi-Kn010G/LO000-KO 5.17E-09
HO610-G1dh/none-Hi-Kn010G3/.0138-k0 5.24E-09
GCHO56-G1dh/none-Hi-Kn010G3/L0000-KO 5.03E-09
H0610-G1dhmone-Hi-Kn010G3/L0129-k0 5.28E-00
GCHO32-G1dh/none-HI-KN010G/L0000-kO 5.74E-09
HO610-G1dh/none-Hi-Kn010G3/ TRO1LO05-kO 5.37E-09
GCHO12-G1dh/none-Hi-Kn010G3/LO000-KO 5.40E-09
GCHO55-G1dh/none-Hi-Kn010G3/LOC00-KO 5.60E-09
H0610-G 1dh/nane-Hi-Kn010G3/L0104-k0 5.90E-09
GCHO59-G1dhjnone-Hi-Kn010G3/LOD00-KO 5.70E-09
GCHO54-G1dh/none-Hi-Kn010G3/L0000-k0 5.30E-09
GCHO08-G1dh/none-Hi-Kn010G/L0000-KO 5.55E-09
HO610-G1dh/none-Hi-Kn010G3/L0232-k0 5.38E-09
HO610-G 1dh/none-Hi-Kn010G3/L0126-k0 5.62E-09
GCHO94-G1dhinone-Hi-Kn010G3/L0000-k0 5.89E-09
HO610-G 1dh/none-Hi-Kn010G3/L0132-k0 5.65E-09
HO610-G 1dh/none-Hi-Kn010G3/L0106-k0 5.66E-09
GCHO54-G1dh/none-Hi-KnO10G3/L001 1-k0 5.25E-00
H0810-G 1dh/none-Hi-Kn010G3/L0109-k0 5.70E-09
HO610-G1dh/none-Hi-Kn010G3/L0063-k0 6.03E-09
GCHO68-G1dh/none-Hi-KN010G3/LO000-KO 6.23E-09
GCHO57-G1dh/none-Hi-Kn010G3/LO000-kO 5.61E-09

H0610-G1dh/none-Hi-Kn010G3/L0137-k0 5.87E-09
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[0241]

[0242]

[0243]

(3—3) mEEICLZpIRE

—EREMNMAOEREECHEEARBENIUETH D, 14RO
RhNTST74—%BW3iEE. DFOFER (pl) 2BETHIENEUT
HDEREXINTWS (PLoS One. 2013;8(2):e57479) . T M7=, EFEf
2 THEREI Nk Meink MGPC3HLAECSIHO000-ERY27 HK (E25IZES : 5 4
) ICDWT, CDR1, CDR2, CDR3ICpINZEZER LIEREEZEZZALBERK
ERE L7, RIS, ILOBEREORIAM E FGPC3ITH T 5 3RFNM %
E L7

ZOR. £ MGPCIITH T 2HMMEZHFT LoD, plZETIEDZ &N
HRERT I JBRZEE LT, KabatF+ /Y v FIC& 5191, 43RL, 53, 61
fO7 I /BAREINE,

B MGPCIITH T ZMAMMEN MR I N, DN OpIIETMRDODH 2B = BAHE
bEBZ&T. R1OIKTRTRMMES L Pl R DK LS,
[&10]

TEE SIS (TR P Ciie  HOBI0-E2704sEpsc N —AET S ERE
HO0610-E2704sEpsc/LO000-K0 7.8 H0610-G1dh/none-Hi-Kn010G3/L0000-kC 4.16E-09 -
GCHOSA-E2704sEpSc/LO0TIA0 6.2 GCHOS4-GIdNnone-HKnOTOGHLOO1-kO  5.25E-00  K10TIQU3E/P52aG/KSIEIGEPIQBIE
GCHOGS-E2704sEpsc/LO0TI0 6.4 GCHOGS-Gidh/none-HAKnOTOGHLOO1-kO  B.84E-10  K1OTIQASE/P52aG/KSIPIGESPIQB1E
GCHOS4-E2704sEpso/L00T1-K0___ 6.2 GCHOM4-Gldhinone-H-Kn010GHLO011-k0 __ 4,54E-00 _KI1ST/IS7V/PAOA/QASE/MBMIP 520G/ KSIE/GSSPIQB1E

(3—4) REERICLZHMIEAT N v I ABEEREHRE

MEA~T N v IR (ECM) ENOFEBENRESIIEYERICHET T8
MEAEREINTUWS (MAbs, 2012 Nov-Dec;4(6):753-60) , T MDf=&, KX
FEBI CRI-BERFICOVWTEMMIR T 2 AR ESERBHI4 ICEH LA
ETERELL, TORR. b MeHik FCD3e B L Uik NGPCIZEREM
HLAGPC3_ERY27 hCE115 (EZHIES54. 55. 56) TIREMESRESBL
ENEEINE, DD, ERFI3 -1, 3—2, 3-3THRELEEL
b4 NCD3 & ST AEEHINCE115HA-ERY27 HE (EZHIES : 55) ICT 4F
BROREEZFAWVWTEIMEEREMERBRI NS AEbEERET L, ZOHER
. KabatF+ >/ I & B114L, 1661, 52afi, 5341, 98fId L 100D 7
T /BEMNCD3 e I T H2HRAMMEZHTF L DD, ECMEERERTICKET S &
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RHE L. B Mbink FCD3 e HE L Uk MNGPCIZEIFEM{AGPC3 ERY27
ChCENGEZE i & Y HECMESRENMER I A& B (R11) .
[0244] [3=11]

N ECMIEB IL
A (mE=1)
GPC3_ERY22 CE115 (rCE115H-E22Hh/rCE 115L-K0/GL4-E22Hk/HO000-E22L) 4.0
GPC3_ERY?27 (hCE115HA-E22Hh/L0000-k0/GL4-E22Hk/HO000-E22L ) 50.9
CE115HA236-E22Hh/GLS3108-k0/GL4-E22HK/HO610-E221L 4299
CE115HA236-E22Hh/GLS3108-k0/GL4-E22HK/HO000-E22L 414.8
CE115HA251-E22Hh/L0000-k0/GLA-E22HK/HO000-E221L 346.9
CE115HA251-E22Hh/L0000-k0/GL4-E22Hk/H0610-E22L 3344
TRO1H002-E22HNh/GLS3108-k0/GL4-E22HK/H0610-E221L 301.1
TRO1HO02-E22Hh/ GLS3108-k0/GL4-E22Hk/HO000-E22L 216.9
TRO1HO15-E22HK/LO000-k0/GL4-E22Hk/HO610-E221L 185.7
TRO1H040-E2702GsKsc/H0610-E2704sE psc/L0208-k0 50.4
CE115HA122-E22Hh/L0000-k0/GL4-E22HK/HO000-E22L 47.0
TRO1HO040-E2702GsKsc/H0610-E2704sEpsc/L0211-k0 15.5
TRO1HO40-E2702GsKsc/H0610-E2704sEpsc/L0206-k0 15.4
TRO1H040-E2702GsKsc/H0610-E2704sEpsc/L0209-k0 7.4
rCE115H-E22Hh/rCE 115L-k0/GL4-E22Hk/HO610-E221L 4.6
TROTHO40-E2702GsKsc/HO610-E2704sEpsc/L0204-k0 4.4
TRO1H067-E2702GsKsc/GCHO54-E2704sEpsc/L0212-k0 33
TROT1H113-E2702GsKsc/GCHO65-E2704sEpsc/LO011-k0 2.5
TRO1H082-E2702GsKsc/GCHO65-E27045Epsc/LO011-kD 1.7
TRO1H113-E2702GsKsc/GCHO94-E2704sEpsc/LO011-k0 1.6
rCE115H-E22Hh/rCE 115L-k0/LO000-E22HK/H0610-E22L 1.4
TRO1HO084-E2702GsKsc/GCHO85-E2704sEpsc/LO011-k0 1.3
TRO1HO84-E2702GsKsc/GCHO94-E2704s5Epsc/L0011-k0 1.2
TRO1HO082-E2702GsKsc/GCHO94-E2704sE psc/L0201-k0 11
TRO1H040-E2702GsKsc/H0610-E2704sEpsc/LO000-KO 0.8
TRO1HO40-E2702GsKsc/HO610-E2704sEpsc/L0201-k0 0.8
TRO1H040-E2702GsKsc/HD610-E2704sEpsc/L0203-k0 0.8
TRO1HO082-E2702GsKsc/GCHO94-E2704sEpsc/L0011-k0 0.7
TRO1H109-E2702GsKsc/GCHOB5-E2704sEpsc/LO011-k0 0.7
TRO1H067-E2702GsKsc/GCHO54-E2704sE psc/L0222-k0 0.6
TRO1H067-E2702GsKsc/GCHO54-E2704sEpsc/L0201-k0 0.5
TRO1H109-E2702GsKsc/GCHO94-E2704sEpsc/LO011-k0 0.4
TR0O1H113-E2702sKsc/GCHO65-E2704sEpsc/L0011-kO 0.3
MRAH-G1d/MRAL-kO (ELE) 1

[0245] (3 —5) HZEIZL BSuRe™ ligand|C W d BIESEENE
MAEDOAIESEE S (VH3) (C&K7F L TProtein AICKES T 2BI0 55N T
W% (J Biomol Tech, 2011 Jul;22(2):50-2) ., b MMbink RCD3egHEB LV
ik NGPC3IZERFEM A DProtein ABEICH W T, MDA REREE
BRET B &IFD3EN LAFHFEMNRIGEZIF T L TEETH D, DL
. OO EMAEDProtein AFEZIMFIT I EAEELWEEZDL
Nic, BMRAEEICSVTIESRe™ LigandDFERAMBEINDZ &M D, E b
{b3CD3 4 fRHEH N (A TROTHO82-E2702GsKsc &5 & TU'TROTHO84-E2702GsKsc (FL
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[0246]

[0247]

HEE398BL1U399) MCDR2ICSuRe™ ligandiE B4 EE L AL ES

BALBERGERR L, NS5 DOHEHADSRe™ LigandilH T H#EE

RIS EEMAIS ICRBL B ETER LA, ZORBR. Kabat+2 /) v 7T
IC& 1961, 5761, SMIDT7 = /JEEACD3 e ITH T 2EAME = #FF L DD, Su
re™ ligandiCi 9 2EAREICHE TS &% R HE L. TROTHO82-E2702GsKsc/L
0011-kO(EEFE S 3 98B LU4 1 0), BLUTROTHO84-E2702GsKsc/LOO11-
kO (BBAIES3998&LTU410) &L L TSuRe™ ligandiC 3 2 FEEHE

MEBRI WA ZSTL (R12),

[R12]
ke S“R(GFIJTE@ CE115HAQ00E R — R &4 2 % R

TRO1HO84-E2702GsKsc/L0011-kO 5065.8 R168G/A52aD/N53Q/D72A/L78I/G9BA/Y 100G/A102I
TRO1H082-E2702GsKsc/L0O011-k0 4469.2 V11L/A52aD/N53Q/G98A/Y 100G
TRO1HO90-E2702GsKsc/L0011-k0 3606.3 V11L/R16G/A52aD/N53Q/G98A/Y 100G
TRO1HO93-E2702GsKsc/L001 1-k0 24507 |V11L/A52aD/N53Q/KB4Q/GIBAIY 100G
TROT1H094-E2702GsKsc/L0011-k0 2351.9 V11L/A52aD/N53Q/K64S/GO8A/Y 100G
TRO1H114-E2702GsKsc/L0011-K0 14855  |R16G/A52aD/NG3QIT57S/D72A/L78IGIBAY 100G/A102]
TRO1TH092-E2702GsKsc/L0011-kD 1159.5 V11L/A52aD/N53Q/K64A/GI8A/Y 100G
TRO1H100-E2702GsKsc/L0011-k0 383.0 V11L/A52aD/N53Q/TA7S/G98A/Y 100G
TRO1H111-E2702GsKsc/L0011-K0 50.7 R16G/R19K/A52aD/N53Q/D72A/L78/GIBA/Y 100G/A102]
TRO1H110-E2702GsKsc/L0011-k0 29.5 R19K/A52aD/N53Q/GI8A/Y 100G
TRO1H091-E2702GsKsc/L0011-k0 275 V11L/R19K/A52aD/N53Q/GIBAIY 100G
TRO1H091-E2702GsKsc/L0O011-k0 15.0 V11L/R19K/AB2aD/NG3Q/GO8A/Y 100G
TRO1H112-E2702GsKsc/L0011-k0 8.8 R16G/A52aD/N53Q/T57Q/D72A/L78I/G98A/Y 100G/A102]
TRO1H113-E2702GsKsc/L00110 70 R16G/A52aD/N53Q/Y 59V/D72A/L78/GIBA/Y 100G/A102I
TRO1HO96-E2702GsKsc/L0011-k0 2.7 V11L/A52aD/N5S3Q/T57G/GO8A/Y 100G
TROTH109-E2702GsKsc/L0011-k0 2.2 V11L/A52aD/N53Q/Y59V/GO8AY 100G
TRO1H098-E2702GsKsc/L0011-k0 1.6 V11L/A52aD/NS3Q/T57P/GO8A/Y 100G
TRO1H107-E2702GsKsc/L0011-K0 14 V11L/A52aD/N53Q/Y 59Q/GIBA/Y 100G
TRO1H103-E2702GsKsc/L0011-kD 1.4 V11L/A52aD/N53Q/Y59G/G98A/Y 100G
TRO1H104-E2702GsKsc/L0011-k0 1.0 V11L/A52aD/N53Q/Y 591/GO8A/Y 100G
TRO1H105-E2702GsKsc/L0011-K0 0.8 V11L/A52aD/N53Q/Y 59L/GIBA/Y 100G
TRO1H099-E2702GsKsc/L0011-k0 0.6 V11L/A52aD/N53Q/T57Q/GOBA/Y 100G
TRO1H102-E2702GsKsc/L0011-K0 0.5 V11L/A52aD/N53Q/Y 59F/GISA/Y 100G
TRO1H101-E2702GsKsc/L0011-K0 0.5 V11L/A52aDIN53Q/T57VIGIBA/Y 100G
TRO1H108-E2702GsKsc/L001 1-k0 0.4 V11L/A52aD/N53Q/Y59T/GIBATY 100G
TRO1H097-E2702GsKsc/L0011-k0 0.1 V11L/A52aD/N53Q/T57L/GA8A/Y 100G
TRO1H106-E2702GsKsc/L0011-k0 0.0 V11L/A52aD/N53Q/Y 59P/GO8A/Y 100G
TRO1H095-E2702GsKsc/L0011-k0 -0.2 V11L/A52aD/NS3QY/T57F/GI8A/Y 100G

(3—6) FEEMEIREINDI RZEDHAEDLETICLIEBEIL_ERE
MR D /8L

EREFS —1H53 - bILRBLAREEEIVEINIREELHAE
HEBZIET, REIEINAERENFEZFERTDIIENTES, ZOLIA
WEMMAEOHIE LT, R SICEHOMAEZFERL. ERHI1 ERAKROFAE
AAWT. THERKEFEEMRSE (TDCC) FMTMIcHE Lz, TORRER4 ~
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[0248]

[0249]

QICEEH L. TORER. b MEATMGPC3 ERY22 rCE115MTHARK FFAIHERE
BEEFHERASH IV ZTRULOEEERTRELLE Mdtk FCD3e 85
LUk NGPCIZEREMMAEE,

[#13]

TDCCT7ytEATD "
YL INES nis

1 GPC3_ERY22_CE115 (rCE115H-E22Hh/rCE115L-k0/GL4-E22Hk/HO000-E22L )
2 GPC3_ERY27 (hCE115HA-E22Hh/L0000-k0/GL4-E22Hk/HO000-E22L )

3 CE115HA251-E22Hh/L0000-k 0/GL4-E22Hk/HO000-E22L

4 CE115HA236-E22Hh/GLS3108-k0/GL4-E22HK/HO000-E22L

5 TRO1H002-E22Hh/GLS 3108-k0/GL4-E22Hk/HO000-E22L

6 CE115HA122-E22Hh/L0000-K0/GL4-E22Hk/HO000-E22L

7 rCE115H-E22Hh/rCE115L-k0/LO000-E22Hk/HO610-E22L

8 rCE115H-E22Hh/rCE 116L-k0/GL4-E22Hk/HO0610-E22L

13 TRO1H040-E2702GsKsc/H0610-E2704sE psc/L0000-kO
14 TRO1H040-E2702GsKsc/H0610-E2704sEpsc/L0201-k0
15 TRO1H040-E2702GsKsc/H0610-E2704sEpsc/L0203-k0
16 TRO1H040-E2702GsKsc/H0610-E2704sEpsc/L0204-k0
17 TRO1H040-E2702GsKsc/H0610-E2704sE psc/L0206-k0
18 TRO1H040-E2702GsKsc/H0610-E2704sE psc/L0208-k0
19 TRO1H040-E2702GsKsc/H0610-E2704sE psc/L0209-k0
20 TRO1H040-E2702GsKsc/H0610-E2704sEpsc/L0211-k0
21 rCE115H-E2702GsKsc/H0610-E2704sEpsc/LO000-k0

22 TRO1H061-E2702GsKsc/H0610-E2704sEpsc/LO000-kO
23 TRO1H068-E2702GsKsc/H0610-E2704sE psc/LO000-KO
24 TRO1H071-E2702GsKsc/H0610-E2704sEpsc/LO000-KO
25 TRO1H067-E2702GsKsc/GCHO54-E2704sEpsc/L0201-k0
26 TRO1H067-E2702GsKsc/GCHO54-E2704sEpsc/L0212-k0
27 TRO1H067-E2702GsKsc/GCH054-E2704sEpsc/L0222-k0
28 TRO1H067-E2702GsKsc/ GCHO54-E2704sEpsc/L0000-k0
29 TRO1H082-E2702GsKsc/GCHO94-E2704sEpsc/L0201-k0
30 TRO1H082-E2702GsKsc/GCHO94-E2704sEpsc/L0011-k0
31 TRO1H084-E2702GsKsc/GCHO94-E2704sEpsc/L0011-k0
32 TRO1H084-E2702GsKsc/GCHO65-E2704sEpsc/L0011-k0
33 TRO1H082-E2702GsKsc/GCHO65-E2704sEpsc/L0011-k0
34 TRO1H109-E2702GsKsc/GCH094-E2704sEpsc/L0011-k0
35 TRO1H109-E2702GsKsc/GCHO685-E2704sEpsc/L0011-k0
36 TRO1H113-E2702GsKsc/GCH094-E2704sEpsc/L0011-k0
37 TRO1H113-E2702GsKsc/GCHO685-E2704sEpsc/L0011-k0
38 TRO1H113-E2702sKsc/GCH065-E2704sEpsc/L0011-k0

EHEFI3 —1~3—6h45. & MERTOGPC3 ERY22 rCE115MDTHIRR MR HY
MIREEEMEASEH VT TN LOFEE 2R T HRE L D3 e b &
T e NPCIZEREMNAOUEE MR T LT, AIAEUANTOT7I /8
BRENBEETHDIENELMNEL D,

ik hCD3 e SHIMAICHEWTIE, BIAIET 1{fIDLeu, 1 6{MDGly, 5 2a
fIDAsp, 5 3HIDGIn, 7 2{DAla, 7 8hIDIle, 9 8fudAla, 10 0fu
DGly, 10 2MDIlehBIFSN D, ik MPCIHAFICEWTIE, BRI,
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[0250]

[0251]

1 9RIDThr, 4 3H[LDGlu, 5 2afiidDGly, 5 3{LDProds B LMEGlu, 55
fiidDPro, 6 1 DGLUAEIFEND, T/, HBRALEBEICSWTIE. HIAEE
2 5HMIMPro. 2 7afi®Pro, 2 7bfiLMDPro, 3 3 MDIle, 3 4H(DGIn, 5
B NLDArgE 1ETrp. 8 9MDTyrAEIF LN B, (WIFhHKabatF /Y
VIILEB)

(=FEGIA ) in vivoZER O

EROFAED—EBICOWTHEEET L EBWin vivoEII D W T H 5
L7z,

EREHI3 — 6 TERHEHIN/zin vitroD 7 v 24 THIREEZMENRD LN
72521 3ICRLED BORKMRIEICDOWTin vivoD RO @A TaD
Nice In vivoOERMFTFMICE W T, BEBERPKICEL SHNRIEOEVWDSE
DERIIEZDD2HESEZREL. (PCEHRITTIENZEIFICEEHLLT
UENMBICL2ZDORZHOER22BEO E M AR, 72 5BPC-1
085 L UNCI-HA6 A AV BNz, T o DFREREANOD scidw 7 RICHKIBEI I
. BEOHBRAFER I NN scidv D RIT, in vitroTk MPBMCEIZET
B EICLYBREIHATHREIMIBAINL, &V AIIH L TRELLRE
hCD3e B L U NGPCIZEREMMAERE T 5 T &IC L DAEIITA
bl (THREBAETILEEHRIND)

b, REbiie FCD3e B L U E MGPCIZERFEMIADPC-10
THREBATTIICL 2EDHRICEVWTIE, TRRO LD REBRI THN,
BEARS VT4 7L YR L ZIED 5 DBES N/PBMCR U'T cell activa
tion/ expansion kit/ human (MACS Miltenyi biotectt) % FB\TTHIRADL
REENMTAbNE, £ MDAKBEKPC-10 1 X1074ifE &, < M) SILERR
T Yw s R (BD#) ASRMIE N, NOD scidw ™R (HAZL 7. 2. 6W)
DEFWEBR TFICRIEI N, BiEOH%day 0& Lz, 7 RICITHHERIH
ST > 7 OGMIA (RIHEER) £%0.2 mg/IECREIEMICIRE S hic, BB
ZIBEANSISHBICERY M XEABIK U THYINTRDN R BE
W72 7 OMFIES0. 2 mg/ICTHRIERICHR S I iz, TDBEBICHIEILA



WO 2016/047722 129 PCT/JP2015/077024

[0252]

[0253]

[0254]

[0255]

[0256]

BEICL > TH/EOSNATHREAIX 107/ TRIERICEBE I h -, THR®E
HERARFERIC. RElbk MCD3eHB LUk FGPCIZEREMTAENT m
9/kg CERBRIRNIEE I N, &BELItk MCD3e HB LUk NPCIZERE
MHAEORS I DOHMTHNT,

ZTOR/R. mElbE D3 e B L UL MPCIZTEREMMARSEIC
BWTIEAEESEICER L THLAGRESERMIRO O (K1 Oa,
b)

Bt FCD3e b LU b NGPC3ZEREMHIADNCI-HA46 THIFEH
AETNICL ZEMEARE AROGIETRME L 2o NCI-HM6ICH L TIE, &
B D3 e B L U e MGPCIZERFEMHAILS mg/kgT1EIEEEARM
BE5IN,

ZTOR/R. mElbE D3 e B L UL MPCIZTEREMMARSEIC
BWTIHAEESEICER L THLAGMRESERIRO LN (K1 14,
b)

(ZEEHkH)
(ZEERGI 1] MEDORRENT 5 —DFERSE L CIRAEDRIR & ER

7 I JEBEBEHOE AIXQuikChange Site-Directed Mutagenesis Kit (Strat
agene) . PCRZF /=IdIn fusion Advantage PCR cloning kit (TAKARA)ZE % FH
WTEHRBRAMDFETITW, RERII—ZEBELL, BONLRRNY
5 —DIREMRINELUEELNDAETRE L, EHLAETZZXIREZE L
B4 R B MR Y SEHEK293HkE (Invitrogen) . F7=IdFreeStyle2934HAa (Invit
rogentt) (T, —BMICEAL. MADORIREIT o/, BONLEELEFN D
. rProtein A Sepharose™ Fast Flow (GEAJL A7) HZEWTYHEEZNIOD
FET, A EBE L, BRNERER. 2Y66EETZ AW T280 nmTO
EHEEREL. BONELSPACERICL Y EBHINARAREERWT
HAEEAER L/~ (Protein Science 1995 : 4 : 2411-2423)

(BEZEHERF2) b NRBEMEZBKET 7 274 —HlBE L THW-RHERN
{AMADCCE 4
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[0257]

[0258]

BEBRIVEICDOWT, LT OHEICH > TADCCEHEM % AE L 7=,

b RRAEMERZEK (LT, B MPBUCE SR 2, ) 2T 704 —HfEE
L CTRWTEEBRIAADANCESEZ T O & 5 ISIE L.

(1) b MPBMCER DS

100084 /mlDA/NY) Vg (/R -~/ DFESFEA, /R JILT 4
29) DFDH00u LFAINFIRTEZZAVL., PAREKRAIHIBEORES
ARS YT 47 (BRABM) & YRS mlaEL L, PBS (-) ZAWVT
BFICHEMINLEZARHEM%Z4FS L. 15 mldDFicoll-Paque PLUSHYF & 3F
AINTELEEMNTARD N Leucosep!) Y /IR BEE (Greiner bio-one)
WK A Tee HBERARBMADTEINDBEIC2150 romDIREIC & > TI02E
ERICTRODBOBRELE Lk, BRIRESBE DI L7, 10%FBSA LD
ulbecco’s Modified Eagle’s Medium (SIGMA) (LA T10%FBS/D-MEM&FRd %
o ) WL > TIMLEENBICSENSHAEE LS Lok, HEXHAEA 10%FBS
/D-MEMAR [Z Z DM E AY5x10° HARE/ ml&RB L DICREB L, 41 Fan
—HFRICBWTITCTIRREA ~F 2 R—k L7z, 10%FBS/D-MEMT 1 EIffAE
%% L. MM AN 10%FBS/D-MEME (C F DHIFRBREE H'2x10° #HRE/ ml& A
FHICEB L, YBMEREREZENMIES L TUBRORERICH L,

(2) /7 OLEREER (ADCCEM)

ADCCEMZ 7 OLY) ) —ERICLDRFENI O LERRICTIMEL 2, &
T ZIRE (0, 0.004, 0.04, 0.4, 4, 40ug/ml) ICEAEL IMIAFEIR % 96
DTJWETL—bDED TILARICE0w I DIRML 72, RIS, ZHIHARE %50
wlgDBEL (Ix1048/D z)V) ERICTISOEH#BE L, &Y TILHIC
(1) THRELAE MPBMCERZ 100w L (5x10°HERE/ D = JL) ZMNX/HZ%T
L—bh%&. SURBEH R AV F 2 R—FHRICHWTITCTLAFEEFE L 2RI,
BOBELE, HZTL—POET DI HDI0u LOEE LEOKRIEES
Ho<hO 9 —%BWTAELE, TR :

KRR Y O LalERESR (%) = (A-C) X 100/ (B-C)

ICETWTHEN 7 O LERERE KD,
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[0259]

[0260]

[0261]

[0262]

ERICHENT, ARED I FDI100w LOKEE EEDOKREEYE (com) DI
HEEKRT, £/, BIFZMMIRRIC100 w LD2% NP-407KiAME (Nonidet P-40,
FHASATRY) BELV50u D10% FBS/D-MEMIEHb AN L= =LA D100
ulDIBEEFOBRAEN (cpm) OFEHEZRT, S HIC, CIIERHERICIO
% FBS/D-MEM3FH#E%A 150 w URAN L 72D =LA D100 w LDIFE EEDKREIEM (
com) DEHEAEKRT, RBRITtriplicatelc TEM L. REBRITIADADCCSE M
ARERINSRIEABRICS T IR/HEN I O LIEHE (%) OFHES L VFE
REZESE L,

(ZEERHI3] REEBRUVESERIERICL 2WETADTmTE

AMRETTIL. Rotor-Gene O (QIAGEN) ZRAW/AREEBTRRNEEEZH
WTHERAEDOTn (BREMERE) 250 Lk, 8. FFEE, MAORE
EMFTMEE LTEKAMLONTWEREETURES A VWTneHE & RiF
BREEERT CEABICEHRE I N TWS (Journal of Pharmaceutical Scien
ce 2010; 4: 1707-1720)

5000{Z32 & MSYPRO™ orange (Molecular Probes) #APBS (Sigma) (C& Y F
Rz, MABREBMTDIEICLYREY Y TIVERBE L, &Y T
H0uLT DRIERFa—TICtY b L. 240C /hrDOFRBEEE TI0CTH 599
CETREZ LRI, FRBICHD HAELZ470 nm (BhEKEK) / 555
nm (BIEER) KW THREAZTo 7,

5 — 4 |ZRotor-Gene Q Series Software (QIAGEN) A EBUWNTHEEBRHNI
HLONCREEZEHL., COEZTMEE L,

(SZEHEH 4 ) ECMEEBERIE

02012093704 ICEEH I NI HTEICE L THEL o BAMICIE, TBS(TaKa
Ra. #T903) TBD Matrigel (BD Biosciences, #356237) % 2mg/mLIZZHZEE .
ZhERANEAIG6UTI L —bKN (Meso Scale Discovery, #L15XB-3(High B
ind)) IC5uL T DNELE. BFICT—B#E L, BVWTEY TIICI50
wLDECL blocking buffer (0.05% Tween20., 0.5% BSA. 0.01% sodium azide
Z2TPBS) ZMAERT2AFALULEEL .
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[0263]

Goat anti-human IgG(vy) (Invitrogen, #628400) #%MSD SULFO-TAG NHS E
ster (Meso Scale Discovery., #R91AN-2) DEXY KW EREREICHEWILT =
LfELT=. THAECL dilution buffer (0.01% Tween20, 0.1% BSA. 0.01% s
odium azideZZLPBS) ZAWVWTHKIRE2ug/MLEaD L IBMUEL, T,
EEFAED L OHEIRILIA %ZPBS-T (0.05% Tween20, 0.01% sodium azide%® &
$PBS) THIEBE3ug/MLERDEIFBRL .

RIGE96 9 )L —N (Thermo scientific, Nunc #145399) (2. 10
LOECL dilution buffer. 20 uL DIREHKS & CHARILA (Sug/ml) . 30
uwlDIVT =D LMotk 2Qug/ml) ZIERAEML. AT, ERTERLA
AHIRERIGE B,

BIEMA9 6T SL— MASECL blocking buffer#8:fEIl8E L. RIGA
96V TITL—rDS0uLDY Y TIVERERML., EXATERT 1 HE
HELL, CO® MERIGYINTL— IS Y Y TINBKREGERE
L. 2x T buffer (4x MSD Read Buffer T (Meso Scale Discovery) #AECL di
lution buffer CZEICHRMLZED) #1650 uliN A ESICECLAIEZER L
7=o SAITEICIZSECTOR Imager 2400 (Meso Scale Discovery) &#{EMA L /=,

FEATIIMRIMAE DO RN BEEZRENADETEY ., EERAEZIE LR
DEE =& L& L,

(BEZEHEHI5]) SuRe™ ligandiEAREAIE

SuRe™ LligandiZxtd 2 #EARERIEICIZBiacore™-T200 (GEANJLRT T - U
Ny) BERLE, V=V Ty 7 7—ITi& HBS-EP+ (GEAILR T T - ¥
vIRV) ERAW TIVAYTI U TFy b (ENLVRTT - Tviiy) %&
FAW T, Mab Select SuRe™ Ligand (GEANJLRA T - Vv /8Y) %#MSF v

(ANVKRFOAFNTHERANSVBRBF Y ) IKHBERBEI R, 754
b& L TRWERAEIE HBS-EP+ ZR W Thug/mLICEAE L, BIEIXE TR
IO ul/miniC T, 5ug/mLOFEBRAE3 mind 2292 avTBIETR
Xt 0% HBS-EP+ (CHIWEZO0.5 minfRLARDOL ARV R (RU) %
AE L, MEMRTHE, 10 aM Gly-HCL, pH 1.5THEL., VY —Fv 7%
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BE L, RE70—tLICBVWTE. Fy 7 LICYHY ReRERKEET
ICEFOERREITWV,. MEOL ARV RU) DEEED I &1L YSuRe™ |
igandICN Y B IEEBE & BEAT L 72,

[0264] ABRHEFOEINES EWFHT 2EIN%ETDORICTKT,
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[$14]

BAES £F BAES £F BAES €

1 GPC3X 7L #F REFI ( NM_001164617.1) 81 TRO1HO18 154 TRO1H099
2 GPC37 X /B3| ( NP_001158089.1 ) 82 TRO1HO19 155 TRO1H100
3 I FILEZ 83 TRO1H020 156 TROTH101
4 THIRZ E&atiR 7 F K ( CAA26636.1 ) 84 TRO1H021 157 TRO1H102
5 THIRZ BHEBEARTF K (C25777) 85 TRO1H022 158 TRO1H103
6 THRZ B Ay18ER T F K ( A26659 ) 86 TRO1H023 159 TRO1H104
7 THIRL F BiEy28HR 7 F K ( AAB63312.1) 87 TRO1H024 160 TRO1TH105
8 THRZEASERTF K ( AAAG1033.1 ) 88 TRO1H025 161 TRO1TH106
9 CD3v# R 7L 7F K ( NM_000073.2 ) 89 TRO1H026 162 TRO1H107
10 CD35#R U LA F K ( NM_000732.4 ) 90 TRO1H027 163 TRO1H108
11 CD3e$HX ¥ L A F K ( NM_000733.3 ) 91 TRO1H028 164 TRO1H109
12 CD3y#~R7F K ( NP_000064.1) 92 TRO1H029 165 TRO1H110
13 CD35#{~ 7°F R ( NP_000723.1 ) 93 TRO1HO30 166 TROTH111
14 CD3efHAR7F K ( NP_000724.1) 94 TRO1HO31 167 TROTH112
15~22 RTFRYH— 95 TRO1H032 168 TRO1H113
23 b hCy1 96 TRO1H033 169 TRO1H114
24 E RhCy2 97 TRO1HO034 170 GCH003
25 b kCy3 98 TRO1HO35 171 GCH005
26 b hCy4 99 TRO1HO36 172 GCH006
27 FoyRIX 7 L #4F K ( NM_000566.3 ) 100 TRO1HO037 173 GCH007
28 FoyRIAZ'F R ( NP_000557.1 ) 101 TROTH038 174 GCH008
29 FoyRIAX 4 L 7#F K ( BC020823.1) 102 TROTHO39 175 GCHO010
30 FoyRIARZ'F K ( AAH20823.1) 103 TRO1H040 176 GCHO012
3 FoyRIBX L 7#F K ( BC146678.1) 104 TROTHO41 177 GCHO013
32 FoyRIBARZF K ( AAI46679.1) 105 TRO1H042 178 GCHO014
33 FoyRIIAX 7 L7+ F K ( BC033678.1 ) 106 TRO1H043 179 GCH015
34 FeyRIIAX 7' F K ( AAH33678.1 ) 107 TRO1HO44 180 GCHo18
35 FeyRIIBX 2 L7 F K ( BC128562.1 ) 108 TRO1HO45 181 GCHo18
36 FeyRINBAR7'F K ( AAI28563.1 ) 109 TRO1H046 182 GCHO022
37 FctBf ( RefSeqBHE B SAACS2527 1ONFRIZAFTHI ) 110 TROTH047 183 GCH023
38 FctEf ( RefSeqB & H SAABS0393.1ONKRIZAM ) 111 TRO1H048 184 GCHO025
39 FofRf ( RefSeqB & HFSAABS9394. 1 ONARIZATTM ) 112 TRO1HO049 185 GCHO026
40 HO000, GPC3 HEH{ AT 481, 113 TRO1HO50 186 GCHO027
41 GL4, GPC3 LE{ AT 4815 114 TROTHO51 187 GCH028
42 rCE115H, CE115 HEA AT 24838 115 TRO1HO052 188 GCHO032
43 rCE115L, CE115 LI AT 25581, 116 TRO1H053 189 GCHO034
44 G1dh 117 TRO1HO54 190 GCHO035
45 ERY22 Hk 118 TRO1H055 191 GCH039
46 ERY22 Hh 119 TRO1H056 192 GCH040
47 GL4-ERY22 Hk 120 TRO1H057 193 GCHO042
48 HOO00-ERY22 L 121 TRO1H058 194 GCHO043
49 rCE115H-ERY22_Hh 122 TRO1HO61 195 GCHo045
50 rCE115L-k0 123 TRO1H062 196 GCH053
51 hCE115HL (k2 MMLCE115 O E#) 124 TRO1H063 197 GCHo054
52 hCE115HA (& MMECE115 O EH) 125 TRO1HO64 198 GCHO055
53 L0000 (k= MMECE115D &) 126 TRO1HO65 199 GCHO056
54 HOOC0-ERY27_HK 127 TRO1H066 200 GCH057
55 hCE115HA-ERY27_HE 128 TROTHO67 201 GCH059
56 LO00O-kO 129 TRO1HO68 202 GCH060
57 E22Hh 130 TRO1HO069 203 GCHO061
58 E22Hk 131 TRO1HO70 204 GCH062
59 Hi-Kn010G3 132 TROTHO71 205 GCHO64
60 E2702GsKsc 133 TRO1HO72 206 GCHO065
81 E2704sEpsc 134 TRO1HO73 207 GCHO066
62 E2702sKsc 135 TRO1HO74 208 GCH067
63 kO 136 TROTHO75 209 GCHO068
64 CE115HA177 137 TRO1HO76 210 GCH073
85 CE115HA178 138 TRO1HO77 211 GCH094
66 CE115HA179 139 TROTHO79 212 GCH098
67 CE115HA180 140 TRO1H080 213 GCHO099
68 hCE115HAa 141 TRO1HO81 214 GCH100
69 TRO1HO06 142 TRO1H082 215 HO610

70 TRO1H007 143 TRO1H083 216 LOOOOVK1
71 TRO1H008 144 TRO1H084 217 L0002

72 TRO1H009 145 TRO1H090 218 L0003

73 TRO1HO010 146 TRO1HO91 219 L0006

74 TROTHO11 147 TRO1H092 220 L0007

75 TRO1HO012 148 TRO1H093 221 L0008

76 TRO1HO013 149 TRO1H094 222 L0009

77 TRO1HO14 150 TRO1H095 223 L0011

78 TRO1HO15 151 TRO1H096 224 L0012

79 TRO1HO16 152 TRO1H097 225 L0013

80 TRO1HO17 153 TRO1H098 226 L0014
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EHES B EHNES & BEXNES £%

227 L0015 300 L0202 373 TRO1LO15

228 L0016 301 L0203 374 TRO1LO16

229 L0032 302 L0204 375 TRO1LO17

230 L0038 303 L0205 376 TRO1LO18

231 L0039 304 L0206 377 TRO1LO19

232 L0041 305 L0207 378 TRO1LOZ20

233 L0042 306 L0208 379 TRO1L023

234 L0043 307 L0209 380 TRO1L024

235 L0044 308 Lo210 381 CE115HA122-E22Hh
236 L0045 309 Lo211 382 CE118HA236-E22Hh
237 L0046 310 L0212 383 CE115HA251-E22Hh
238 L0047 311 L0213 384 GCHO54-E2704sEpsc
239 L0062 312 L0214 385 GCHO085-E2704sEpsc
240 L0083 313 L0215 386 GCHO094-E2704sEpsc
241 L00G4 314 L0218 387 H0610-E2704sEpsc

242 L0065 315 L0217 388 hCE115HA-E22Hh

243 L0066 316 L0218 389 rCE115H-E22Hh

244 L0069 317 L0219 390 rCE115H-E2702GsKsc
245 L0075 318 L0220 391 TRO1HO02-E22Hh

246 L0079 319 L0222 392 TRO1H015-E22Hh

247 L0082 320 L0223 393 TRO1HO040-E2702GsKsc
248 L0085 321 L0224 394 TRO1H061-E2702GsKsc
249 L0089 322 L0226 395 TRO1H067-E2702GsKsc
250 L0020 323 L0227 396 TRO1H068-E2702GsKsc
251 L0021 324 L0228 397 TRO1HO071-E2702GsKsc
252 L0093 325 L0229 398 TRO1H082-E2702GsKsc
253 L0104 326 L0230 399 TRO1H084-E2702GsKsc
254 L0106 327 L0231 400 TRO1H109-E2702GsKsc
255 L0107 328 L0232 401 TRO1H113-E2702GsKsc
256 L0109 329 L0233 402 TRO1H113-E2702sKsc
257 L0113 330 L0234 403 GL4-E22Hk

258 L0115 331 L0235 404 LO000-E22Hk

259 L0117 332 L0238 405 HO000-E22L

260 L0120 333 L0237 406 HOB10-E22L

261 L0122 334 L0238 407 rCE115L-k0

262 L0123 335 L0239 408 GLS3108-k0

263 L0124 336 L0240 409 L0O000-kO

264 L0125 337 L0241 410 L0O011-kO

265 L0126 338 L0242 411 L0201-kO

266 L0127 339 L0243 412 L0203-k0

267 L0129 340 L0246 413 L0204-k0

268 L0132 341 L0247 414 L0206-k0

269 L0134 342 L0248 415 L0208-k0

270 L0136 343 L0249 416 L0209-k0

271 L0137 344 L0250 417 L0211-k0

272 L0138 345 L0258 418 L0212-k0

273 L0139 346 L0259 419 L0222-k0

274 L0140 347 L0260 420 TRO1HOO1

275 L0141 348 L0261 421 TRO1HOO2

276 L0143 349 L0262 422 TRO1HOO3

277 L0144 350 L0263 423 TRO1HO04

278 L0145 351 L0264 424 rCE115H

279 L0147 352 L0265 425 CE115HA121

280 L0148 353 L0266 426 CE115HA122

281 L0149 354 L0267 427 CE115HA124

282 L0151 355 L0268 428 CE115HA192

283 L0152 356 L0269 429 CE115HA236

284 L0154 357 L0270 430 CE115HA251

285 L0155 358 L0271 431 CE115HA252

286 L0157 359 L0272 432 E22L

287 L0160 360 TRO1LOO1

288 L0161 361 TRO1L002

289 L0163 362 TRO1L003

290 L0167 363 TRO1L004

291 L0168 364 TRO1L005

292 L0173 365 TRO1L006

293 L0175 366 TRO1L007

294 L0180 367 TRO1L008

295 L0181 368 TRO1L009

296 L0186 369 TRO1L010

297 L0187 370 TRO1LO11

298 L0200 371 TRO1L012

299 L0201 372 TRO1LO13
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[0265]

EEX E DR AT

AFERICE > T, BITEAKDBWREEEE &, BIRIFKENICHY A b
AAVAN—LREEZFBLRBVWEVWDI RS FOBNHEI T I N,
HAORWIHFERAZ R OFALASEREMNERESS THRBE I, K
RPOMEBEDFEBMIXD & LTECHBESFEFIZI TV EL Y 3H
i, UBMEESUBEEBEENSE L THERBELFE T &NT
X5, AERBOLEREMNMERED FHAREICHSINLIEGE., R2MD
BWEHNY TR, BFANEEISDRCFEEEEVE WD, EX LWAE
NTEBELDHICADB,
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[55KIA1]

[553K1R2]

[553KIR3]

[553K1R4]

[E53KIR5]

fa R D&

TEBORAA Y

(1) JVEHY IREEMEETI2MEATEERESO R,
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THODOLET I /BEJOAIERETHS, FERKEINMST TOW
ThNCRBROZEREMNERES S T
(d1) BE5ES : 5 3ICEEHD 7 I /BRI SR BLEHE
(d2) EBHIES : 2 2 3ICEREDOT7 I/ BEINN SR DLEH
(d3) EBHIES : 29 QICEBED 7 I / BEIN SR BLEHE
(d4) EBHES : 30 1ICEEHDT EEHECHUA 5 4 B LEH
(d5) EBHES : 30 2ICEHDT EEHECHUA 5 4 B LEH
(d6) EBHES : 304 IEEHDT EEHECHUA 5 4 B LEH
(d7) EB5ES : 306 IEEEHDT EEHECHUA 5 4 B LEH
(d8) EB5ES : 30 7ICEEHHDT EEHECHUA 5 4 B LEH
(d9) EBHES : 30 9ICEEHDT EEHECHUA 5 4 B LEH
(d10) BFIES : 31 OICREDOT7 I/ BEIIMN 54 BLE
(d11) BE5IES : 31 9ICRBOT7 I/ BEIINSABLE

[E5KI1514] BEKRIET (1) R (2) ICERBMOMGETERSE, I, HiEL
SHATESRIE A, Fad(el) ~(e25) M HBIEN D WT A DHEE CDRIL C
DR2% UCDR3, M. LEHCDR1, CDR2RZ UMCDRIMIAEH %S HiiAH
ZHEE. NIk, ThEBBENICASOMETEEE TH D, HKIE T
HE4DVWThNCEHOSZEREERRFBED T
(e1) FEXRIE1 (MICEHOMATEIEIHICE E N HCDRT, CDR2K TCD
R3AY, EBHIES : 19 7ICEFENSCDRT, CDR2X UFCDRIGEIH D 7 2
il EE—THY., FRKE1 () ICEHOMATEEHICZEN S0
DR1, CDR2R&TFCDR3AS, ECHIES : 1 2 8IC2 1 BCDR1, CDR2ZRUC
DRITEIHD T X /BERIEFA—THY. HBLEHOMAETELEHICEZE
N %CDR1, CDR2ZZUFCDR3AY, EEHIES : 5 3IC2ZF N BHCDRI, CDR2ZRX
UCDR3TEIHD 7 X / BB & F—TH 5.

(e2) FEXKIE1 (MICEHOIMA T EIEIHICE £ HCDRT, CDR2K TCD



WO 2016/047722 149 PCT/JP2015/077024

R3AY, EBHIES : 19 7ICEZFENSCDRT, CDR2X UCDRITEIHD 7 2
BEIEE—ThHY. FHRE Q) IKEHOMFALEBICESENSC
DR1, CDR2R&TFCDR3AS, ECHIES : 1 2 8IC2 1 BCDR1, CDR2ZRUC
DRITEIHD T X /BERIEFA—THY. HBLEHOMAETELEHICEZE
N %CDR1, CDR2RZ TRCDR3AS, EEHIZES : 2 9 9IC2F N BCDRI, CDR2
X UCORIEIHD 7 X /BB EA—TdhH 5.

(e3) FERIE1 () ICEEBOMAETEMEIFHICE F N HCDR1, CDR2KZ TCD
R3AY, EBHIES : 19 7ICEZFENSCDRT, CDR2X UCDRITEIHD 7 2
BEIEE—ThHY. FHRE Q) IKEHOMFALEBICESENSC
DR1, CDR2R&TFCDR3AS, ECHIES : 1 2 8IC2 1 BCDR1, CDR2ZRUC
DRITEIHD T X /BERIEFA—THY. HBLEHOMAETELEHICEZE
N %CDR1, CDR2&Z TFCDR3AS, EZHIZES : 3 1 OICE&F N HCDR1, CDR2
X UCORIEIHD 7 X /BB EA—TdhH 5.

(ed) FERIE1 () ICEEBOMAETEMEIFHICE F N HCDR1, CDR2KZ TCD
R3AY, EBHIES : 19 7ICEZFENSCDRT, CDR2X UCDRITEIHD 7 2
BEIEE—ThHY. FHRE Q) IKEHOMFALEBICESENSC
DR1, CDR2R&TFCDR3AS, ECHIES : 1 2 8IC2 1 BCDR1, CDR2ZRUC
DRITEIHD T X /BERIEFA—THY. HBLEHOMAETELEHICEZE
N ZCDR1, CDR2KZ TFCDR3AS, EEHIZES : 3 1 9ICEF N HCDR1, CDR2
X UCORIEIHD 7 X /BB EA—TdhH 5.

(e5) FERIE1 () ICEEBOMAE T EMEIHICE F N HCDR1, CDR2KZ TCD
R3AY, EBHIES : 2 0 6ICZFENSCDRT, CDR2X UCDRITEIFHD 7 2
BEIEE—ThHY. FHRE Q) IKEHOMFALEBICESENSC
DR1, CDR2R&TFCDR3AS, ECHIHES : 14 21C2FH BCDR1, CDR2ZRUC
DRITEIHD T X /BERIEFA—THY. HBLEHOMAETELEHICEZE
N %CDR1, CDR2RZ TACDR3AS, EEHIES : 2 2 3IC2F N BCDRI, CDR2
X UCORIEIHD 7 X /BB EA—TdhH 5.

(e6) FERIE1 (1) ICEEBOMAETEMEIFHICE F N HCDR1, CDR2KZ TCD
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R3AY, EBHIES : 2 0 6ICZFENSCDRT, CDR2X UCDRITEIFHD 7 2
BEIEE—ThHY. FHRE Q) IKEHOMFALEBICESENSC
DR1, CDR2R&TFCDR3AS, ECHIES : 14 41C2FH BCDR1, CDR2ZRUC
DRITEIHD T X /BERIEFA—THY. HBLEHOMAETELEHICEZE
N %CDR1, CDR2RZ TACDR3AS, EEHIES : 2 2 3IC2F N BCDRI, CDR2
X UCORIEIHD 7 X /BB EA—TdhH 5.

(e7) FERIE1 () ICEBOMAETEMEIFHICE F N HCDR1, CDR2KZ TCD
R3AY, EBHIES : 2 0 6ICZFENSCDRT, CDR2X UCDRITEIFHD 7 2
BEIEE—ThHY. FHRE Q) IKEHOMFALEBICESENSC
DR1, CDR2%TXCDR3A', ERFUES : 16 42 F 1 BCDRT, CDR2ZUC
DRITEIHD T X /BERIEFA—THY. HBLEHOMAETELEHICEZE
N %CDR1, CDR2RZ TACDR3AS, EEHIES : 2 2 3IC2F N BCDRI, CDR2
X UCORIEIHD 7 X /BB EA—TdhH 5.

(e8) FERIE1 () ICEEBOMAE T EMEIFHICE F N HCDR1, CDR2KZ TCD
R3AY, EBHIES : 2 0 6ICZFENSCDRT, CDR2X UCDRITEIFHD 7 2
BEIEE—ThHY. FHRE Q) IKEHOMFALEBICESENSC
DR1, CDR2R&TFCDR3AS, ECHIZES : 16 8IC2FHBCDR1, CDR2ZUC
DRITEIHD T X /BERIEFA—THY. HBLEHOMAETELEHICEZE
N %CDR1, CDR2RZ TACDR3AS, EEHIES : 2 2 3IC2F N BCDRI, CDR2
X UCORIEIHD 7 X /BB EA—TdhH 5.

(e9) FERIE1 () ICEBOMAETEMEIFHICE F N HCDR1, CDR2KZ TCD
R3AY, EBHIES : 21 1 ([CEZFENSCDRT, CDR2X UPCDRITEIHD 7 2
BEIEE—ThHY. FHRE Q) IKEHOMFALEBICESENSC
DR1, CDR2R&TFCDR3AS, ECHIHES : 14 21C2FH BCDR1, CDR2ZRUC
DRITEIHD T X /BERIEFA—THY. HBLEHOMAETELEHICEZE
N %CDR1, CDR2RZ TACDR3AS, EEHIES : 2 2 3IC2F N BCDRI, CDR2
X UCORIEIHD 7 X /BB EA—TdhH 5.

(e10) FEXRIE1 (DICEBEDOMATERIFICEZFE N SHCDRT, CDR2ZKRUC
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DR3AY, EBHIES : 21 1 ([CEZFENSCDRT, CDR2X UPCDRITEIFHD 7 2
JBEINER—THY, FHRIE Q) ICRBOMATEEZRICEEN
%CDR1, CDR2&TFCDR3AY, EEHIZES : 14 2(C2FNBCDRI, CDR2K%
UCDR3MEIHD 7 X /BB & FE—ThH Y. HBELEHOIMAREMREEIC
& FENBCDR1, CDR2Z TFCDR3AS, EEFIES : 2 9 9ICEFE N BCDRI,
CDR2 X% TFCDR3TEIFH D 7 X / BRECSI & R—TH 5.

(e11) BEXRIFE1 (DICEREDOMATERIFICEZFE N HCDRT, CDR2ZKRUC
DR3AY, EBHIES : 21 1 ([CEZFENSCDRT, CDR2X UPCDRITEIFHD 7 2
JBEINER—THY, FHRIE Q) ICRBOMATEEZRICEEN
%CDR1, CDR2&TFCDR3A, EEHIZES : 14 4(C2FNBCDRI, CDR2K%
UCDR3MEIHD 7 X /BB & FE—ThH Y. HBELEHOIMAREMREEIC
& FENBCDR1, CDR2Z TFCDR3AS, EEFIES : 2 2 3ICEFE N HCDRI,
CDR2 X% TFCDR3TEIFH D 7 X / BRECSI & R—TH 5.

(e12) BEXRIFE1 (DICEHEDOMATERIFICEZFE N HCDRT, CDR2ZKRUC
DR3AY, EBHIES : 21 1 ([CEZFENSCDRT, CDR2X UPCDRITEIFHD 7 2
JBEINER—THY, FHRIE Q) ICRBOMATEEZRICEEN
%CDR1, CDR2&TFCDR3A, EZHIZES : 1 6 4(C2FNBCDRI, CDR2K%
UCDR3MEIHD 7 X /BB & FE—ThH Y. HBELEHOIMAREMREEIC
& FENBCDR1, CDR2Z TFCDR3AS, EEFIES : 2 2 3ICEFE N HCDRI,
CDR2 X% TFCDR3TEIFH D 7 X / BRECSI & R—TH 5.

(e13) BRI 1 (DICEBEDOMATERIFICEZFE N HCDRT, CDR2ZKRUC
DR3AY, EBHIES : 21 1 ([CEZFENSCDRT, CDR2X UPCDRITEIFHD 7 2
JBEINER—THY, FHRIE Q) ICRBOMATEEZRICEEN
%CDR1, CDR2RZTFCDR3AS, EEFIES : 16 8IC2F N BCDRT, CDR2K
UCDR3MEIHD 7 X /BB & FE—ThH Y. HBELEHOIMAREMREEIC
& FENBCDR1, CDR2Z TFCDR3AS, EEFIES : 2 2 3ICEFE N HCDRI,
CDR2 X% TFCDR3TEIFH D 7 X / BRECSI & R—TH 5.

(e14) BEXRIFE1 (DICERBEDOMATERIFICEZFE N HCDRT, CDR2ZKRUC
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DR3AY, ERFIZES : 2 1 5ICEENBCDRT, CDR2ZUCDORM4EHD 7 =
JBEINER—THY, FHRIE Q) ICRBOMATEEZRICEEN
%CDR1, CDR2RZTFCDR3AS, EEFIES : 1 0 312 F N BHCDRT, CDR2K%
UCDR3MEIHD 7 X /BB & FE—ThH Y. HBELEHOIMAREMREEIC
Z2FNSCDR1, CDR2ZKZ U'CDR3AY, ELFIES : 5 3ICEF N SHCDRI, CD
R2X% UCDR3GEIHD 7 X / BEERIE R —TdH 5.

(e15) EEKIE 1 (DICEBHEDMATERIFICEZFE N HCDRT, CDR2ZKRUC
DR3AY, ERFIZES : 2 1 5ICEENBCDRT, CDR2ZUCDORM4EHD 7 =
JBEINER—THY, FHRIE Q) ICRBOMATEEZRICEEN
%CDR1, CDR2RZTFCDR3AS, EEFIES : 1 0 312 F N BHCDRT, CDR2K%
UCDR3MEIHD 7 X /BB & FE—ThH Y. HBELEHOIMAREMREEIC
& FENBCDR1, CDR2Z TFCDR3AS, EEFIES : 2 9 9ICEFE N BCDRI,
CDR2 X% TFCDR3TEIFH D 7 X / BRECSI & R—TH 5.

(e16) FEKIE 1 (DICEREDMATERIFICEZFE N HCDRT, CDR2ZKRUC
DR3AY, ERFIZES : 2 1 5ICEENBCDRT, CDR2ZUCDORM4EHD 7 =
JBEINER—THY, FHRIE Q) ICRBOMATEEZRICEEN
%CDR1, CDR2RZTFCDR3AS, EEFIES : 1 0 312 F N BHCDRT, CDR2K%
UCDR3MEIHD 7 X /BB & FE—ThH Y. HBELEHOIMAREMREEIC
& FENBCDR1, CDR2Z TFCDR3AS, EEFIES : 3 0 1ICEF N BCDRI,
CDR2 X% TFCDR3TEIFH D 7 X / BRECSI & R—TH 5.

(e17) BEKRIFE1 (DICEREDOMATERIFICEZFE N HCDRT, CDR2ZKRUC
DR3AY, ERFIZES : 2 1 5ICEENBCDRT, CDR2ZUCDORM4EHD 7 =
JBEINER—THY, FHRIE Q) ICRBOMATEEZRICEEN
%CDR1, CDR2RZTFCDR3AS, EEFIES : 1 0 312 F N BHCDRT, CDR2K%
UCDR3MEIHD 7 X /BB & FE—ThH Y. HBELEHOIMAREMREEIC
& FENBCDR1, CDR2Z TFCDR3AS, EZFIES : 3 0 21T & FE N HCDRI,
CDR2 X% TFCDR3TEIFH D 7 X / BRECSI & R—TH 5.

(e18) BEKIE1 (DICEBEDMATERIFICEZFE N HCDRT, CDR2ZKRUC
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DR3AY, ERFIZES : 2 1 5ICEENBCDRT, CDR2ZUCDORM4EHD 7 =
JBEINER—THY, FHRIE Q) ICRBOMATEEZRICEEN
%CDR1, CDR2RZTFCDR3AS, EEFIES : 1 0 312 F N BHCDRT, CDR2K%
UCDR3MEIHD 7 X /BB & FE—ThH Y. HBELEHOIMAREMREEIC
& &N BCDR1, CDR2Z TFCDR3AS, EZFIES : 3 04 ICEF N HCDRI,
CDR2 X% TFCDR3TEIFH D 7 X / BRECSI & R—TH 5.

(e19) BEXRIFE1 (DICEEDOMATERIFICEFE N HCDRT, CDR2ZKRUC
DR3AY, ERFIZES : 2 1 5ICEENBCDRT, CDR2ZUCDORM4EHD 7 =
JBEINER—THY, FHRIE Q) ICRBOMATEEZRICEEN
%CDR1, CDR2RZTFCDR3AS, EEFIES : 1 0 312 F N BHCDRT, CDR2K%
UCDR3MEIHD 7 X /BB & FE—ThH Y. HBELEHOIMAREMREEIC
& FNBCDR1, CDR2Z TFCDR3AS, EZFIES : 3 0 6 ICEFE N BCDRI,
CDR2 X% TFCDR3TEIFH D 7 X / BRECSI & R—TH 5.

(e20) FEXRIE1 (DICEBEDOMATERIFICEZFE N SHCDRT, CDR2ZKRUC
DR3AY, ERFIZES : 2 1 5ICEENBCDRT, CDR2ZUCDORM4EHD 7 =
JBEINER—THY, FHRIE Q) ICRBOMATEEZRICEEN
%CDR1, CDR2RZTFCDR3AS, EEFIES : 1 0 312 F N BHCDRT, CDR2K%
UCDR3MEIHD 7 X /BB & FE—ThH Y. HBELEHOIMAREMREEIC
& FENBCDR1, CDR2KZ TFCDR3AS, EEFIES : 3 0 7 ICEFE N BCDRI,
CDR2 X% TFCDR3TEIFH D 7 X / BRECSI & R—TH 5.

(e21) BEXRIFE1 (DICERBEDOMATERIFICEZFE N HCDRT, CDR2ZKRUC
DR3AY, ERFIZES : 2 1 5ICEENBCDRT, CDR2ZUCDORM4EHD 7 =
JBEINER—THY, FHRIE Q) ICRBOMATEEZRICEEN
%CDR1, CDR2RZTFCDR3AS, EEFIES : 1 0 312 F N BHCDRT, CDR2K%
UCDR3MEIHD 7 X /BB & FE—ThH Y. HBELEHOIMAREMREEIC
& FENBCDR1, CDR2Z TFCDR3AS, EZFIES : 3 0 9ICEFE N BCDRI,
CDR2 X% TFCDR3TEIFH D 7 X / BRECSI & R—TH 5.

(e22) BEKIE1 (DICERBEDOMATERIFICEZFE N HCDRT, CDR2ZKRUC
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[553KIR15]

DR3AY, ERFIZES : 2 1 5ICEENBCDRT, CDR2ZUCDORM4EHD 7 =
JBEINER—THY, FHRIE Q) ICRBOMATEEZRICEEN
%CDR1, CDR2&TFCDR3AY, EEHIZES : 12 2(C2FNBCDRI, CDR2K%
UCDR3MEIHD 7 X /BB & FE—ThH Y. HBELEHOIMAREMREEIC
Z2FNSCDR1, CDR2ZKZ U'CDR3AY, ELFIES : 5 3ICEF N SHCDRI, CD
R2X% UCDR3GEIHD 7 X / BEERIE R —TdH 5.

(e23) BEKIE1 (DICERBEDOMATERIFICEZFE N HCDRT, CDR2ZKRUC
DR3AY, ERFIZES : 2 1 5ICEENBCDRT, CDR2ZUCDORM4EHD 7 =
JBEINER—THY, FHRIE Q) ICRBOMATEEZRICEEN
%CDR1, CDR2&TFCDR3AY, EEHIZES : 12 9IC2FNBCDRI, CDR2K%
UCDR3MEIHD 7 X /BB & FE—ThH Y. HBELEHOIMAREMREEIC
Z2FNSCDR1, CDR2ZKZ U'CDR3AY, ELFIES : 5 3ICEF N SHCDRI, CD
R2X% UCDR3GEIHD 7 X / BEERIE R —TdH 5.

(e24) FEXRIE1 (DICEBEDOMATERIFICEZFE N HCDRT, CDR2ZKRUC
DR3AY, ERFIZES : 2 1 5ICEENBCDRT, CDR2ZUCDORM4EHD 7 =
JBEINER—THY, FHRIE Q) ICRBOMATEEZRICEEN
%CDR1, CDR2&TFCDR3A, EZHIZES : 1 3 21C2FNBCDRI, CDR2K%
UCDR3MEIHD 7 X /BB & FE—ThH Y. HBELEHOIMAREMREEIC
Z2FNSCDR1, CDR2ZKZ U'CDR3AY, ELFIES : 5 3ICEF N SHCDRI, CD
R2X% UCDR3GEIHD 7 X / BEERIE R —TdH 5.

(e25) EEKIE 1 (DICEBEDMATERIFICEZFE N HCDRT, CDR2ZKRUC
DR3AY, ERFIZES : 2 1 5ICEENBCDRT, CDR2ZUCDORM4EHD 7 =
JBEINER—THY, FHRIE Q) ICRBOMATEEZRICEEN
%CDR1, CDR2&TFCDR3A, EEHIZES : 4 2 4 (2 FNBCDRI, CDR2K%
UCDR3MEIHD 7 X /BB & FE—ThH Y. HBELEHOIMAREMREEIC
Z2FNSCDR1, CDR2ZKZ U'CDR3AY, ELFIES : 5 3ICEF N SHCDRI, CD
R2X% UMCDR3FE D 7 X / BAFRFIE RA—TH %

BRIET (1) R (2) ICEHOMAETEMES, BT, HiBl
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HAIZREA, TR ~(f2) 5B SIENZWVWT A DOAEHEE
OHET Z2CMAERTERE. Xid. ChEBENICEZFONGETZE
HIHTHD, FBREIDNS4DOVWTINIEHOSEREMNRERS
aFo

(f1) FBKIE1 () ICEEHOTATEEIHICE N HHE AR EE D,
RAES : 19 7ICEHOY I /BEHNER—THY., BRET(2)
ICEBEDOMATERIHICE FNIHERIERIEA, BIES: 128
ICEREO7 I /BRI EE—THY. HBLEOMAETERED . B
SIBES : 5 3ILRENLTEBEEOT I/ BEINEEA-TH 5.

(f2) FBKIE1 () ICEEHOTATEEIHICE N HHE AR EE D,
RAES : 19 7ICEHOY I /BEHNER—THY., BRET(2)
ICEBEDOMATERIHICE FNIHERIERIEA, BIES: 128
ICEREO7 I /BRI EE—THY. HBLEOMAETERED . B
SIES : 299 ILEENITRREOT I /BRI ERA—TH 5.
(f3) FBKIE 1 () ICEEHDOTATEEIHICE N HHE AR EE D,
RAES : 19 7ICEHOY I /BEHNER—THY., BRET(2)
ICEBEDOMATERIHICE FNIHERIERIEA, BIES: 128
ICEREO7 I /BRI EE—THY. HBLEOMAETERED . B
SIES : 31 0ICEENITRFREOT I /BRI ERA—TH 5.
(f4) FBKIE 1 () ICEEHOTATEEIHICE N HHE AR EE D,
RAES : 19 7ICEHOY I /BEHNER—THY., BRET(2)
ICEBEDOMATERIHICE FNIHERIERIEA, BIES: 128
ICEREO7 I /BRI EE—THY. HBLEOMAETERED . B
SIES : 31 9ICEENITRFREOT I /BRI ER—TH 5.
(f5) FBKIE 1 () ICEEHDIA T EEIHICE N HHE AR EE D,
FRHES : 20 6ICEEHO T I /BEHNER—THY., BRET(2)
ICEBE DA ERRIHICE TN SHEA LRGN, BHES : 142
ICEREO7 I /BRI EE—THY. HBLEOMAETERED . B
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SIES : 223 ICEENITRFREOT I /BRI ERA—TH 5.
(f6) FBKIE 1 () ICEEHDOTATEEIHICE N HHE AR EE D,
EHES : 206 ICEBO7 I /BESIEE—THY., FKIE(2)
ICEBEDMATERRIHICE TN SHEA LRI, BEHES : 144
ICEREO7 I /BRI EE—THY. HBLEOMAETERED . B
SIES : 223 ICEENITRFREOT I /BRI ERA—TH 5.
(f7) FBKIE1 () ICEEHOTATEEIHICE N HHE AR EE D,
EHES : 206 ICEBO7 I /BESIEE—THY., FKIE(2)
ICEBEDMATERRIHICE N SHEA LRI A, BEHES: 164
ICEREO7 I /BRI EE—THY. HBLEOMAETERED . B
SIES : 223 ICEENITRFREOT I /BRI ERA—TH 5.
(f8) FBKIE 1 () ICEEHDIA T EEIHICE N HHE AR EE D,
EHES : 206 ICEBO7 I /BESIEE—THY., FKIE(2)
ICEBEDMATERIHICE FNIHERIERIEA, BFES: 168
ICEREO7 I /BRI EE—THY. HBLEOMAETERED . B
SIES : 223 ICEENITRFREOT I /BRI ERA—TH 5.
(f9) FBKIE1 () ICEEH DA EEIHICE N HHE AR EIE D,
BRHES: 21 1ICEBO7 I /BESEE—THY., FKIE(2)
ICEBE DA ERRIHICE TN SHEA LRGN, BHES : 142
ICEREO7 I /BRI EE—THY. HBLEOMAETERED . B
SIES : 223 ICEENITRFREOT I /BRI ERA—TH 5.
(f10) BBRIE 1 () ICRBOMAETEREICE TN DHEAERE D
BRHES: 21 1ICEBO7 I /BESEE—THY., FKIE(2)
ICEBE DA ERRIHICE TN SHEA LRGN, BHES : 142
ICEREO7 I /BRI EE—THY. HBLEOMAETERED . B
SIES : 299 ILEENITRREOT I /BRI ERA—TH 5.
(f11) BRIE 1 (DICEBOMAETEREICE TN DHEATERE D
BRHES: 21 1ICEBO7 I /BESEE—THY., FKIE(2)
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ICEBEDMATERRIHICE TN SHEA LRI, BEHES : 144
ICEREO7 I /BRI EE—THY. HBLEOMAETERED . B
SIES : 223 ICEENITRFREOT I /BRI ERA—TH 5.
(f12) BRIE 1 (D ICEBOMAETEREICE TN DHEATERE D
BRHES: 21 1ICEBO7 I /BESEE—THY., FKIE(2)
ICEBEDMATERRIHICE N SHEA LRI A, BEHES: 164
ICEREO7 I /BRI EE—THY. HBLEOMAETERED . B
SIES : 223 ICEENITRFREOT I /BRI ERA—TH 5.
(f13) BRIE 1 (DICHRBOMAETEREICE TN DHEATERE D
BRHES: 21 1ICEBO7 I /BESEE—THY., FKIE(2)
ICEBEDMATERIHICE FNIHERIERIEA, BFES: 168
ICEREO7 I /BRI EE—THY. HBLEOMAETERED . B
SIES : 223 ICEENITRFREOT I /BRI ERA—TH 5.
(f14) BRIE 1 (D ICRBOMAETEREICE TN DHEATERE D
BRHES : 21 5IC8BO7 I /BESEE—THY., FKIE(2)
ICEBE DA ERRIHICE N SHEA LRGN, BEHES : 103
ICEREO7 I /BRI EE—THY. HBLEOMAETERED . B
SIBES : 5 3ILRENLTEBEEOT I/ BEINEEA-TH 5.
(f15) BBRIE 1 () ICHRBOMAETEREICE TN DHEAERE D
BRHES : 21 5IC8BO7 I /BESEE—THY., FKIE(2)
ICEBE DA ERRIHICE N SHEA LRGN, BEHES : 103
ICEREO7 I /BRI EE—THY. HBLEOMAETERED . B
SIES : 299 ILEENITRREOT I /BRI ERA—TH 5.
(f16) BBRIE 1 () ICHRBOMAETEREICE TN DHEAERE D
BRHES : 21 5IC8BO7 I /BESEE—THY., FKIE(2)
ICEBE DA ERRIHICE N SHEA LRGN, BEHES : 103
ICEREO7 I /BRI EE—THY. HBLEOMAETERED . B
SIES : S0 TICEENITRFREOT I /BRI ERA—TH 5.
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(f17) BRIE 1 () ICEBOMAETEREICE TN DHEATERE D
FRHES : 21 5(ICEHOT I /BEHNER—THY., BRET(2)
ICEBE DA ERRIHICE N SHEA LRGN, BEHES : 103
ICEREO7 I /BRI EE—THY. HBLEOMAETERED . B
SIES : 30 2ICEFENITRFEEOT I /BRI ERA—TH 5.

(f18) BBRIE 1 () ICHRBOMAETEREICE TN DHEAERE D
FRHES : 21 5(ICEHOT I /BEHNER—THY., BRET(2)
ICEBE DA ERRIHICE N SHEA LRGN, BEHES : 103
ICEREO7 I /BRI EE—THY. HBLEOMAETERED . B
SIES : 304 ICEENITRFREOT I /BRI ERA—TH 5.

(f19) BRIE 1 ()ICRBOMAETEREICE TN DHEATERE D
FRHES : 21 5(ICEHOT I /BEHNER—THY., BRET(2)
ICEBE DA ERRIHICE N SHEA LRGN, BEHES : 103
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JSTPlus/JMEDPlus/JST7580 (JDreamIII),
CAplus/REGISTRY/MEDLINE/EMBASE/BIOSIS (STN)

C. DOCUMENTS CONSIDERED TO BE RELEVANT

Category* Citation of document, with indication, where appropriate, of the relevant passages Relevant to claim No.

Y CN 103833852 A (SHANGHAI CANCER INST.), 1-31
04 June 2014 (04.06.2014),

claims 1 to 13; examples 1 to 3; fig. 1 to 5
(Family: none)

Y WO 2012/073985 Al (Chugai Pharmaceutical Co., 1-31
Ltd.),

07 June 2012 (07.06.2012),

claims 1 to 68; examples 1 to 11; fig. 1 to 26
& US 2014/0112914 Al

examples 1 to 11; fig. 1 to 26

& EP 2647707 Al & CN 103429737 A

& KR 10-2013-0130765 A

Further documents are listed in the continuation of Box C. |:| See patent family annex.
* Special categories of cited documents: “T”  later document published after the international filing date or priority
“A”  document defining the general state of the art which is not considered to date and not in conflict with the application but cited to understand
be of particular relevance the principle or theory underlying the invention
“E”  earlier application or patent but published on or after the international filing “X”  document of particular relevance; the claimed invention cannot be
date considered novel or cannot be considered to involve an inventive
“L”  document which may throw doubts on priority claim(s) or which is step when the document is taken alone
cited to establish the publication date of another citation or other “Y”  document of particular relevance; the claimed invention cannot be

special reason (as specified) considered to involve an inventive step when the document is
“O”  document referring to an oral disclosure, use, exhibition or other means combined with one or more other such documents, such combination

“P”  document published prior to the international filing date but later than the being obvious to a person skilled in the art

priority date claimed “&”  document member of the same patent family
Date of the actual completion of the international search Date of mailing of the international search report
24 November 2015 (24.11.15) 08 December 2015 (08.12.15)
Name and mailing address of the ISA/ Authorized officer
Japan Patent Office
3-4-3,Kasumigaseki,Chiyoda-ku,
Tokvo 100-8915, Japan Telephone No.
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Citation of document, with indication, where appropriate, of the relevant passages

Relevant to claim No.

Y

WO 2014/051433 A1 (MERUS B.V.),

03 April 2014 (03.04.2014),

claims 1 to 27; examples 1 to 19; fig. 1 to 20
& US 2014/0120096 Al & EP 2900694 Al

& KR 10-2015-0076178 A & JP 2015-532278 A

JP 2012-082201 A (Chugai Pharmaceutical Co.,
Ltd.),

26 RApril 2012 (26.04.2012),

claims 1 to 9; examples 1 to 22; fig. 1 to 29
& US 2010/0003254 Al

claims 20 to 28; examples 1 to 23

& WO 2006/109592 Al & EP 1876236 Al

MERCHANT, A.M. et al., "An efficient route to
human bispecific IgG.", NATURE BIOTECHNOLOGY,
1998.07, Vol.1l6, No.7, pp.677-681, ISSN 1087-
0156, particularly, page 677, lower left column,
lines 25 to 29

NAKANO, K. et al., "Anti-glypican 3 antibodies
cause ADCC against human hepatocellular
carcinoma cells.", BIOCHEMICAL AND BIOPHYSICAL
RESEARCH COMMUNICATIONS, 2009.01.09, VvVol.378,
No.2, pp.279-284, ISSN 1090-2104

WO 2013/181543 A1l (THE UNITED STATES OF
AMERICA, AS REPRESENTED BY THE SECRETARY, DEPT.
OF HEALTH AND HUMAN SERVICES),

05 December 2013 (05.12.2013),

entire text; all drawings

& JP 2015-526387 A & US 2015/0147330 Al

& KR 10-2015-0014521 A & CN 104520331 A

WO 2008/118970 A2 (SEA LANE BIOTECHNOLOGIES,
LLC),

02 October 2008 (02.10.2008),

claim 73

& JP 2010-522566 A & US 2010/0004139 A1l
& EP 2132312 A2 & CN 101679974 A

& KR 10-2010-0015902 A

1-31

Form PCT/ISA/210 (continuation of second sheet) (July 2009)
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H AREEAFH RGN 1996—201514F
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