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(57) Abstract: It is found that a polypeptide, which contains an antibody Fec region variant that comprises an amino acid sequence
composed of a combination of an alteration of an amino acid residue located at position-238 as numbered in accordance with the EU
index and an alteration of another specific amino acid residue, has a reduced binding activity to all of active FcyR's, especially to
FceyRlIla (type R), compared with polypeptides each containing a naturally occurring IgG Fc region, while maintaining the binding
activity thereof to FoyRIIb.
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Bl # =

FADHBM : F c BEREHR

52 ip sk

AFERIZ. AEOFCBREICT I /BBEEZEATSHIET. RAEE Mg
DFcRIFBEELRIRTF RELERUABEIC. FeyRIIIH T 2EEFMN
ZHRLDD, D0 ITRTOFEMEFcyRICNT 2HEEEM. FFICFeyRIIa
RENICH T 2 HEEFMEEER I T2 & DA BERFABIHHNER, ZFcfBiE®
BREESUCR)RTFRRUVERIRTFREEET2ERMRMICET S
BRil
nARMREFTOREMLN S, BIFAL DLW EDNLERRE L TE
BINTWS, ATHIGHROMAERRZIZH LM INTSHY., BEBHEZL
DHAEERI/RFEINTWS G 1. BLUFHEFHFX2) , —A
 BIHAORMARERIGERATRARM E L TR BRMMIERIhTEY
75— mRESE. EYEE REMEZELEIES HDHEW
. RERMY XA EZ/BEIEIRMENM RS INTWS GRREFXXE3)
o MAERET—RIKSENEEILEVED., R THREEAOEREISRET
HDZE, BEIRIMBVWCEENREELTEALOND, MIAEEDE
S58#ERBRIEDHEE LT, HAOEYBEAB LT 2 EE. AEH
BD774=74—%BLTE2HENEZLNS,

NAEOEYHE LM EIEZ2HEE LT EEEBOATIHNLAT I /BE
BOrHREINTWD (EREFX@E 4. BLUERFEE) . MRBERE.
MEAMEEZIBRAIEIRME LT, P71 2714 —<Fab—2a Uil
(FERFEFXHRG) MHREINTH Y., TEBAGORBHLEDT I /BICE
BEZBATEHIETHRADEEENZIERT D EDTRTH D, NRE
BEEDIERICE Y in vitroDEWERZALEIE S, HEVWRIRSEEEE
TEHIENTRETHY., I5ITin vivo (EFER) TOEDPEEEIHD &
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—hH. RE—DFHIYDPPFNTEIRREREE T 71 =57 1 —ITIRE L.
TFIAZT4— %58 T5IETHRVAKETRREPNT 22 D THE
ThHY ., BABAZITHEDT 74 =T 14— %8BT ENTETH D (
IR O) . ISHICHMRICHBEBENICEESL, 7714274 —%ER
KICT B EDNTENE—DTFOMGT—DFORER (ZMADBEIEZHE
) ZHFNT B ENARETH D, LHIALANL, CHETOHEETIE—DF
OHFIE. — 2 FOMR (ZMOBEIEZRER) IKHETDIEHRATH
Sl —A. BRI > THRRICH L ToHERERNICHKES T 2MRES D T4
AW3Z&ET, — 3 TFOMEREDTFHIERDFOMRICKEET 52 &H0H
BTHD I ENBEINL BErXml 1. FHEFFXE8) . pHREFNTIRKG
BaFR. RO L ThRPOFERGTICEVWTIERRBES L. TV
Y—LAOBERETICEWTIRZM@BEEYT 5, ISICHERZHREL 2RIC
LEMERED FAFRNCE > TMEAIC) B4 73N EBURRICHE
BT DIENTARETH DO, —DDOpHREHNRREE D T TERORERIC
BYRBRLIBFET S ENAEE DS,

I 51T, AHEGT (pH7.4) ICBTBFCRiEEEIBRT 2L D ICHEI L
oK FHMBRE A D TIE. MRICEYVIBLEESTE 2R, L0, miF
FASHEABRIEIMREELTWVWDLH. 25 LERREADFOR
SIl&>TMEFDIOSMRERET DI ENARETH D EPREI N (
BB 2) . BEDIGHMADFcEEZ SUPHRENTNR/EE 2 7. it
FHETICBWTFRNIIH L TIREAER/EDRD SNV, ZD, HEK
MERBED T EMROESHEISMERNICERYIAZN 2D, EICHRFEND
BUAAICL B EEZOND, COBREICENIE, FHERET (pH7.4) ITHF
BFCRNIES HIEAT 5 & O ICHE I NcpHREMRREE 2 FIE. BE DI
MAEOFCREEZ SUPHRENMERES FL Y S, TOMEHEELEZ I S5ITH
EYDIENARETHD FEFXH2)

MEOMBHFEMEIL. FRnZN L) YA VIV EEEE T 2 & R
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ELTH, EEMEOMBRRENMMAOREEICEL > THOEEKRENHE
ERDEREEBETDIIEEEZIDOND, TOLDABENSMFEFOHER
EHRIEZENFELVWEENHZE 5. MEDEREMET 2EH
TLED& D RFCRIANDIFEEIBRT HFCIBIRICH T 2HELMZ 2 HED
BEINTWSED, ThUADHFETHROBREMET 2HEEINET
ICHREINTULARWL,

MAT. WSODDIMEERICSEWTIXIgoEFcyREDEEERICHET
BZEIEENSREINTWS, HlAIE, VEGFICX T ik Tdh Bbevacizumabh®
BEINBEFRTROEREREOHEEN LR THE/MMONTVWDS (3
BEEFSCER9) o F /. CDAQY HY RICH T 2MEDBRAREARICEVWTD
FRRICIMRERENMRRI N, BRAREBRIRLEINAE GEREFXE10) .
MR DFARE EICIZESEFcy LE T4 —THBFcyRIIaNHIE L TWS (
FEAFEFCER 1 1) B BMIETAREEFE S FOBROARICLY., BEX
NE=WFNOFEE /MR _EDFcyRIIalC T 24 % L TI/VRANRSE
L. TOBRMBREERT 2 ENTRINTWS GEFHET 2. 3E
FXwk1 3) , BEREERO—DOTHZ2L2HHI)FIMN—FTRADEEI
HWTIEFe v RITafRZHIRERE I & > TI/MMRASEMSL L. IM/MROEMSEL
HAEEEEAEETZEHMEINTWS GEREFXE14) .

T, INETIKEMET NV ERBVWEHRICELY., A EZMHERRDORE
BEGENEREFcYRENLTTF 74 53F P —%2FETEIEHEHEINT
W2 (FERFEFXCER 1 5) o

MAT, SEHEDOFcyREN L TEMEMREMADOREESHEIRYIAZN
B2 EICEY,. TOMBRICHT 2MAMOEELNT BB I ENREINT
W2 (GEREEFSCk 1 6, FEREFERT 7) . CORBREIZERELDRHBT S
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FEEADBE
FALSFERL LD &I 2RE
AFERIFOL D QIRRICEATAINZEOTHY . TOENIE. JuE
DFABIFICT I /BREEBATSHIET, MERDHEREMEIESZ—AT
OEMEFCYRICN T SREICHRKR T E2RRAZRR LA FEIRHT B &IC
%, Tabb, RABIGIMEDFCBEIFZSUR) RTF NEUB L LHE
iIC. FcyRIIDICHW T 2REFMIHMRINTWED, TTOFEMEFcYRIC
XY HEEEM. PTHFcyRIIaRE) ICH T HEEEM BRI ED 2 &
ARERFCARIAE F,. FFCREREFRZBUVRYRTF RRUERIRTF
Ne2BTERMERDERHETEIEICH D,
AR RS BT ODFE
AFERESIE, FCBRIBICT I /BBZEEZEAT S & T, RAEIgGDFCHE
HAESUR)RTF RERULIFEIC. FeyRIIbICH T 2EEE M & s
LoD, I RTOEMEFcyR, ATEHEFcyRIIaRE)ICH T 2EEEHEK
WIS ENTREBRFCRIENE R, HEFCEEREREZORYRTFR
IKDWTEHBMRZIT o, TR, AFERAEFSIE, FerEBOEUF /8
VJ2BEEDT I/ BAREINTWBFCEENERIC. D07 I/ BHNE
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ZHAEDLED I ET, FeyRIIDICHR T SEEEMEZHMITELDD. IRTO
SEMRFc Yy RICH T B REETEME. RFICFeyRIIa(REY) ICXW T B fEETEME % KR
IHBZENTRERDIEERHE L,

FTRbLAFERIL., UTICET 3%,

(1) FeREIBDEUF /N V J2FEEDOT7 I /B, HIC. D (a)~(k)
ODWTFNMIEEHDT I/ BUEESTFABEBRERTH > T RAEIGOD
FC4BISi & LhBE L 723310, BRE AR DFcyRIIDICH T 2 & B MM I h
DD ITARTOFESRFCcYRICHT HEETEENRBD L TWS, BHER,
(a)FcHEBIDEUF v /N v J23B&FB DT I /B
(b)FcHEEMEUF v /N ) v J23TEB DT X /B
(c) FC4RIBDEUF /N J241BBDT X /
(d) FCABIBIDEUF /1) v 268 E DT 3
(e) FC4RIBDEUF /N > J295B8B DT X /
(f) FCSEIBIDEUF /N v J296BBDT7 X/
(9) FC4RIBDEUF /N > J28BBEDT X /
(h) Fe4BIMEUF /81 v 323 B DT 3
(i) FeSBIMEUF /1) v U324FB DT 3
(j) FC4BIMEUF /Y v 330BBED T 3
(k) (@Q~(IHLBIENDDRLEE2DDT I /B

(2) gidg (1) O(KTEENZ DAL EE 2007 I /A, TEE(1)~(
NOVWThMCEREHOT I /VBOMEETHD, At (1) KEHORER

C
TR RBRERBRRR

(o)

(DFcERIBDEVF /N V J281BEDT7 I /8. 268BB D7 X /8. 296%F
BO7I/BRVIAFZEDT7 I /B
(2) FeBIDEUF /N J231EBDOT7 I /B8, 241FBBD7 X /B, 296%&
BO7IX/BEVINEEDT7I /B
(3) FcRBEIMEUF /XY Y J23BBEBDT7 I /B 237BBDT I /8, 241%
BO7I/BRERU206FEDT7I /B
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(3] FetBIIMEUF /N1 v J238FEBE DT X/ BHAspTH Y., HD, TS
D@)~K)DWTFNMNIRBEDOT I /BEHT BFCBEBEREFRTH> T, X
SRBYTGGDFcHEIg & LEBR L /215 R I, TR EADFc v RIIbICH T 2 EETFMED
MRFIN, DD, IRTOEMEFcYRICH T ZREFMENEPI L TWS, W
i,

(a)Fc4BIMEUF /N 1) v 7235F& B D7 X / B H'Phe

(b) FCABIHMEUF /N v F231EED 7 I/ EAGInX i Asp

(c) FCAEIHMEUF /Y v 724 BEHD 7 X J BHMetXiZLeu

(d) FcSBIEDEUF /N >V J268BB D7 X /A Pro

(e) FCABIIMEUF v /81 v 72958 B D7 3 / B Met X idVal,

(f) FcREIMEUF /N » J296FEB D7 X /A GLu, His, AsnXIXAsp,
(9) FCABIIMEUF > /81 v 7298BB D7 I / BehAlaX IdMet,

(h) FC4RIRMEUF > /\1) >V J323BBE DT I / BEH T Le,

=3

(i) FCAEIHMEUF /N v F324B B D7 X /B HAsnXZHis

(j) FcREIHMEUF /N V 730BEED T I /EHHIsXULTyr

(k) (@Q~(IHLBIENDDRLEE2DDT I /B

(4) FeBIgiDEUF /N v J238FBEDT7 X JENAspTHY .. DD, TER(
D~@)DOWTNMIEEDT I /BEET HFcHEIBHER,
(DFCEBIDEUF > /) V2N BB DT I/ BhMet, 268FB DT I /BHP
ro, 296EFB D7 X JEENGLURTU324FE D7 I JEBEMHIs

(2) FCHRIEMEVF /1) v J231BBD T = / BEAGInXISAsp, 241BB DT
T/ BHMet, 296FBEDOT I /BAGLURUBER DT I /EBHHis

(3) FCSBEHMEUF /N >V J235BEB D7 X /A Phe, 23TRB D7 I / BEH
GLnXiZAsp, 241EBE DT I /EHMet RU2BFEED 7 I / BHGLu

(5) FetRIMDEUF /) Vv J238FBE DT I /BRUNNEBEDT X /B,
WIS, FED (@)~ OWTIMEEHD 7 I / BRE & SOFCBEHE
HBTH> T, RABIGGOFCEE & LLB L B EIC, BEZREARDFc v RIIbICH
T ABEEEDHEREIN. DD, TRTOEERFcYRICNT 2HEEF IR
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HLTWS, BWERK,

(a)FCEIMEUF /N Y T234BB D7 X /B
(b)FcHEIHMEUF /N1 V J235BB D7 X /B8
(c)FcHEIHMEUF /N ) V J236FBB D7 X / B8
(d)FcfBIDEUF /) Y J23TEB DT I /B8
(e)FCHEIBMEUF /N Y F239BB D7 X / B8
B

(f) Fe4BIHMEUF /8 v F265ZB D7 I /B8
(9) FC4BIEMEUF VY v 7267TEBDT7 I /R

(h) FCABIHMEUF /Y v F297EEDT7 I /B8

(6] RIEZT X /BARED. FRO(N~B)DOVWTIMEHD 7 I /BN
EOWEEETHS. misc (5) ICREHOBER,

(1) FCSBISDEUF /N » J233BB D7 I /B8 238BEOD 7 I /8. 264%
BO7I /B, 2678073 /B, 268FBBD7 I /BRU2INBZEDT I
iz

(2)FcHBIDEUF >V /N ) Vv J233BBED 7 X /B8, 237TBBDT7 I /B, 238%
BOF7I /8 264FBOT7I /B, 261EBO7 I /8. 268FBDT7I /B
2NBFEEOT I /BB 290FBEDOT I /BB, 291FBDT X /BB, 330FED
TIJ)BEVIBEEDTI /B

(3) FCSBISIDEUF /N » J233BB D7 I /B 238BBEOD 7 I /8. 264%
BO7I /B, 261ZEHD7I /B 268BBOT7I /B8 2INEFEODT7 I/
RU29EBEDOT I /B8

(7) FetRIMDEUF /X)) Vv J238FBE DT X /BN AspRU2TIEFEE DT X
BAGlyTHY. HhD. FEED(@)~hDOWTFhNMEHOTI /BEET S
FOSRIME AR TH > T, RABIGDFCABIT & HLE L =B S IC. BWEEDFe
YRIIbICH I 2EETEMEMNHRIN. BD. IRTOFEEEFcYRICHT 54E
BIEMEAED L TWB, ER,
(a)FCRBEIHDEUF /N ) » J234FEB DT X /B
(b)FC4EIHDEUF /N1 v 7235 B D7 I /B

b

AAla, His, Asn, LysXIZArg
HAla

i

b
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(c)FCAEIMEUF /N1 v 7236 B D7 X / B2HGIn

(d)FCAEIMEUF /N » F231EB D7 X J B’ ArgXidLys
(e)FCAEIBMEUF /N1 v F239& B D7 X /B hLys

(f) FC4BIBIDEUF /N1 v 2658 B M T I /B A Lys, Asn, Arg, SerXl|fVa
|

(9) FcRBIBMEUF /X)) V J26TEBB D7 X JB&ALys, ArgXidTyr

(h) Fe4BISIMEUF /) V7291 B D7 X /EehAla

(8] FCtRIMEUF /N >V J238FEE DT I /B AspRURTIZBDT X/
EAGlYyTHY., D, FEEOMN~B)DOWTFNMNIEHEDT I/ BEET.
FesRIsicZ ik,

(1) FcRBIIDEUF /N 2 J233BB D7 I /B Asp, 238BBE D7 I/ BEA
Asp., 264BBE D7 I /BN Ile, 267BBE D7 I JEeh Arg, 268/EBD 7 I/
EAGLURU2TIEE DT X /A GLly
(2)FcSBIBMEUF > /XY » F233B B D7 X /B H'Asp. 23TBB DT I / BEHA
sp. 238FBB DT I JEHAsp. 264BBE DT I VBN Ile. 267TEBEDT I /B
HAla, 268BEDT7 I /BN GLlu, 271BBEDT7 I /EHGly, 296FBD T X
JEEAAsp, 297ZBBE DT I /EHAla, 330BED T I/ EEAArg R U396E B
DT I JEEHMet

(3) FCRBISIMEUF /N1 J233BB D7 I /B Asp. 238BBE D7 I/ BEA
Asp., 264BBE D7 I /BN Ile, 267BBE D7 I JEeh Arg, 268/EBD 7 I/
BeHPro. 2TIBEED 7 I /EAGLYRU2EE D7 I /EHGLu

(9) HIL. BEAOHEANEOLTWS, 12 (1) A5 (8] OWTh
DM SRE DF 4B E 1A,

(10) BAADEAEINED L TWBFABEEHREEHD, FebBIHDEUF /1Y)
VIINBEEDT I JBNE. XIE, FAEEBOEUF /N Vv F327TER, 330F
BRUBNBEOT7 I /BREESE. fiic (9) ICEREHDFEBHRER,
(1 1] FetRIHMEUF /N v J322%BE D7 X /JBAALaXIE6lu, &L <&
. FCHEIMEUF /N v J31BED 7 X / BAGly, 330FB D7 I /EEHSe
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rRUBNBEEOT I /BN Ser TH B, Fice (9) ICEEHDFLBHENER,
(12) FeRRIBMDEUF /N Y J238FEEDOT7 X /B 2TNEBEBOT7I /B, 3
Q1IFBDOT7 I /B, BOEEOFTI/ERUBNEBEOTI/VEBOTI/BXR
B SUFCBIENERTH > T, RABIGGDFcEIF & LB LB E I, X
ZAHEDFcyRIIbDICH T 2EEEENMHRT I N, DD TRTOEMEEFcYRIC
XY BIEATEEDNRD L TWD. BER,

(13) BT, FED(a)~(e)DWITNMNIEEHDT7 I/ BREESE. |
2 (12) ICEBHEDOHER,

(a)FC4BIGIMEUF v /N v 7233 B D7 X /B
(b)FC4BIGMEUF v /N v J231EB DT I /B
(c)FCABIBIMEUF /N ) Vv J264FEB DT X /B

(d)FC4BIBMEUF /) v J261EB DT I /B

(e)FCABIBIMEUF v /N ) V268 B DT X /B

(14) gisd 73 /BHREN. TEO(1)~@)DWITNMNMIEHDOT7 I /B8
REDHMEETH D, fisd (1 3) ICRHOHER,

(1) FcRBEIDEUF /XY Y J23TRBDT7 I /B8, 238FBE DT I /s, 268%
BO7I /B 21NEFEEHOT7I /B RTBBOT7I /B8, 30EFEDOT7I /R
RUSNEBEEBOT7 I /B8

(2)Fc4BIMEUF /N v J23B3FB DT I /. 237BEBDT7 I /B, 238%
BO7I /B, 2668BBOF7I /B 211BEEHOTF7I /8. 1FBOT7I /B
. 3EFEEHOTI/VBRUBIBFEOTI /B

(3) FcRBEIMEUF /XY Y J238BEDT7 I /BE. 267HB DT I /B8, 268%
BO7I /B 21NEFEEHOT7I /B RTBBOT7I /B8, 30EFEDOT7I /R
RUSNEBEEBOT7 I /B8

(4) FcRRIBDEUF > /N v J238FEEDT7 X /BE. 264BB D7 X /S, 267F
BO7I /B 21NEFEEHOT7I /B RTBBOT7I /B8, 30EFEDOT7I /R
RUSNEBEEBOT7 I /B8

(1 5] FcABIIMEUF /N v 7238FB D7 I /BEHAsp, 2T1EBDF7 X
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EEAGly, 327HBED 7 I /B Gly, 30FBEDT I /B Ser RUBNEFD
7 I BN Ser THDFCRBEBWNEARTH > T, RARIgGDFcsAt & LB L /-
BEIC. ZREAEDFcYRIIDICH T 2EAFENM MR IN, HD. IRTO
SEMEEFCYRICH T 2 EETEMENRD LTWS, BER,
(16]) BEiZ. FERD(@~hDOWTFhNCERHDOT I /BEET 281K (
1 5] ICEEEHDRER,
(a)FCRBIRDEUF /N ¥ J233FEED 7 X / B h'Asp
(b)FcEIHMEUF /N Y T23TBZB D7 X/ B H'Asp
£
T

/l/

(c)FcFBIMEUF /) V J264B B DT X /A I le
(d)FcFBIMDEUF /) V J26TEB DT X /B HAla

(e)FCABIBMEUF > /Y v F268F B D 7 I / B H AspIZGLu

(1 7] FetRIRMDEUF /N V J238FEDT7 I /BAAsp R V2T EBEBD 7 X
JBAGlyTHY. HhD. FED(N~@DOWITNMNIEFHOT I /VBREST
. FCREIBHELR,

(1) FcRBEIDEUF /XY Y J23TEBBE D7 I /B Asp, 238FBEDT7 I /B
Asp, 268FBBE D7 I /BH AspXULGlu, 271FBBD 7 I /EHGly, 327FB®D
73 JBEHGly, 330BEDT I /BN Ser RUBNEBEED T I /BN Ser
(2)Fc4BIMEUF /N v J233&B D7 X /BhAsp, 237TEB DT I JEEHA
sp. 238F/BBED T I /M Asp, 268FBEBE DT I /WA Asp, 2T1NEBDOT7 I /B
HGly, 27ZFB D7 I JEEHGly, 330BED T I /EHSer RUBINEFEED T
=z J A Ser

(3) FCRBISIMEUF /N1 J238BBE D7 I /B Asp, 267BB D7 I/ BEA
Ala, 268FEB D7 I /BN Glu, 271BEBDT7 I /BN Gly, 321ZEEDF I/
BeAGly, 330BEDT I /EHSer RUBINEBEED 7 I/ BH Ser

(4) FetBIBMEUF /N1 > J238BE DT X /B A Asp. 264BBE DT I /BN
Ile, 267ZB D73 /EHAla, 27T1ZEBOT7 I /#HGly. 27FEHOT7 I/
BeAGly, 330BEDT I /EHSer RUBINEBEED 7 I/ BH Ser

(18] FcyRIIbICH T 2#EETEMED. RABIGGDFcBIHDIFTBEED D74 <

J
J
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EEHE80%%EB L. FcyRIIaRICHW T B FEETEMED. RATIGGDFcIBIHDHE
BEDI30RUTTHS. 7i5c (1) »H (17) OWTIAICEERDFCHE
AR,

(19) RABIGODFcRIFEEZZLRY RTF ROFcyRIIb (IXT BHEES
P& LB LB MAREEEDLESN DR E£0.75THY . ITOEN
BFcyRICH T 2 HEEIEMEDLEA0. 2L TH S, mIEE (1) 5 (18] D
WM EEE DF 4B E A,

(20) EIZ, RABIGOFRBEIFEZZLRY RTF ROFcyRIIa R ICHT
DiEETEM & LB L 2NN ETEE DL N0 1T TH S, FJise (1 9]
ICERE DF cSEIE R E A,

(21) 7182 (1] 25 (20) OWTFNAICEEHDOFCBIBHEERE ST R
JRTF R,

(2 2) RUGEFCHEBREAFREZEORYRTF RAIgEAAFETH S, RIEE (2 1
] ICEEORY RTF K,

(2 3) RIGCFCHEEIBEREZESURY RTF RO FcEY VIRV ERFTH
5. giic (2 1) [CEBORY RTF K,

(24] giEE (21) 5 (23] OWTIMNIEEORY RTF RRUVE
FHICHEE LIS2IREFEET. EFEERY.

(25]) BIZ, 1 AVEEDOERHICL > THRRICT T 2FEEEIEILLT S
REBERXA &S0, 7058 (2 1) IZEEORYRTF K,

(26]) 1 AVEBEDOEREN, ALY ILAAVREDOFHETH S, FiE (
25]) ICEREBORYRTF R,

(27) RIRHMBEFEE RX A U BALY D LA F VRBEOZETTOR
RICH T 2BEEENFTHIN VLA VIREOFGET TOMRICHT 24
BEMIYEBVRREE RX AV THS, gL (26) ICRHEHORYRYS
F R,

(28) 1A VREDREN. HOXHKTH S, FisE (25) »S (27)
OWTNNMIEBEHORY RTF R,
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(29) RIEHMEMEE KX 4 UH, pHEBMESIC B 1T 2 MRICH T 2EEE M
DPHAMIE DR EFICB T HMRICH T 2HEEFHEL Y BBEVIMEREE M XA
Y THD, mist (28) IKERHORYRTF R,

(3 0] AIGEFCHEIBHNEGREZSUCR Y RTF R IgnATH 2. FiES (25
) A5 (29) OWEFNMCEEHDOR)RTF R,

(3 1) RIEFAEEREFESOR)RTF RHFEY VI VEHSFTH
%, BIEZ (25]) A5 (29) OVWTFHMCREOR Y RTF K,

(32]) #EE (25) A5 (31] OVWTFNMCEHOR) RTF RRVE
ZHICHBLBLEEFEEST. EEEMRY,

(3 3) EXERMEMMD. gidc (25) »H (3 1] OVWThIIIEEDR
YRTF ROMEREE RX AV ERHET DMBERORATH > T, HEHNE
OMEBFANSDBERERET 520D, F7IEE (3 2] ICERHEOEZRBEHRY.
(34] &2 (25) &5 (31] OVWTFNMCEHORY RTF ROHR
BERXAVERET D2MBROMATH > T BHMEOMEFRHNSDH
RERET D1-DOER)RTF FOFEA,

(35) FRIBASORY RTF RIZBWT, FefBEIDEUF /N > J238%
BO7 I /8. WS, FefEIBODEUF /N J236FBB D7 I /B, 237%
BO7I /B 2M1BBEBDO7I /B 28BBD7 I /B 295FBD7 I /B8
. 29FBEDT I /BB, 28FEBEDT I /BB, 323FEDT I /BB, 324FB D
TI/BRUBOEEDOTI/BHILEEINZDLLLEHTDOT I/ BEM
DT7I/BIIHETZZEICED. ZRYRTF ROFcyRIILICH T 34
SEHEDSMRIND D, IRTOEMHEFcYRICNT 2HEEEBERT 25%,
(36) FCAEOD T I JBEOBREN, EUF VN v J238EEDT I /B DAs
pADEHL, 235FBHDT I /BOPhe~DBEH, 237ZBBDOT I /BOGInA
DEH. 2MBEDT I /BEOMetXidleu~DBEH, 268FBE D7 I /EEDPro
~DEH. 295FBBDT I /BOMetXidVal~DEH, 296FBD 7 I /EEDG
lu, His, AsnX(ZAsp~DEH, 298FBE DT I /B OAlaX EMet ~DEHE, 3
BEEDTI/BOIle~DBER, 324BEDOT I /BOAXIZHIis~DEBEHE
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. 3BEEOT
Eo

(3 7] FetRIMEUF /N > J238FB DT X /B, HONT, FerBEDEUF
YNV J2BFEBOT I/ B1FEBOTI /B 21FBOT7 I /B 26
BEEDTI /. 25FBEBOT7I /B 296FEOT I /. 28FEBEODT X
/B, 3BBEBEODT I/ 34BEHOTI/BRUBIBEOT I /BHILE
ENBDLKEE 1 DOT7I/BEHMOT I /VBRICHRETZ2&ICLD. W
ZRIE LB L TFe yRITbICN T 2B ETEHM MR IN DD, I RTOEMEF
cYRICH T 2HEEIMER L TWBFCBEIBREREZSCR) RTF RORES
Eo

(38) FCAEOD 7 I /BEOBREN. EUF VN v 7238EEDT I /B DAs
pADEH, 235FBBDT7 I /EBBDPhe~DEHE, 237BBEBDT I JEDGInA
DEHR, 241BZBEDT I /BOMetXiZLeunDEHE, 268FBBED 7 I /B DPro
~DEH. 295FBBDT I /BOMetXidVal~DEH, 296FBD 7 I /EEDG
lu, His, AsnX(ZAsp~DEH, 298FBE DT I /B OAlaX EMet ~DEHE, 3
LBEEDTI/BOIle~DBEE, 324FEDT7 I /BEOAsnXIZHis~DEH:
. 3BEDT I /EEOHIsXIETyr~NDBRTH S, B8 (37) ICEHDA
Eo

(39] FeBEHIZSTLRY RTF RICHEWT, FeyRIIbDICH Y BEATEMED
RIRFUIQGDFcAEI & LB L C2fEU L& BB 7 S /BEBRE &, £ TDFcYRIC
WY BEEEEEZBBITEEIT7I/VBREEZHAEDODETEAT S &I
& B, RARBIGGE LB L T, FeyRIIbICH T 252 BREEICHITLD
D, IARTOEERFcyRICH T 2 REEEMEEZERBT 5%,

(4 0) FcyRIIbICR§ 2 ETFMENRARIGGDFcHRIZ & L L T2M5L £
ERRBTI/BRENRT 1 ICKREHOTI /BEETHD. it (39)
EEDFE,

(41) £TOFcYRICNT 2BEEMZEBIT ST I /BEREN. FeiElE
DEUF /N J234BBOT7 I /B, 235BBOT7 I /B8 236BBEDT 3

i

JEEDHIsXIITyr~DE#RTH S, Fisd (3 5] ICEREB;DA
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B8, 237/ZEBDOT7 I /. 239FHODOT7 I /B, 265BB0D7 I /. 261FH
D7 I/BRU2TEEDTI/VBHILREENZDRLLEBT1DOTI/EOD
DT I /BAORETH D, RiiE (39) F/id (4 0) IKEHDAE.
(4 2) FABID 7 I JBEOWEN. EUF VNN VU 7234FEDT7 I JBEDAL
a, His, Asn, LysXIZArg~AMDEHE, 236ZBBE D7 I /BEOAla~DEH, 236
HEHOT I /BEOGIn~DE#, 237FBDT I /BDArgXIELys~DEH, 2
VEFEEDT I /BEDOLys~DBH, 265FE D7 I /B DLys, Asn, Arg, Ser
XigVal~DEH, 267FED 7 I /BDLys, ArgRIFTyr~DBIR, 297FH
DF7 I /BOAla~DBHRTH S, i (39]) A5 (41]) OVWThHIZE
O H %,

(4 3] FeyRIIbICN T 2fEETEMEN. RABIIGOFCEIFHDIFEED D74 <
EEHE80%%EMF L. FcyRIIaRICH T 2HEETEMD. RABIGODFCRIFED
EEED3 0%LUTICERT 5. gl (35) . (36) . $&LT (39)
"o (42) OWTIDICERDEE.

(4 4] RABIGGDFCHEBE ST R RTF RDFc yRIIbICH T 2 EEE M
SR U 2B RS ETE DL DA & H0. T5% R L. T TOEN
BFcyRICH T 2 HEETEMEDLEA0. 2L ICER T 5. BRI (35) . (36
], 8LV (39) 5 [(43) OWTINICEEDEE,

(45) BIZ. RABIGGOFcHEIHAESLRY XTF RDFcyRIIa RICHT %
AR & LB U A B MR AT DL A%0. 05U FICER T 5. RS (4
4] ICEBDHE,

(4 6) FcyRIIbICR 2 ETFMENRARIGGDFcoRIZ & L L T2f5L £
ERBTI/BREE, 2TOFcYRICHT 2REAFMEBBAIEE7I /B
WEEAHAEADLETEATEIEICEL D, RABIGG 8L T, FeyRII
bICH 9 2IEAEMEERREICHITL DD, IRTOEMEFcYRICTT 28
BIEMEMNMER L TWBFBEIEBREREZSUR Y RTF FORESE,

(4 7) FcyRIIbICR 2 ETFEMENRARIGGDFcHBIZ & L L T2f5 £
ERBTI/BBRENRTI VIEEDOT7I /BERETHS. Fisc (46]) I
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D FE.

(48) £TOFcYRICNT 2IBEEMZEBITET7 I /BEREN. FeiElE
DEUF /Y Y J234BBOT7 I /B, 235BBHOT7 I /B8 236BBD 7 3
B8, 237/ZEBDOT7 I /. 239FHODOT7 I /B, 265BB0D7 I /. 261FH
D7 I/BRU2TEEDTI/VBHILREENZDRLLEBT1DOTI/EOD
MOTI/BAORETH D, Hiie (46) Fhid (47) ICEBDHE,

(4 9) FABIED 7 I /BEOWEN., EUF /NN Vv 7234FEDT7 I /DAL
a, His, Asn, LysXIZArg~AMDEHE, 236ZBBE D7 I /BEOAla~DEH, 236
HEHOT I /BEOGIn~DE#, 237FBDT I /BDArgXIELys~DEH, 2
VEFEEDT I /BEDOLys~DBH, 265FE D7 I /B DLys, Asn, Arg, Ser
XigVal~DEH, 267FED 7 I /BDLys, ArgRIFTyr~DBIR, 297FH
DT I /EBOAa~DOEBRTH S, #iic (46) i (48) OVWThHICE
O H %,

(5 0) FeyRIIbICN T 2fEETEMEN. RABIIGOFCEIFHDIFEED P74 <
EHE80%EMIBFL, ITRTOFEMRFcYRICHT 2EEFMD. KA
DFcHEIHDIBEED 3 0% LA TICERBET 5, 7isd (37) . [(38) . &4&
v (46] »H [(49) ODWTNMEEDFE,

(5 1) RABIGOFCABHASTRY XTF RDOFcyRIIb IWT 24T
MEE LR L BRSSO DR EH50.75%HF L. IXTDE
MRIFCcy RICK T B EATEH DN, 2L FICIKF 5., Bisd (37) . (3
8. LW (46]) 5 (50]) OWTFNMIEZEHDFIE,

(52]) BIC. RABIGGDFcHEIF AL R RTF KDFcyRIIa R ICHT
DEEESEM & B L - B AR S TE DO LE A% 1 TR ICEIR T 5. AiEE (5
1) ICEBEDAE,

(6 3] BIL. BAADREESERIIEI2WELBEAEDETEAT S, &
g (37). (38]. BLW(46])] »H (52) OWThMZEEDA
o

(54) #AADOREZRYIELHREN, FerfdDElF /N v J3228%&E

i
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DT I /BRE. Xk, FcBIROEIF /N > J327&B. 330FB KRU33NHE
B JBBETHS. mizc (53] ILRBEHDOFZE,
5) HAANDHEEERLIEZHUED. FeBIBODEUF /N ¥ F322%H
EDAlaXILGLlu~NDEHE, &L < I&. FefBIDEUF /N1 v 73278
BBODGLly~DEH. 330FBDT7 I /BDSer~DEHRKU3INER
I /BOSer~DEBRTH S, FiiL (53] ICEBEDOAZE,
(56]) FfBEIZSTRY RTF RICHWT, FfBEIDEUF /N > 5238%
BO7I /B 21NEFEEHOT7I /B RTBBOT7I /B8, 30EFEDOT7I /R
RUBNFEOTI /B, BLLIE, BT, FeIBDEIF /N v J233%FH
D73/ 2WIEBOT7I /M 264FEOF7I /. 267EBOT I /.
RU26BEHEEHDT7 I /BN LBEEINZ DR EET1 D07 /BEHOT 2
BICHET D &L B, &R RTF ROFcyRIIbICK T 2 AR A M
FINDoD, IRTOFEREFcYRICH T 2FEERKET % H 5
(5 7] FCPBEID 7 I JBEDHNEN, FetBEIDEUF /N v 7238FBE D7
JBBDAsp~DEH, 2TNEBBDOT7 I /BOGIyADE#R, 21FEBEDT7I /B
DGly~DEH, 3B0FEDT7 I /EBDSer~DEH:, 3B1FBDT I /EDSer
B, 23B3FBEDT7 I /BOAsp~DEH. 231EZEB DT I / BBEDAsp~DEH
. BABEDTI/BEDIle~DER, 267TEBDT I JBOAla~DBEHE, 268
BEOT I /BOAspIECLUNDEBRTH S, #iES (5 6) ICEBEDAE,
(58] FCfBEI ST R Y RTF RICHWT, FefBEIDEUF /N > 5238%
BO7I /B 21NEFEEHOT7I /B RTBBOT7I /B8, 30EFEDOT7I /R
RUBNFEOTI /B, BLLIE, BT, FeIBDEIF /N v J233%FH
D73/ 2WIEBOT7I /M 264FEOF7I /. 267EBOT I /.
RU26BEHEEHDT7 I /BN LBEEINZ DR EET1 D07 /BEHOT 2
BICHET DI &ICE D, MERIE LB L TFeyRIIbICH T 2 fEATEMEN I
FIN, IRTOFEUEFcYRICF T 2HEEMER L DD, D BAEADHE
EMMER L TWABFcBRBRERE SR RTF ROBIERE,
(59) FABID 7 I /JBEDWEN., FhBIHMEUF /N v 7238FEHD T 3

S m S

RS
~
]
~

i
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[0013]

[0014]

[0015]

/B DAspA~DEHE, 2TNMBBDT I JBOGYADER, 327FZBDT7 I /B
DGLly~DEH, 30BBEDT7 I /BDSer~DEH, 331FBD7 I /BDSer
B, 233BFEDOT7 I /EEDAsp~DEH, 237FBE DT I/ BOAsp~NDEH
. B4BBHDOT I /EBOIle~DERR, 267BBDT7 I JEBOAla~DEH, 268
FEEHDT I /BEOAspXISGCLU~NDB#:TH S, A (5 8) ICEBEDAE,

FARREBIE, AFRBEOFEBEOT IV BUREEBEATIIEICELD. &%F
CPRIBDFcYRIIbICH T 2EEEMZMITFL DD D, IRTOEMEFcy
RICH T 2#EEEM. ®ICFcyRIIaRE) ICH T 2 REEEHZERI B 25
LB %, F/. AEBFOFCEEOT I /VBRELEEATEIIEICELD, B&F
CHEBZZURYRTF NICHT 2MEOEEEIHT 2 HEICET 5,

I SICAFERIE, AFEBOFEHD 7 I/ BRENEAI NFBIENE
. RO, MBHRICATRETHEELBRRELRIMRICH L TREEHZEL

FVBEORMHICL > THERRICH T 2REEENEILT 2MER/E
RXAVESUORYRTFRNICLS, MBEROUSZREDERERET DA
KBTS, F. AKBOFCEEBO T I/ BRENEAINAFBENE
. RO, MBHRICATRETHEELBRRELRIMRICH L TREEHZEL
FVBEORMHICL > THERRICH T 2REEENEILT 2MER/E

RAXAVEESORYRTF RO, MEFROEZMEDHEREREIE S8
OFERICET %,

o, ARBBIZ. ARBORYRTF RESCRBEREMRRDAEXIE
FHENCRET %, Fo. ARBAORIYRTF REREAKETI2IREZST

. REREMERBOEBBEFEZLEIFHAZEICET S, TRLARBR. AF
BADRIRTF REZEBE, ARAORBREMREBOEERGEZLETHA
EICAWSRODF Y MIBT 5, AR, AEBORYRTF RO

. REREHERBOBERZ LI FHFORSICHSITZERICEAT S, Tk
AERIZ., AFRBOREREMERBOBESEZZLIEFHAEICERT 51
HD., REBEDRYXRTF RICET 5,

Flo. AFEBIE, AEBORYRTF NS0, BilifE. ¥ X MRS, #BhK
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[0016]

[0017]

[0018]

MRS L O/ T FREKOFHCIFEIFICET 5, o AFEBORY)
RTFREWFAHETH2IEASE. BHME. <X M. SHRMEES LU
S F SRR OEM L INEISRICEE T 5, AR, KEBORY
RTFREEL, AFEBEOBME., v X M., SRR LT FI3FE
EIKOEMEISIAEICAWSH0F Y MIET S, TAFRIZ, AF
BBORY RTF KD, BHlifE. v R MEE. BHAMIES L O I3 FEEK
OEHACIEFOREICH T BERICET 5, TAARFKRFIE, ANFEFEOBHE
. YR M. BHAMES LU AT FEEBROF NG FIEICERT
500D, AEBORYRTF RICET 2,

Flo. AFEBIE. AEBORIYRTF RE2SCERICHERY VIV E%
RIETDEBOBEFNCET 5, T, AEPORYRTF Ra/EAKRE
TEIREE0. ERICKRERYI VNIV EEZRIBT H5HEBOAEEREICET
%, FEAKEBIE., AEBOR)RTFREEL, AEBOEFICHERY
VIRV EEREBETHDEREODEBEFEICBWSLODFY MBI B, LK
FEAIX, AFEBORIYRTF RO, EERICHERY VNI EERIBET DER
DEBEFIOEEICH T BFERICEAT 5, TLARRPIE. ARBOEFICKHE
BRI VINJEERIBETDHEEBOERBEAEICERT 700, AFEFORY R
7F RIZEET 5,

Flo. AFEBIE. AEBORYRTF REE0, 74V XOBIEINHIFIC
B9 5, £l. ARBPBORI)RTF RERRARSETHIRESC. V1)
ZDIBFEMEITEICET 5, FLARRPIZ., ARBORYRTF REE0.
REBEODOD 14 L ZOBIEMNFIFEICAWDHDOF Y MIBET 2, FAAR
BRlE. AEBORYRTF RO, 7 1L ZOBIENHFIOBIEICH T B ER
KT %, FAARFEBIX. KFEBEODOV 1)L ADOBREINGIHEICERT 520
D, AFEBPBOR) RTF RICET 3,

FEIEDWR

AFERICEL > T RABIGGOFcHEIH & LB L T, FeyRIIbICHW T 2 HE4E7

HEHRF LoD, BED. IRTOEERFcyRICH T BiEEIEM. RFICFcvRI
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[0019]

Ia(REY) IS BIEETEMAMER U FciBEBREE I IRB I i, FcfatEi

BEEESUCRI)RTFREAWSZ &ICLY., FcyRIIb 2N LAEREESHE

ZHRITIMHENRABIGEAREICHFIN/IRRE T, FcyRIIbOITIM

DY) VL= N L REMRERIGOIMGIES T HIVEIERT 5 & A ATHE

EMRD, Ffo. FeyRIIDIGRIRMICHES T 2MELFEBICNE TR &I

&Y. HRBOEEDIMEINTEEE R D TREM L BB, . SEUEEFcyRIC

NI BEAEEHT DI EICEY. MIMREDFcYRIIaE REESEDEER

YER &N L=MMRODEME D, SEMEIFC Y ROZIEIC & 2 BHAMBE DL %

B89 5 & ATTREE 2 B,

5 1 oD &R 7 A

[B1]k bIgE& pHIREMIRIGEH A TH % 0 O — > 278 A pHRFHIIC K X 1R

BEAEEMRT 2 EaMABLALSILARIOI NS T 1 —DHOBR

ERIRTH S,

[2]t hIGEEMIRSEE, b NIgE+ o O—278HAiR 58, LU, BN

9E+ U O— V218K SBED / —< I~ AMiER b NEDBEHRS &R

TETH S,

[K3]k MIgE+ -/ O—>2781% 58 LUk MNgE+XolairinFik 580D / —

IR D AMBRRERERBZERIRTH S,

[E4]k MIgEEIRIG SR, b MNIgE+278-IgG1nfFi 58, BL T, b MIgE

+278-FT608 (AR 58D / —< I U AR E NgEDREHB AR THT

H 5,

[E5]k MIgE+278-IgGlnikik 58, H L. b MIgE+278-F760in A% 58

D/ =< AMERERBERTIRTH 2,

[BI6IFcAZEARIC & BDCOFEMIL A IL-8ORIIBEAFEEICL CTHMULBERD

MTHD,

[BI7]FceE & % 1N 2 7-BR D 4% M/NMRIERE DCD62p (p-selectin) DHIR%
RUEBTH D, EfRIFE5C8-FO48% R LADPRIE Z N A -mE. BY DR

L 1&5c8-P600% 70 LADPRIE A N A -8 5K T,
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[B8IFcThAZE R % N A 7R DR M/NMRIRRE DEMER 1 > 57 J1) » (PAC-1
) DRIREER LK TH D, E#FIL5c8-F648% 7 LADPRIE % 1l A /=35
v BY DR IKEc8-P600% AN LADPRIE Z M A 3558 % R T,

[B9]pHRFHIREESTAENMBEY R L TRETRICES T2 2R THTHS
o () AN TRERRELEST D, (i) FEFEMIC, B/ YA b= R

FUMIBERARYAZTNS, (iii) TV RY—LKWTHMAEIEZFCRNEFES L
RAERERIEEI T 5. (iv) TREREREIESAYY —LIBIT LY

REIND, (v) TARRERI’ RS L A IEFeRniC L Y mBERIC) 14 oL
Iha, (vi) YA 23 NmEE. BUORREREREAES T2 &0
BEE A D,

[B110] M54 T CFRAADIEE A IBIET 2 C & ICk o T, pHIRENRESH
FEORRICEYELEETEIMREISICALEIEZEARTIHTHD
o (1) MALTAEMEEHEET S, (ii) FcRnENLT, EVHA =2
S UMIBRAARYAEFND, (iii) TV KRY—LRNTERERERIGTEL
LEREET 5. (iv) ABRBEMRIISAVY —LIIBITLo@EINS. (v) 7A
BREDARRE U 7= A IEFeRnIC &L W IR APIC ) A4 23 s, (vi) V3o
JIINHER, BOTRREREAEE T2 &N ARER S,
[Ed11]1Biacore% ALV =4 b IgASLIRMpPHT. 485 &K T'pH5. 8, Ca?1.2 nM B &
UCa? 3uM ICBIF 2 NAMDOHEEERERT EV Y —J S5 L% RTHT
HB5
[B12] 7/ —< L= ZICH T BG6A2-19G1 & & VNGA2-F 1087 (D IM #F A 1 (4 e R 4
BERLERTH S,
[B13]hIgAE M, GA2-IgG1dH L UGA2-F1087TA B I N/ —< I I RILH
(T BMEHhNGAREHZ Z R LEKTH S,
[B414]1Fv4-mIgGl, ¥ AFcyRIIb, ¥ AFcyRIILICX ¢ 2EAMN BRI N
7=Fv4-mIgGl DRZE A TH BFvd-mIghl-mF44, B LUOEFEICT ™Y AFcyRIIb, ¥
) ZFcyRIILICH T B A A 8RR X N /=Fvd-mIgGl DL A TIH HFva-mIghl-
mF46AY, / —< I I RICHEINEZDHEETTROMBEADE MNL-6
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[0020]

[0021]

L7y —REHEBERTRTH 5,
[B415]Fv4-mIgGl, ¥ AFc¥RIIb, ¥ AFcyRIILICX § 2EAHN BRI N
7=Fv4-mIgGl DRZE A TH BFvd-mIghl-mF44, B LUOEFEICT ™Y AFcyRIIb, ¥
) ZFcyRIILICH T B A A 8RR X N /=Fvd-mIgGl DL A TIH HFva-mIghl-
mF4674%, FcyRIIIRIET T RIS INZEZTDQLUZT IV ADMEHFRDE K
L-6L 74 —REHBREZRINTH D,
[E16]1Fv4-mIgGl, ¥ AFc¥RIIb, ¥ AFcyRIILICX T 2EAMN BRI N
7=Fv4-mIgGl DRZE A TH BFvd-mIghl-mF44, B LUOEFEICT ™Y AFcyRIIb, ¥
) ZFcyRIILICH T B A A 8RR X N /=Fvd-mIgGl DL A TIH HFva-mIghl-
mF4675%, FeEZRE v HRIBEYD RICHEINALETDEZT Y AOMEFRD
ENIL-6L TS —REHEBEZRIEHTH S,
[B17]1Fv4-mIgGl, ¥ AFcyRIIb, ¥ AFcyRIILICX § 2EAMN BRI N
7=Fv4-mIgGl DRZE A TH BFvd-mIghl-mF44, B LUOEFEICT ™Y AFcyRIIb, ¥
) ZFcyRIILICH T B A A 8RR X N /=Fvd-mIgGl DL A TIH HFva-mIghl-
mF4674%, FcyRIIDRIEY T RIS I N EZTDLUZT IV ADMEHFRDE K
L-6L 74 —REHBREZRINTH D,
[E418]1IgG1, IgG2, IgG3RUIgGANERBMRIAZEXKT 57 I /BFZEE L. EU
FUNRY VYT (REEMZEICHWTEU INDEXE £ ENh3) & DOFBRERTH
TH b,
[B9IEEBHRRRICIEFET 220U LI M—T52RBH L AIAREESH
ERRT 5 DICE)Gmultispecific pH/CafREFMIAD, HF19FHIiY
OMRZBERIEIUEEZHRT Z2ETH S,
FAEERT B 7-ODORE

AFEBRIZ., RABIIGHIADFcEIEA SR Y RTF R & LU IFEEIC,
FcyRIIDICH § 2B IEHRINTVWE D, IRTOFEMEFcyRICHT
fEEiEM. PTEHEFcYRIIa(REDICH T HEEEEZRBEIE S 2 &N ATRE
IRFCREI A A, HFFCRBRERESURYRTF NERHET S

LY BEMICIK, EUF VN Y I2BBEOT I/ BREE., hOBEDT
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[0022]

[0023]

[0024]

T/ BBREMAAEDINTWS 7 I /BES % STUFBEHRER. R

UEFCBEHREGRESTRYRTF RERET 5, I SICHAFKBIL, FotiE
KBTI /BREEEBAT ST, RAVIGMAEDFcBEEESTRIRT
FREEB LT, FeyRIIbDICH Y BfE&EM AT L DD, T TOEMELF
CYRICH T BHEEEM. BTHFcyRIIaRE)ICH T 2 EAEMAERT 24
E. RO, FORIBICERT I /BBEEZEBAT S & T, RABIGHIADFCE
EAEESOCRYRTF RELLE LT, FcyRIIbDICH T 2iEEEME#HIELDD
 IRTOEMHEFcYRICN T 2#EETEM. A THFcyRIIa(RE) IS T 24
AEEMMER I NAFEBREREEOR YR TF ROBEREEIRET S
o FEFCHRRIBICERT I/ BUENEAINIFEEBRER. K. mFHIC
AARTHEELAEEL2MRICH L TREEEEEB L. 1AV RBEDOERH
ICk > THBMBRICR T 2EAEEI BT 2REEE R AV ESTRY
RIF R, BFR)RTFRICLD, MFFROLUZMBEDOHERERET D5
EERMT B,

AFERICHITE TRYRTFR] &, BE. 1073 VBEENEORS
ERETBERTFR, BLCIVNRVEEET, $k. BFE. £YHEORY
RTFRTHZH, FICREINT. flZIE. ALMICEETIWZ@RAH S
BBEBRVRTFRTH-o-THEL W, Ty RARIVRTF R, HDWVIEER
RYRTF R, HBZRIRTFREOVWTNTH>TE L,

AFEBEORYRTFROFELWIE LT, EEHE T ENTES,
BICHF LWHIE LT, RARIIG, FRICKRABE MgexEIFBE &N TE
%, RABIGGE I, RAICRHINZIGER—DO7 2 /BEI 2SS L.
®REIJOT) VAVIBEFICLYRENICO-RINIHEDT S RICRE
TERURTFREEKRT %, BIZIERAR L Mgb& IFRAE E MIg6l, X
MEE FIgG2, RATE MIg63, RABE Mgl A2 RIKT 5, RATIGL
I ETNDLBERICELCZEERSEEEEN S,

TADOEHEE BRI ILIgK(Kappa, «8H). Igll, Igl2, IgL3, IgL6, IglL
7 (Lambda, A$H) %4 TOEBEEIEFEEL TVBHN. WThOBREEEE
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[0025]

HTH>TH LW, b MgK(Kappa) EFERIE & £ MIgl7 (Lambda) EFE MRS &
LTlE. EEFZRICLZ2EHO 704 1 JE 5 HSequences of proteins o
f immunological interest, NIH Publication No.91-3242ICE8&HINTWD
B AREBICBEVTRZEOWTNTH>THERW, IHIC. AERICBEWT
BHEBMRE. 7I/BOER. M. K& BASLO/ FTLEMLS
EDBRENMTONIEEREEBRIFETH > TH LW, MAEDFcHEE & L TE,

B 2 (XIgA1, IgA2, IgD, IgE, IgGl, IgG2, IgG3. IgG4. IgM#% A J(DFcHE1s
BAEELTWS, NFEBOHMMAEOFcREIL. FIAIEE MgGEDFcRE % A
WBZENTE, FFELLIZE MNgGHRAEDFCSERTH 5, AFBADFCTEE
ELT, Bz, RARIGOEFE®RE. BAMICIE, RATE Mot Z'R
ETHERME (BFES :31) . RATE MoRZERE T2 EE®EE (
AES :32) . RABE po3%ZEIFEE I 5 EBMRE (BBFES : 33) |
RARBE b4z #EIRE T D ERMEE (ELHES - 34) HEODOFcEEZAW
5 ENTED, HIBICIFRAEIGAT, Ig62, Ig63. IgG4MDE HMBIHDET
Y, RABIGOEBHEBICITENOLBRICE LD EEFFLEEIND
o B hIgGl, & hIgG2, E hIgG3, b hIgG4fADEFEMEHE L TIE. &l
FERNCL Z2EHD T O 1 TBLFIHSequences of proteins of immunologi
cal interest, NIH Publication No.91-3242(CE2& X TWL B A, AFBFIC
BLWTRZOWITNTH>TEHERV, RFiICk MGl DESIE L TE, EUFY
NY>7356—-358FHDTI/BEINAELTH> THEENTH>TH
&N,

Fcy 2B (RBMZETIIFcy LS9 —, FcyRELILFcoRERZHEHT B
ERHB) EiF. I9Gl, IgG2, I9G3, IgGdE ./ o O—FIIiEDF oI ICHE
ALEIZZERHREVL., REMNICFcy RBERHRERFICI—RINZ 5 1N)
BDI77I)—DWHRBZAVN—%ZHEKT S, EbTRE, 20773
—cix. 74V 7 +—ALFcyRIla, FcyRIbBS LU FcyRIcxEZS¢EFcyRI (CD64
) 5 74V 74—ALFcyRIla (7O% 4 FH131 (HE) HLURI3T (RE) %
2¢) . FcyRIIb (FcyRIIb-1B LK UFcyRIIb-2%EE) S L UFcyRIIc%E
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[0026]

BEFcyRII (CD32) ; BL VT A Y 7+ —LFcyRIlla (7O% A FV1588
L UVF158%E5T) HLUFcyRIIIb (704 4 FFeyRIIIb-NATE & UFc v RII
Ib-NA2%2¢) Z&EFcyRIID (CD16) , AMICWARBRFERDE rFeyR
BELIEFFCYRTAVIA—LFELIEIT7O91 THEEENZD. THLHICRE
INBEDTIHAW, T/, B MecyRIIDICKRTSA VTR TF7U NE
L TFcyRIIb1 &FcyRIID2 EMHEINTWS, T, TRLUHNICEFcYR
IIB3EWDIRTSAL U INR) P hEHREINTWS (J. Exp. Med, 1989
, 170: 1369) , B RFcYRIIDICIXCHDRTSA v TRy M MAT
. NCBIICZ$RXnTL NP 001002273, 1, NP 001002274. 1, NP 001002275, 1
. NP_001177757.1, NP 003992. 3D R TS AV N TV h&a2TEL, &
7o. B RFeyRIIDICIKBEGEDHRE I NicH O 5B EFEREEH. Fc vRI
Ib (Arthritis Rheum, 2003, 48: 3242-52, Hum Mol Genet, 2005, 14: 2881
-92, Arthritis Rheum, 2002 May;46(5):1242-54,) £ 2Fh., TSRS
IN2HOWIELCTFZEEEIND,
FcyRiZ, Eb. TOR. Sy b DU FSICHILEREROEDOLESENDD
. CNSICREINT., WHRZEMARRTH LW, T AFcyRERICIE, Fe
YRI (CD64) . FcyRII (CD32) . FcyRIII (CD16) & & UFcyRIII-2 (CD16
-2) . BHICWH D RFEBDY I AFcyREF /- 1dFcyRT7A Y 7+ — L F
IE7084 THEFENBD. INLHICREINRL, IO LizFcy BFE
DiFELF & L Tld e RFeyRI (CD64) , FcyRIIA (CD32) . FcyRIIB (CD3
2) . FcyRIIIA (CD16) RT'/NXIiFcyRIIIB (CD16) AZEIFSN B,
FcyRIDARY XU LA F RENKRVT I /BETIEZ. ZNTIENES : 3
5 (NM_000566.3) K136 (NP _000557.1) (T,
FcyRIIADRY XU LA F REEFIR VT X/ BERIIEZ. ZThEThEINES : 3
7 (BC020823.1) K Tr38 (AAH20823.1) IC,
FcyRIIBORY XU LA F REEFIRVT X /BERIIZ. ZThEThEIES : 3
9 (BC146678.1) R 1r40 (AAI46679.1) IC.
FcyRIIIADORY XV L#F REFIRUV T X /BBEIIE. ThENEIES :
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[0027]

[0028]

41 (BC033678.1) X142 (AAH33678.1) (. R

FcyRIIIBORY XV L#F REFIRUVT X /BBEIIE. ThENEIES :
43 (BC128562.1) K U'44 (AAI28563.1) ICEREINTWS (B v JAIIRefSe
IBEREBESETRT)

M. FcyRIIalZld. FcyRIIaDINBBO 7 I /BEALZAFY Y (HE) H»
ZWETILFZY (RE) ICEBMINA2EEOERGTFZENEET S (. Ex
p. Med, 172, 19-25, 1990) .

FcyRIa. FcyRIb& & UFcyRIcZZLFecyRI (CD64) LT AV T #+
— LFcyRIIla (7O% 4 FVIS8H L UF158%28) #=2EFcyRIII (CD16)
(&, IgGDFcER D &HEET 2 aHEMBERITTELAL S T FIIL 2 EET HITANE
BT3B v#EAEET S, FcyRIIIb (704 1 FFcyRIIIb-NATH & UFe
YRIIIb-NA2ZEE) IEGPIT VY H—9 VIRV BETH B, —H. FAV T4 —
LFcyRIla (7O%4 7HINB L URIZNAEESE) BLUFcyRIIcEESHFeyR
II (CD32) MEZOMEE KA A VICIKITAMLEEFNTWS, ChbDlL
TH—E. ¥o077—YR YR MR, HRRTHEEZDS K OREMR
IKRIELTWS, ChoDLETY—DIgeDFCEDICHEE T2 I &ICE>T
EEINDFEHESTFILICES>T, 0077 =Y DEREEPKESEY A
Mh4 vOEE. <R MAROREEN., MRIRSHEROBEETENMEEI N
%, LEEDIDITEMILY T FILERET DENERT 2Fcy LS4 —I
C AEBICBWTHESEREFcy LET Y —E/ITNh 3,

—75. FcyRIIb (FcyRIIb-18 L UFcyRIIb-2A52¢) OB S DHEEN
RAA ICIFIHERSY T F IV EEZETDITIMEEN TWS, BHIRETILFcy
RIIb&BHERE L 274 — (BCR) & DZRAEIC & - TBORH S DIEMAL S T F LD
MHE X NS ERBCROMBEENMF I D, v/ 07 7—2TldE, FeyRIII
EFcYRIIbE DRBICE > TEBBECPRKIEMT A b H A~ OELRELINGIX
ho, LEOLDICHEUEY T FIVEEET 28EN%EBT BFcy LTS —
& REBICBEWTHIMEIREFcy LE 4 —EMIEN S,

AFEBPICHWT TFRBIRBER] X, AFKBOT I/ BBEIFEAINT



WO 2014/163101 28 PCT/JP2014/059706

[0029]

[0030]

[0031]

WAWFCAEIZIC., AFKEODARLEE1D2OTF7 I/ BIMOT I ) BICHE
INTWABFAEIEAERT D, ZZT MR EET1DOF7I VBN MO T

J
I/BICHEINTWS] T&IKIE B8 T7 I/ BRENEAIWIFciEE
RUENEB—OT I/ BEINILRDBFEENZTEND,

KABIGGE I RARICREINZ 96 FA—D7 X /BBEI 23S L. BE
JRTYVAVIEGFICLYEREMICI—-FINBIREDOISAICET S
RYRTFREBEKRT 5, FIAIEKAEE Fga& IERAEE MgGl, KAR
b ~IgG2, RAEE FIgG3., RAEE N EEEIRT 5, RATIIGICIE
ETNHNSBRICELDZEER. FeyRICH T H2HEEEHICEENLGFEEZG X
BWHENAEAINEIGEESENS,

RABIGGDFciEIZ & 1. RARICRHINZ 19645 IR & T DFciRig & RA—
D73/ BEINEEET SFEEBERERT 5, KAV OEHESRIRITE
18 (EBHES : 31~34) ICRLTWBD, BIZITHIBDOKRMAEE FgGl %S
RETHEHEBRAPDOFcEE, RALE MoR2ZERE T 5EHERT
IR OFctRE, RATE Mg %iEIRE 72 EHERMBIGARDOFcRE, XA
b Mgtd%RIRE 2 EHERBIEFDOFCAEIZEZRKT 5, RABIIGDFc
HIFICIEENDSBRICEULDEERE. FeyRICHT 2ETFMHICEENRE
BES5ZRVHENEAINFcEBELES TIN5,

AFEBICBWT, AHEBFOFCRBHRERE ST RY RTF K XISFcRIHE
BARDEEFcYRICH T 2REFUNBE L, HD2WE, BEEENHEH
ZWERD L Ed MR, BIZAIEAERFINIEISEERHICTIIND LD
I, RETZXEVHIG (SPR) IRREZFFA L /BB ERAFNTIES T BBIAC
OREAFRWT., kst —F v 7 EICEEILH B dProteinA, Proteinl
. ProteinA/G, ProteinG, #7lamdagd#ik, #ikappagitnfk, MERERRTF K,
REYVNRNIVEETF vy TFrv— Lty —F v FITH L TCEBFcYRE T
T4 M LTHEERIEAEYY— IS LOBTERIN O/ ON S R
E (KD) DEM/MET Lz, HBWIEEBIILANE D O THIBTAIEETH 5,
Tk, o —F v T EICEEIL LAH B W IEProteinA, Proteinl, Prote
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[0032]

[0033]

inA/G, ProteinG, #ilamdagifiis. #ikappafifiiid. MERTF K. HiRS v
ROEETHF Y TFv— Lty —Fy 7 LOMBFICH LT, &EFcyR%
T7+54 bELTHEERItARIRTOEY Y-V 56 LDL Y F VR
—vy k (RU) EOELLEE., EVH—F v TICHAFEEZEELEXIEF ¥ TF v
—IHEFIRTOLY 22y b (RU) OEILETEI>EMETLE
 HBEIWEIEMLAENE I N THHIMAIEETH S, F/e. FeyREEVH—F
v JICEREELL L. HE52WERY TEREEN L TEELLZEY Y
—F v TEMEST, FELAVREZOERET7F 51 M& LTHEERS
Tty —7S LOERI LB/ ONDEEEL (KD) OEIMETLE. &
ZWEEBMLENE D DTHIBTAIEETH S, F/ld, FcyREEV Y —F v 7
WKEEEEL L. HE2VWEMY TRELREEZN L TEBLLEEY Y —F
Y ISR L CEHEE L A WIREEOERE 7 F 54 & L THEEER S B4
BTOEVY—TSLOEOCELLEMET L. HBWIIEMLAENE DD
THHIBTATEE T H B,

BARICIK, FelEBIRERDFcy REBMAKICH T S FEETEMILELISAYFACS (
fluorescence activated cell sorting) ffi, ALPHAX % 1) —> (Amplified
Luminescent Proximity Homogeneous Assay) Y&\ 7S5 X €V #E (SPR)
RREFA LABIACREEZFICL > TUET 22 &N TES (Proc. Natl. Acad
.Sci.USA (2006) 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
BMREZMEBREBO—EEMRRICEHRT 5, —FEMERIF N F—E—-XRELIC
WEI L. EELTWE 779279 —E—XICEET 5 & E—XRDIEEREN
Rit%E5|IZRI L. REMICHKIBREINDS, RF—E-XICHELESF
ETO T —E-XIHBE LEDTFIEEERLAVWEZIE, FF—E—
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[0034]

[0035]

ADEETZ2—EERRAT7 I/ —E—XICEZELBRWED, (EFERKL
R EHE F A,

BZIE, FF—E—XICEAXFUVEBHINLRYRTF REEEIMREES
ne 7075 —E-XIB TNV FAUSE S X725 —E (GST) T4
JiEIhicFey SR REEIN DS, FRET SFCEBREFEETRYRY
FREEEDIFEFEETTIE, BERFEEESURYRTF REEEEFcy
SHRAEEIEHEEERL520-620 mD T VI EET B, ¥ 7T hTVARL
BEFCBEBEZSUCRIRTF REEHKIE. BERFBEBESURYRTF R
SEGREFcy ZERBEOREFRERET 5, BREDBRENDEISDFED
EEET DI EICL > THEHENAEEFEENMNREING S, MAEFORY R
TF ReEEESulfo-NIS-EF F U EEAWTEF F T2 ERAMT
Hb, FecyZBHRHREZGTTY VLT 2HEE LTUE FeyZ2FHREZI—NT5
RYXIULAFRECSTZ#OI—-RTEZRYXILAFRES VI L —LTHE
LEREERTZ2RIRABEANI I —ICRFLZMBEFEICBVWTRIEL, 7
WEFF VA LEAWTHERT IAESENEERAINGS, §ohiky
4+ 1345 Z (£GRAPHPAD PRISM (GraphPad#t, San Diego) MDY 7 h I T 7T
ZRAWTERP L@ ZFI AT 5 —8RfI5Ee (one-site competition) ¥
TIVCEEIE D EICLYFEICETIN S,

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—
FyTOREICHKLY AV RET T4 MBEET S E. BEEINTWS
VAV RPFOEEMNEML, B —F v TREDAEDETERIENLT
%, CORBIROELICEY., SPRUTFILDMELAY T hT2 GHICHEEH
BB 2V TFIDABIZRS) , Biacore AF AR EREDY T NI 2E
Thbstv—Fy TRETOEEZ L EMEICE Y. BEEOREEL
EAET—9ELTRRTD (B Y—U3L) . V=I5 6hdbtzy
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[0036]

[0037]

H—F v TREICERELEZV AV RICRT 27514 NOBEESKROHLN
%, F. BV —TSLDA—THhoHART AV BEEEEH (ka
) CRREDEE TR (k) A YHREROLLH SEBES (KD) AROSN D,
BIACOREATIIFAERIEZ b FEICHW O NS, FHERIEZEDHIIEProc. Nat L,
Acad. Sci.USA (2006) 103 (11), 4005-4010ICHBVTEHEI N TW 3,

FcyRIIbICKN T ¥ EEEN MR S NcFBIE X IE HEFcEBZ 2O R Y
RTF R &, RABIGGOFcBEIZAESURY R TF RERFEREZSTRY
RTFRREFERIVRTFREEWD) &, HEFCHEIBICAREBOT I/ BX
BEBURIRTFR (FEFEBREFREZSURYRTFR) OEEREMNIC
RLICLTT YA 21T 2[IC. HRYRTF FERENICELD AL,
BEOFEEEY TFcyRIIbEFEES T 2HDE WD, EFMICIK, HFciEls%
BURYRTF ROFcRIIbADIEE % D7 < & £ 55, b%HERF L T B FcsEis
BEFEWND,

o, EHBEFcYRICHT BEETEMENRD. K. 55 WIEIEEE L FciR
BXIGYFHFBIFEAE SR RTF REE, RABIGGOFcEH =SSR Y R
TF REFBBEZESUCRIRTF RXEEERI)RTFREEWD) &, HEF
CRRIBICAFBOT I /BIEEESTRYRTF R (FElBRZEXRESTRY
RTFR) OBEAENICALICLTT v 24 51727851, FFcEEE2E
CRIVRTFREYEERENICEY FOEEEETEEEFcYREFET BFc
EIRWE ARSI LEZFBRBEFEESORIRTF REW D,

AFBADFABIHWNEEAD . KIARTUIGGDFcHBIZ DFc v RIIbICN T 5 #E&E M
HHERLTWBRHNE DI ME. BIAIE, EEBHICHRE > TRd/z. KFEBODFcHE
HWEFRESORY RTF ROFcyRIIbICH § BKDIE & KIARFIIgGDF c4fls &
SURYRTF ROFcyRIIbICKH T HKDEE #LLEE T 5 2 &I & > THIERT
BZENTRETH D, BEERMICIE. HRFCEBZEORYRTF RICHRTE
HEADFcEIHNERE ST R RTF ROKDELFEBENETNUTOETH S
B, AFEAOFEBREFRESTR Y RTF KL, FFcBEHREFREST
RYRTF RITEAT, FeyRIIICH T fEaEEE i L& HiliT 3 2
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[0038]

[0039]

[0040]

ENTED, T ARFDOFRHNREAED. RARBIGGOFcTRIFDIEMEEFC
YRICH T 2HEETFTELYRBDLTVWEINEIMNMIDOWTH, BlAIE. RARRIC
FEBUCHE > TRDo. AFPAOFCERREFEECRY RTF ROFEMH
BFcy RICK 3 ZKDME & RARBIGGDFcHEIF A S LR ) R TF FDEEEFcyR
I T BKMEE AL T 2 2 &ICk > THIMT 2 2 A TBETH D, BN
ICiE, BHFCBEREZSURY RTF NICHEARTAREBOFBEIHSNEARESTUR
JRTF ROKDELIBR L TWBIFE, AFRBAOFCBEREFREEZTR) R
TF RE, FHFCBEBREFREEUR Y RTF RICHART, FHEFcyRICHET
DIEETEMENRD U &I T 2 &N TE S, FHCFeyRIIa(RE) ICHT 5
fEEEMEE. fOEMERFcYRICHT2HD LY H. FeyRIIDICH T 55EE]
MEBEBE LY T W, FeyRIIbICHT SiEaTEM Z R L DD, FeyRILa(
REDICH T 5HEEEMHERDPTEET7I/BREEZRET 2 &H5 FeyRIIb
A DM ODFEMETFc yRICH T i EEMZZBRMITHED IS ETREEE#
LB TH D,

FcyRIIbICH T B EEEMNREF. HIHIVIFHIFINTWS &IF, HIxE
EERORAEETRAE LIKMEICEWT, FRFCEBEZEOR Y RTF ROF
cYRIIbICK 9 2KDIE) / (FeRBINEFREZ ST R RTF KODFc v RIIbICH
9 HKDIE) DKDELEDY, #FE LK IEDR<&EH0. 75, LYFFELIE
P EH 0. 8, TILICKYFFLLIE &0, 928953, £
fo. HBEKMELLIZSRREANIETDTHY. FeyRIILICH T 2 EEEMELRH
E, HAIVWFHRINTWREWVWD DI TR EFSVREIZ AL,
SEMEEFCYRICH T B EEEMENRE D B, HDWIERTE & . FIZE,
FEDRAIEETREL/KEICEWT., FRFBEIEEZSOR) RTF FOE
MEEFc Y RICX T 2KD(E) / (FCRlBIBEGREZ SO R RTF ROFEMERFcy
RICKH 9 ZKDME] DKDBELEA, #FZ L<IX0. 2T, LYEFFELIEF, O,
TS5LUT, ESICLYHFFELLIZO. 1LUTTH S,

FFIC. FeyRIIalk, FcyRIIb& #REATRISIDECIID 93— L. D THEE
HEREIT B 728, FeyRIIbLICH T BfEEEM L DD, BEEEZRD
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[0041]

[0042]

[0043]

[0044]

T3 EHHEEELRFcyRIIa RICHT 2EEICOVWTIE, BRFCEEZ2E
RYRTF RDFcyRIla RICKH T ZKDIE) / (FeBEHEFKESTRYRY
F RDFcyRIla RICK Y BKDME) DKDELEAY O. 1TLATFAFHRL L, 0.05
THDEDNLIYITFFE LU,

FLEARBAOR) RTF FOZEFcyRICH T 2HEETEMEL MR, 1858, »
BZWERD L E D ME. EEHNCH > TROBEFc Yy ROKFEIFOR Y
RTF RN T IREEOERICL YT EIEHTED, TI T, &FEFF
CYRDRYRTFRICHTIHREEIF. ERURTFRICHLTTFZFS1 b
THDEEFcYREMBEFAIELRIBRTELLEEY =TS LICEITBRU
EOZE%, B —F v FICRYRTF RE@HRI LB TELLEEY
Y= S LICBITBRUEDETEI > EEAEHKT 2,

F7z. FcyRIIbICHN T 2 BIRMEN M L U /=FefBisk X I HEkFctilg &= S TR
DRTFF REE, HDWEEERFcyRICHT 2EEEMEINBIRMITERI N
ToFCREIE IS HEFcBIg 2 SO R RTF N &ld, FeyRIIbICH T 2 EETE
MM LDoDH., JEMEFcYRICN T 2EETFHNRD. ER. H2WIERE
58 L7cFeRRIg I HERFCBIBEBUR IR TF RE WD,

F - AFPDOFARFHHNZERE LTI, FeyRIIbB L OSEMEFcYRICHT 3
KDE (mol/L) (CHFICHIRRIZARWAY, FIZEFcyRIIb (TXT Z2EAT.0X10°
DUPTFTH->TELL, FELLIF6.0XT10LLTF, LWHFF L <IE5.0X108LLF
THY, SEHEEFcYRICHT BEA2.5X10°U ETH>TLL, FFELLIFS.
O0X10° LAk, LYUBFFE L <IF3.5X 1084 £, #FICFcyRIIa (RE) (I B1{E
MN2.0X105 U ETHBZ ENFFE LV,

[Fe4BiZ] X, AP TFHD, BV IEEL K IEFD—FF, CH2, CH3K X
AVDBRDBISTAV DI EE WD, 1967 5 ADFcaFIE, EU F /)
) (REBMIZE TIZEU INDEXE £FIEN 2) (K1 888R) T. HlA15226
BEHOVRATA UHNSOKRIE. HDWIE20FEDO 7O A SCKREE TER
K9 2. CHICREI N,

FcfBigiik, IgGl. IgG2, IgG3, IgG4E ./ / O—FIHEZEERTL VED
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[0045]

[0046]

EOEDRBRICTEHEELLRIC. TOFM4 VA 7074 V6AT LIS
MEINLZENZBAET S EICL > THBEICREBINE S, MHBEH
DEERE LTI HEDBRDORISEE L BEIICHRET 5 2 &I1IC & Y HIRRM
ICFab®F(ab’ ), 2 L2 £ D ICERMBZHEELEZ2 LD THNITREDRE
BINT, BRI RTOUP/ VERBIRTE 5,

AFBAIE, b NIgG (Ig61, IgG2, IgG3, IgG4) MFc4BISICH LT, EUF v
NV T2RBEEDT I JBOMDT I JBAOHEE, FiEO (@)~ (k) DW
THNCREDOT I/ BOMDOT I/ BAOBREEMAEDLE LT I /BX
B 2UFCBRNEGRZ R T 5, BHREEZFHEBICEATE I EICLY
. RABIGOFEREZZURYRTF RELE LT, FeyRIIbICHRT 244
SEMEMR LD, IARTOESRFcyRICH T 2EEEM. ATHFcyRIIa
RENICH T D IEETFEDNEAD LEFBIBREREZSURYRTF N2 RHET
B ENTRETH B,

(a)FC4BIMEUF /N1 v 7235 B DT X /B
(b)Fc4RIFMEUF > /X)) » J23TEZEB DT X /B
(c) FCABIHMEUF /Y V7241 BEEHD T X
(d) FC4BIEDEUF /Y V J268BEDT7 I/
(e) FC4BIMEUF > /N1) v 72958 BD 7
(f) FCABIEDEUF /Y v 729FEEDT7 I/
(g9) FCABIEDEUF /Y V7298 EEDT7 I/
(h) FC4BIZDEUF /Y Vv 323BEDT7 I/
(i) FCABIBMEUF /N v F324BEHD T X
(i) FeSBIMEUVF /N1 v F330BEED 7 3
(k) (@Q~(IHLBIENDDRLEE2DDT I /B

FERK)TREEND DR EE2DDOT7 I /BEOBEE & L TIE, RARRIg
GOFCHEIFAZLRY) RTF FE B L T, FeyRIIbICW T 2 TE % MR
LoD, IRTOFENEFcYRICHT 2EEFEICH T 2RBETFHENRKLDT S
NEYRICREINGWD, TERD(1)~Q)DHEEEITFE LW,

A
EERERBE SR

~
e
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[0047]

[0048]

(DFC4EIEDEUF /N V24 BB DT
BO7I/BRVIAFZEDT7 I /B
(2) FeBIDEUF /N J231EBDOT7 I /B8, 241FBBD7 X /B, 296%&
BO7IX/BEVINEEDT7I /B

(3) FcRBEIMEUF /XY Y J23BBEBDT7 I /B 237BBDT I /8, 241%
BO7I/BRERU206FEDT7I /B

BEROTI/BE L GEBRING 7 I /BIZ. RARIGOFEEEST
RYRTF RELEE L TFeyRIILICH T 2HEAEEAMRELDD. TRTOD
SEMRFcYRICH T HREETEENRBD T 25D THNIERICRE I RWA,
EUF> /8 > J238FBE DT I /D Asp. 235FB D7 I /EEHPhe, 237FH
DT I JEBHIGCInXITAsp, 2MBEBOT7 I /JEBHMetXidLeu, 268FEHD 7 I
J B Pro, 295FB DT I JEHMetitVal, 296FE D7 I /EEHGLu, His
. AsnXiZAsp, 298FBEHD 7 I /EEHAlaXiZMet, 323BEHDO 7 I /B Le,
24FB DT I JEEAAsnXidHis, 330FBBEDT7 I JEEAHIsXIZTyrTH B Z
ENMFFE LWV, F. BB MAS (3) THREROT7I/BEE L TGERY
nNa73/8& L TE,

(FCABIBDEUF V) Y 720 BEBE DT I/ BHMet, 268FE D7
ro. 296EFB D7 I /EAGLURU3I24AFBE DT I /A His

(2) FC4RIBDEUF /) V23 TBB DT X /EEAGInILAsp, 241BBD T
I /A Met, 296FBE DT I /EEMGLURUBNBED T I /B His

(3) FcRBIHMEUF /N » F7235BEB D7 X /BHPhe, 23TBB DT I /B
GInXIZAsp., 241FBBDT7 I /A Met R U296FB D7 I /EEAGLu

BIFE LU,

T, AFBRIE, b MGDFCEICH LT, EUF /N V F238BB D7
T/BRUNBEOT I /VBOMOT I /BADHEE., T (a)~(h)o
WINNMIEREHOT7 I/ BOMOT IV BAOREEBAELELTI /B
REESUFCRIENERERMT 2, UEREEFCEFHICEBATSI I &ICL
Y, RABIGGODFcBIFZSUR YR TF RELLE L T, FeyRIIbICH T %4

i

/BB, 268F&B D7

i

J B8, 296%F

i

J EBHYP
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[0049]

[0050]

BEMEMR L DD, IRTOEEEFcyRICNT iEEEM. P THFcyRI

Ia(REY) ICX T BHFETEMAE A UFcBIsERE ST R Y RTF R &2 H#
TBIENTARETH D,
(a)FC4BIBMEUF /N v J234BB DT = /B
(b)FC4BIZMEUF > /1) v J235FB DT I /B8
(c)FC4BIHMEUF v/ v F236EB DT I /B
(d)Fc4BIHDEUF /Y v F23TEB DT I /B
(e)FCABIHMEUF v/ v F239EBB D7 I /B
(f) Fe4BIMEUVF > /N1) v J265BBD 7 3
(9) FCABIHMEUF /Y v F26TEED T X
(h) FeSBIMEUF /N v J291BBD 7 X /B8

EUF> /) J2BFEOT7 I /BRU2ZINEEOT7I /JBOMO T I /8
NOREEMABHHLEZT I /BEREE LTE. ER@AS M) ICEHDT
T/BICMATILICBOTI /VBEEAIEHbEDIEETES, TODLD

7I/BOEEtIE. BIRESNAWS, FEOMHS (3) HdEKE

HHEDHEGEMNFE LU,
(1) FetBISDEUF > /N1 V J233BB DT I /B8, 238BED 7 I /B 264%
BO7I /B, 267807/, 268FBBD7 I /BRU2INIBZBEEDT7 I
B
(2)FcSBDEUF >V /N » J2BBEDT I /B, 23TBEBOD7 I /B, 238%F
BO7X /8. 264FB0O7 I /8. 2667&EBDO7I /. 268&FB0DO7I /B
2NEBEEOT I/ 26F/BBOT7 I /. 297FBOT I /B 30FEBED
T7I/BERUIBEROT I /R
(3) FetBISIDEUF /N1 V J233BB DT I /8. 238BFED 7 I /B 264%
BO7I /B 2618807 /B 28BB0D7I /B 21N1BZEOT7 I /B8
RU29EBEDOT I /B8

WEBRDOTI/BRELTGERIND 7 I /B, RABIGOFcBEHEZ2T
RYRTF RELE L TFeyRIILICH T 2 @EAFMEMF L DD, TTO



WO 2014/163101 37 PCT/JP2014/059706

[0051]

[0052]

SEMRFCYRICH T 2REEEUENRD T 2D THNITRICRE I AW,
EUF >/ U J238FB DT X/ EH Asp, 2TMEFBBED T X /EEMNGLly, 234%FB
D7 I /JHAla, His, Asn, LysXIZArg., 2358BBHDO 7 I /&N Ala, 236F
BO7 I /BAGIn, 237FBO7 I /EBHArgXidlys, 239BB D7 I /BH
Lys, 265 B D7 I /EHLys, Asn, Arg, SerXidVal, 267ZED 7 I /8
HLys, ArgXidTyr, 297FBBDT7 I /JBHAIALaTH B ENFFE LWL,

Fre. RO ()HAS (3) THERDOT I /BELTRBRINDT7I /BB
& LT
(1) FcRBEIMEUF /N Y J233BE D7 I /B Asp, 238FBEDT7 I /B
Asp, 264FBEDT7 I /BN Ile. 267FEBDT I /BHArg, 268FBEDT7 X/
EAGLURU2TIEE DT X /A GLly
(2)Fc4BIMEUF /N v J233&B D7 X /BhAsp, 237TEB DT I JEEHA
sp, 238FBEHD T I /EHAsp. 264/BB DT I /BN Ile, 267BBOT I /BB
HAla, 268BEHODOF7 I /EEMNGlu, 271BBE D7 I /B A Gly, 296FBEDT7 I
J B hAsp, 297ZB DT X /BHAla, 30FE DT I /B Arg R U396EH
DT I JEh Vet
(3) FeHRIMEVF > /N1) v J233BB DT X / B Asp, 238BEE D7 I /BN
Asp, 264BEDOT7 I /BN Ile. 267ZB DT I /M Arg, 268BBEDT7 I /
B2 A Pro, 2INMBEHODT7 I /JEAGlyRU26FEBDT7 I /EHGLu
BIFE LU,

T, AFBRIE, b MGDFCEICH LT, EUF /N V F238BB D7
/B 2NEBOT7 I /B 21FBOT7 I /B 3B0FBEOT I /EKRUI3
1BEOT7 I/ BOMDOT I/ BAOREELEUFCREANEREIRET 2, H
ERERITIE, BIC. FEO@~(E)DWTFhNIZHDOT I /BOtD 7
T/ BANOREEMAPEDE LTI/ BRELSOFEEREREIRET S
o HENEEFCIRIBICEATE I EICELY ., RABIGGODFcEE =SSR R
TFRELBELT, FeyRIILICH T 2@EEEMEMHRL DD, T RTOEN
BFcyRICH T AT, A THFcyRIIa(RE) IS T B IEETFMEARA L
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[0053]

[0054]

FFCtBEMERESORYRTF RERET LI EHTETH D,
(a)FC4BIGIMEUF v /N v 7233 B D7 X /B
(b)FC4BIGMEUF v /N v J231EB DT I /B
(c)FCABIBIMEUF /N ) Vv J264FEB DT X /B
(d)FC4BIBMEUF /) v J261EB DT I /B
(e)FCABIBIMEUF v /N ) V268 B DT X /B

EUF> /) J2BFEOT7 I /BRU2ZINEEOT7I /JBOMO T I /8
NOBEEMAPHHOEDT I/ BREE LTE. EER@HMS()ICEHDT
T/BICMATILICBOTI /VBEEAIEHbEDIEETES, TODLD
JEBEOEHEIZ. BICREINWAWH, FED(HMSLE (4) MEHEIE
N3ZREDHEENIFE LW,
(1) FcRBEIDEUF /XY Y J23TRBDT7 I /B8, 238FBE DT I /s, 268%
BO7I /B 21NEFEEHOT7I /B RTBBOT7I /B8, 30EFEDOT7I /R
RUSNEBEEBOT7 I /B8
(2)Fc4BIMEUF /N v J23B3FB DT I /. 237BEBDT7 I /B, 238%
BO7I /B, 2668BBOF7I /B 211BEEHOTF7I /8. 1FBOT7I /B
. 3EFEEHOTI/VBRUBIBFEOTI /B
(3) FcRBEIMEUF /XY Y J238BEDT7 I /BE. 267HB DT I /B8, 268%
BO7I /B 21NEFEEHOT7I /B RTBBOT7I /B8, 30EFEDOT7I /R
RUSNEBEEBOT7 I /B8
(4) FcRRIBDEUF > /N v J238FEEDT7 X /BE. 264BB D7 X /S, 267F
BO7I /B 21NEFEEHOT7I /B RTBBOT7I /B8, 30EFEDOT7I /R
RUSNEBEEBOT7 I /B8

BEROTI/BE L GEBRING 7 I /BIZ. RARIGOFEEEST
RYRTF RELEE L TFeyRIILICH T 2HEAEEAMRELDD. TRTOD
SEMRFcYRICH T HREETEENRBD T 25D THNIERICRE I RWA,
EUF >NV J238FB DT X/ BH Asp, 2TMEFBBD T X /EEMNGLly, 327FB
DT I JEEHGly, 330BEDT7 I /BN Ser, BIBBDT I JELHSer, 233

AN

i
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[0055]

[0056]

EZEHDOT7 I JEEHAsp, 237TEEHD 7 I JEEHAsp, 264FBHD 7 I JEEH L Le,
67TBBDOT I /EEHAla, 268BEDT I /BN AspRILGCLUTH B Z & W FE
L

T, Lo (DHS (4) TREZROT7ZI/BELTERINDT7I /B
& LT,

(1) FcRBEIDEUF /XY Y J23TEBBE D7 I /B Asp, 238FBEDT7 I /B
Asp, 268FBE D7 I /EHAspXILGlu, 27TMEBBD 7 I /BEHGly, 27FED
73 JBEHGly, 330BEDT I /BN Ser RUBNEBEED T I /BN Ser
(2)FcSBIBIDEUF > /N J233B B D7 X /B HAsp. 23TBB DT I/ BEHA
sp. 238FEBE DT I JEEH Asp, 268FBBE DT I /BN Asp, 2TNEBEBHDOF7 I VB
AGly, R7FBB D7 I JEHGly, 330FEDT I /EHASer RUBIBED T
=z J A Ser

(3) FCRBISIMEUF /N1 J238BBE D7 I /B Asp, 267BB D7 I/ BEA
Ala, 268FB D7 I /B Glu, 2TNEFEBDT7 I /EEMNGly, 327TFEBEDOF7 X/
BeAGly, 330BEDT I /EHSer RUBINEBEED 7 I/ BH Ser

(4) FCRBISIDEUF /N1 J238BB D7 I J B Asp. 264BB D7 I J BEA
Ile, 267&B D7 I /BMAla, 2TNBEEDO 7 I /BEAGly, 27FBEDF7 I/
BeAGly, 330BEDT I /EHSer RUBINEBEED 7 I/ BH Ser

BIFE LU,

AFERIF., ChOOWEICIA T, ILHICHODARL EH—DDFCBRIFIC
NI HREEMAD I EMNTTEETH S, FeyRIIDICN T 2EETEEZHFEL
DD, JEMEFcYRICN T 2BEEMEZBOIT2 LD THNIEFICRESI
A A

ZFOLDBRBEE LTUE, HIAE, FMEFICHTIR/EEEZBRDIEIHR
ERBIFON3, BEMICIE, BIZIE. FsBIEOEUFT VN Vv J32R2BB DT
I JBWE. WM. FoABIMEUF /N v 4327%&E. 330F B RU3BIEE
DT I/ BUEOHEEIBETFOND, HERDOT I /BE L TRRINDS
7 /BRIE. RABIGOFcBIH =S R RTF K& B L TFey RIIbICH



WO 2014/163101 40 PCT/JP2014/059706

[0057]

THR/AETFUNMRIN. TRTOESEERFcYRICNT SREETFUENRD I
DD, HERICHT HBEEREEBLIEZ2EDOTHITFICREI AW, E
UFo /) Vo J32R2FBB D7 I /JBHALaXIEGlu, 327FBB D7 X /JEEHAGLly, 3
FBDT I /A Ser, BNEFBEHDT I /BENSer TH B Z EMFF LN,
ARERICHEWT, KEBOFHEFHREFREEZLRY RTF RXIFFcriEH
BAEDIRAEICH T 2/EFENNRD L E D M. EBRDFcyRICH T 585
BIEMNBD LD EI N EHERTHHELAROAEICTHERTZZ &N
TED, BAFEMICE. FIZEARERBICIIND LI, RETSXEVH
15 (SPR) IRKR%ZFIA L /B EIFREENTHEEE TH SBIACOREZ BT, FHEL
WiiasEt o —F v T EICEELSH D W IidProteinA, Proteinl, Protein
A/G, ProteinG, #lamdagiififk, #HikappagHintk, HMERTF K, RS /8
VEETHF v I Fv— Lty —Fyv FICHLT, BAEET7FZ1bEL
THEFRIELEEYY— IS LOETBRI OB/ ONSEREER (KD) D
EMNBIMLENE D DTHMRBETH D, FhiE. Ev—F v T LEICEE
it L7=8 %\ dProteinA, ProteinL, ProteinA/G, ProteinG, #7ilamdaféiniix
. FikappaiRfiifk, MRARTF . IRY VR VBEETHF Y TFv— Lty
H—Fy TLEOFME L ZWIEICE LT, MEET7F+54 & LTHEER
IR TcOEYY—US LDl YV RaZy b (RU) EOELEES
CEVY—Fy FICRGEBELEXIEF v T F v —IELRIBRTOL Y SV
Z31z=v b (RU) OZEEBTEISENBMLENE DD THHIMTARETH
%, T, MAEE Y —F v FICEREEL L. HEIVREIMY THER
EENLTEAEELEEYY—Fy Ta2FE>T. FMiLAZVIRAZFEORBN %
T7F+74 N LTHEERI AT — TS LOBIN LR/ ONI BT
] (KD) DEAEMLANE DD THIMTAIRETH D, Fhid. Mzt
—F v TICEEEEL L. HEIWNERY Tt EzN LTEELL LEE
vH—Fy TR LT L 2WinAEOEBET7 54 & LTHERER
IHEFRTOEYY =TS LDEOCELEMNEML A E DN THHIETH
BETH D, Fd. MEZNLT. HHWFERETMEL 2WinAZER1E L
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[0058]

[0059]

[0060]

7L —MIHLTHAEZRNL, TORRIVA X I—ELETEHIN
etk MClaiAE A BELISAIC & > TIRGE% T 2 2 & TH HIMTATEE
TH b,
FLARBAOFBEEBREAREZECRY RTF RICIIMOBNTITONE T
T/BBREEHAEDEDLIEETES, HIAIEEFCRNICH T 2EEEEE A
EXH#27 3 /BE®R (J Inmunol, 2006 Jan 1;176(1):346-56, J Biol Che
m., 2006 Aug 18;281(33):23514-24,, Int Immunol. 2006 Dec;18(12):1759-6
9.. Nat Biotechnol, 2010 Feb;28(2):157-9.. W0/2006,/019447, WO0/2006,05
3301, W0/2009/086320) . HADATOYVIZF 1 —PREMEALIED
DT I /BB (W0/2009/041613) AMMXTH LW, HB W, ANFEF
DOFCABEBWMEREETLRY R T F RIZ, W02011/122011, PCT/JP2011/072550
ICERHOMBEDOHERARET 2OOMEEHS LR RTF KP, 10200
9/125825, PCT/JP2011/077619ICEHOER S FORBRICIEYR LIEET 5
HOMEENE LR RTF RERXEBICEFEND, HDWIE. KFEBOF
CHEBBEFESORYRTF RIZ, IFHEEEED 25BN TEHEBEE DI
EETIH27I/BRE (W0/2012/016227) ##AEbHETHL W, H5
W, AEBOFCBEEBHREFREZECRY RTF RIC, F> THORRICHT
DiEARea /-t 2 B CCH3ICEP1752471, EP1772465IC2&D 7 3 / BARE
EHAEDLETE LV,
AFEBAOFAEEREFESORY RTF R HEOL S LRERES K X
AV ESUBEICE. YHRIYRTF RONFEFHISOREEEADREZDO
OIS, 1 FVRERHICE > THRICNT 2HEEEMZELIE LD
D7 I/ BREEMIEDEEIENTE D,
AEPEHMZICEWVWT. HMEEBEARXSM V] FBMETIRRICEET 2N,
TYUEDLIIBBED RAA VEFAINGES, TOLDIW ALV DHIE
LT, BlAE, MAOEES S UCEHEOTEEE. SHRRICEET 2 HEE
HUIN)THBDAVIneriCEEZN 3BT I /BEEOARAA VEMRENZEY
2—)L (ERER/ARIW02004/044011, W02005/040229) . HARAREICRIRT B HE/-
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[0061]

AL BTHDFibronectinfIDy VIV BITIHEET S KX AV T#HB10FN3

KX A vAEESEAdnectin (EFRR/ABIW02002/032925) . ProteinAD5877 X J EE
M5 B3DDNY) v I ADMR (bundle) ZHEET B IgGEE N X A » Zscaff
old& ¥ BAffibody (EBR/ABIW01995/001937) | 337 3 JBEREA ST Y —

VE2DDHMITAN) v IV RABELTI—TOH T2y MHHEYIRLEAER
SBEEBT ST ¥ ) YR (ankyrin repeat : AR) DFRMEICEH

4 B4E1, T4 BDARPins (Designed Ankyrin Repeat proteins) (EFER/EIW0
2002/020565) . WIS S F S —EHEEYRH Y > (neutrophil gelatinas
e-associated lipocalin (NGAL) ) FDURAY VRFICBEVWTEEILKRE

INBDDHLITAMS Y RIARGEICRAUNANLVILVEBED Al ZZ X
540D\ —FHEIHETH HAnticalin® (EFRAFIN02003/029462) | vV X
TH. RIVFTFREBFHROESREATLELTAL/ 7T VO

BEEEILWTEM v /SEkS /A (variable lymphocyte receptor (VLR
) ) oO4 Y VEREICEAY) E—bN (leucine-rich-repeat (LRR) ) £

A=Y IRLEBAER>LEETWEOEBEDREDILITE S — MEED

CIFATZMEE (ERRAFRW02008/016854) AFEICEITFON D, AFEHADMER
BERAAOFERHE LT, MAOEHRS JUREOTEREZZTH

RHEERXAUDETFLOND, 2O LERFE/BERXAOHE LTIE. Ts
cFv (single chain Fv) ] . TEgHI{EK (single chain antibody) | . [Fv
1. TscFv2 (single chain Fv 2) | . TFabl ZF7=IZ TF(ab’ ), ZEHFEIC
2ifonhbd,

AEAMIEICHEITS T4 X VIRE] & Bl EBA A VIREZEITS
ENTED, [@BAFV] &id. KRERLTILHY BB L VHRES
DBIKE. PILA)IHEEBS L OEMEFORIIK. RUREREIILE
 RRETARERLSBIVE, SKESLVCBEHEFOHVIIIE, V. VISL T
VIIROBATRIRICE S 25k e. P7YFEY, EXYR, ROZv L5004
BRLROAZVEWD, ESBRFREFEEFZREL THEA TV ICRDHE
BEZELTBY., chzAFeEmevd, 1 F {eEmoXREVERIE
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AEEMISEEICET &I NS,

[0062] AFEIATHFEREEA T OBELTANSILAFTVDETONS, B
WO LAFVIRE DEMRROBHICES L THY., S8, LEHD
FUDHEOHRADINNE. BMIKOEES LVCEREDFMEL. MNMROZE
L UDBEDFEMEL. ) N BKOEEL. ERY IO BEDOREHE
ROEE . ATV T IV aZEEPTEFLIY) VEEHENT S
BOBRE, IFVYHA b=, Za—OVERISOEEVEOHRE. =
1—OYVOMERFICALS VLA VHABESELTWS, HlEROAILT D
LA VEEKE LT, EREOANLY I L4V EAEMEEE L. DFHE
L LEHBOBENSHKLALEEZLONZ MOR=VC, AILET2) Y, N
WITILT IV, IXAVVBHENMNMONTEY., TOREEF—768%
CHLNTWS, HlzlE . ARAYYRXA Y ALED2YVILEEND
EF/N> K. Protein kinase CICEENBC2R A A >, MEHRES > /30 BFac
torIXICEEZNB6laR XM >, 727O75437aF74 LTS —»~
V) —ZAFELETI—ICETNBCEL I F V. LILZREFICEFEFNZARNX
AV, 7rFIY, POVERRRVIVIBRAL VB LVEGFER R XA 4 N
L<HALENTWS,

[0063] AFEBICSEWTIE, EBAAUDAINY T LA T VDBEITIE. ALY
LAFVBEDEREE LTERANLY VLA A VREDOFEES ALY T LA
TVREDFRENETONDS, AN VLA VEEDEREICE > THRHES
MNELTDEFE. BANVSTLAFTVRBEESAND VLA TV BEDSE
HORWIL > THRICNT 2MERBES FORBEFUEIELLT DI EEW
Do BIZIE. BAND D LAAVEBEORETICE T IMRICNT 2TERKE
BRFORESEMLYEBTAN S VLA A VEBEOFETICE T ZMEICK
THMERBEE D FTOR/EFTEOANBSVWEELIEITFLNS, . 8AHILY
VLA T VIBEOFRETICEITA2MRICHT 2NMERKREDFOBEEELY
HEEANDDLAAVEEORETICEITP2MRICH T 2MEZEESDFOE
BEMEDOAINEVEEL T LEITON S,
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[0064]

[0065]

[0066]

RPHEICBWT, BALYTLAAVRE SR EIT—FNLBUEICIR
EINDDHIFTIEAWD, FEICIET100 uMA 510 MOB N SBIRINDIEBE
THYBD, £/, BIOEETIE, 200 uMh S5 tMORBEN SBIRI NS EE
THEHYBD, T, BRDEHETIZW0uN,S3 MO, SBIRI N 5B
ETHEHYBD L. IHDDOEKTIZI200uMA 52 nMOEIA 5BIRINDRE
THEHYEBD, ISHICL00uMI ST tMOENSBIRINDBEETEHYES
o WICEEXROIMER (M) TOAIY D LA VIREISEWVS00 wMh 52
5 MO S BRI NSRENFEICETONS,

RPHEICSWT, BALDTLAAVRE SR EICT—FNLBUEICIR
EXIND DT TIRARWA, FEICIF0. T uMh 530 u MDA SBIR S W 2 EE
THYBD, £/, BIOREKRTIE. 0.2uMh 520 uMDREHN HBIRI N BIRE
THEHYRED, /. ERDZEKRTIZOS5uMNSI10uMOE, HBIRI N DB
ETHEHYEBDL. EHODOBKRTIFI UMD S5 uMDOBE N HBIRINZBET
EHYED, IDI2uNDS4uMDENLBIRINZBETHEHYES,
WERRORBIY RY —LRTOA A EHILY D LREIGEW M 55
UMOBEMNSFEIRINDRENMFEICETON S,

AERICEWT, BALY LA T VIREOERGICB T 2MEICNT 54
BEMUDNBANY VLA F VREORGICSITZ2MRICHT 2EEEELY
BWEid,. MEREESDFO0.1uMA 530 uMOBENSRIRIND AT T LA
ZVBETORRICHT ZHEAFMH. 100w, 510 MMOBEH S5BIRI N D
AN ILAFTVBETORRICHT 2H/EFELYBV EEEKT 5,
FELLIE. MBEEEDFD0.5uM 510 uMOBEMN SBIRIND DL D A
17 VBETORRICHT EEEMES. 200 uMA 55 mMORE M 5:BIRI h
2RIV LAFVBETORRICHT 2HEEFELYBNEEREKL,
FICHEFE LI, SARNORBIY RY —LAOAILY T LA A VREILS
FRMERBETEEDS. EFENONFERO ALY D LA VREILS T IRE
BEEMELIYBVIEEEBKL. EFENICE. MERBEEITOIuMA S5 uM
DENSBRIND DIV D LA F VIBETORRICNT 2EEEMEDL. 500
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UMM 52,5 MOBNSBIRIND ALY D LA 4 VBETORRICHT 54
AEMELYBVWEEEKT 5,

[0067] £BAAVBREORHICL > TRRICNT Z2MEZES FOBEFELIE
ELTWBEHIENE. BIAIERIEROBEEEDETCEHAINALL I RAMD
AEREEFERTEIEICE>TREING D, BRI BHILD VLA
VIREDOFRHETICBTSMRICH T 2HREE S FOBEEELYIEHIL
LT VIREORETICE T ZRRICHT 2RREE S FORBEEMED
ADBLENTHIEEMBTHLOICIE. BHALYILAFVEBES LV
BALY I LA F VEBEDOEETICET2RRICHT 2RER/EL2FORS
SEENLER I NS,

[0068] XSICAFEBBICEVT., MEHILIIALAF VBEOREICEITZRERIC
WY BEATEEDNBANS VLA F VBEOREICE T 2RRICHT 2EE
EML YRV EWIREBIE, MRESIFOSAIS D LA T ViRERY
TICBITI2MREICH T 2BEFENMEAN S D LA VBEZHETICEITS
MRICH T 2BEEELYBRVWERRTDIIEETED, BBEAFERILH
WTIE, MEAIL Y I LA F VBEOREICHITIRRICHT 2EEEED
BANY I LA FVBREOREILSTI2RRICHT 2HEEELVEN] %
MEAILS I LA F VEBEXETICET2RRBEAENBALY YL
BREREHETICBT2MRICHT 2EEHELYEHBWV] LEHTDHEEEHY
CE. MBALY LM A VBRBEORGICS T 2MRESEMEE ALY
VLA X VBREOREILSTIRRICHT 2BHEEHLVETIES] & T
BANYDLA A VREFRETICSTI2NMEREGRERANY VLA F VIR
BEERHETICBT2NRICHT 2EERIYDITELLT2] LEHTDIHEEEH
%,

[0069] MBEADHEETFMEZAETIEOHILY D LAAVBEUADREIR, 4
FENBEERRTSENTRETHY., FICREI NV, FIZIE HEPES/N
v 77—, SICOFEICBWTRET D ENTRETH S, HlAIL. Biacore
(GE Healthcare) RMEEZHWTAET B ENTRETH D, MERBEDLF &
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[0070]

[0071]

[0072]

REREEOFBEEEDORER. MENATRERERETHDIIHEEIF. MEBEDT
EEELLEFY I MRETFT 54 bELTRY & TAARRERERAD
EEEMZAMT 2 ENAETHY . MENRENRETH2HEIE. R
EEIEIELEF Y T MBEHEDTETFT 54 bE LTRT I & TERENR
BEANOEEESE%ZTAMY 22 EHAETH %,

AEBPOMER/EDFICBWT, BALY T LA F VREORKICEITS
MERICR T 2REFEDIBHAI Y VLA A VBREORGICS T D2RRICHT

DREFHEIYEBVRY., BHLY DL F VBEZFETICE T MR
WY SREFEEEBANY VLA T VERERETICBIT2RRICHT 2EE
SEMOLRBFICREINRVD, FFELLEMRICHT2EAILS T LSS
VIREDRMICH T HKD (Dissociation constant : FEREER) /DI
LA FVBREDFREICH T KDDL TH BKD (Ca 3uM)/KD (Ca 2 mM) DIEA
2UETHY. ESICFF LK IZKD (Ca 3uM)/KD (Ca 2 mM) DEAOLALET
HY. ISICHFFLIFKD (Ca 3uM)/KD (Ca 2 mM) DIEHAOLL ETH S, KD
(Ca 3uM)/KD (Ca 2 mM) DIED LRRIFFFICIREINY, HEZEDRMICH L
TERTREARIRY ., 400, 1000, 100005, WHVARB{ETH LU,

RRICH T S/EEEDEE LT, RRIATBRBERROIZEIEKD (FFEEE
) 2AWVWALZENARTHZ D, MENVREFROZEIERE T DOKD (App
arent dissociation constant : RMNTORBEER) 2BV ENTRETH
%, KD (fRBEEH) . BLU. BT OKD (RNTOBBER) &, HEE
NEDHFETREST D ENHAETHY. HlAIEBiacore (GE healthcare)
AFvyFy—RTOv b JO—YA NS -FLHVB LD TEE
TH D,

Flo. AEPBOMBRBEEDFOBANY VLBEORGEICS T 2RRICH
TEABEEEETANIVLREOFREFICE T HIMRICNT HEEF DL
ERTMOEBEE LT, AIZIE. BEEEEEH THDkd (Dissociation rate
constant : fREEREER) XL FHEICAVWHLNES, BEFHOLETRT
EIEE LTKD (FRBEEE) O bHYICkd (BREEEEEH) #BAV5H5E. M
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[0073]

[0074]

BICHT2EANT I LBEDOREICE T DK (REEEEEH) s8HLY
D LREDORMEICE T Hkd (BRERER) DLETHDkd (BHILD D LR
EO&RE) /kd (ALY T LBREDORE) OEIRE. FFELLIF2UETHY
 ILIKHEFFLCIBUETHY., IHICHFFZLLLIFIOUETHY., LYFE

L<IZ30UETH B, Kd (BAILD T LREDEME) /kd (BALS Y LIRE
DEM) DEDOLERIZFFICREINT, YEEORMEBMICH W TERATEE
BRRY. 50, 100, 200%. WHAVRBETHE LW,

NEEESFEOEE LT, BN TRERROGEIGkd (REEETH)
ZRVWEZENTRTHY ., MENREMRDZEIERATDkd (Apparent
dissociation rate constant : RN OESEEEH) #HAWS Z & HRE
Thd, ki (BHEEEEH) . LT BENTOkd (RHMTOEEEE EH
) E. HEERNHMOFETRET B EAABETHY . HlZIEBiacore (GE h
ealthcare) . 70—H A X —F—FZFAVWBIENTRETH D, LERHE
BRICEWT. ERDANI VLA A VREICE T ZHREBEEDFORRICH
T HEEEMEANET DRIE. ALY LBREUAOREIIRA—ETD &
MEFE LW,

PIZE, ARERANMRBT 2 —DDRBRTHIBEOILS VLA F VIREDSE
HICBITHIMRICH T 2HEEFTEDN. SOV ILAFTVREOFREICE T
DHRICHT HEEEEL YEBWRERZE N X1 v EEEIRER-FESFIE.
UTFOIR(~C)ESETCHMREEE N XA VELEBREOR Y ) —=v JIC
Lo THEINES,

(a) EBANSILBREORGICEITIMEREBEE KX A VELIIRRESES
FOMRBEEEZT S TR,

(b) BAILYILREOREICETHIMERE RA A VELIEIRRESD
FOMRBEEEZT S TR,

(c) BANLSY LREDOERHICEITZIMER/EFTENS. SHILY Y LRE
DEREICHITI2MER/EEEIYBEVRERERBE A M YV ERRITREES T
ZBIRY 5 THE,
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[0075]

[0076]

IHIC, AEANMRBETE2—DDRKRTHIEANS T LA T VIBEDSE
HICBIFTBERRICH T IBEFED. ALY VLA T VREORGICE T
DMBICK T 2REFMLYEBEVRERE R X1 VELRRERZED T,
DFOIR(A~C)ESTHRREES R VELIREFBEDTELIEE
NoEDZATIVDRAY) =V JICL>TREBINGES,

(a) BANYILBREORGICEITI2MEREE KX M VELIIRRESES
FHELLIEENLDSA T3 2MRICEMIHE 5T,

(b) FIERIR() THRICKEES LEMERES N XA VELIIRERES T
ERAND D LIREFETICELS IR,

(c) RIEEIRR(b) THBELAMEEE RAM VELRNEREED Fo 88t
ER R =

Fre. ARBENMRETE2—DOORKETHIEHND Y b4 T VBEORE
IKBITHDIMRICH T 2EETEED,. BANYILAFVIREORGICE TS
MERICH T 2REFELYEVRERREE KA VELERRREEDFIE. M
FTOIR@~)ESTHREFEE N XM VELBRRBEDTFELLIEEN
SOZATZVDORY)—=ZVJILE>TREINES,

(a) EAILYYLBERETTREREES NS Y XIEMERESTO 4
73 e mRICEMS 5 TR,

(b) BIERIRG) THRRICESLAVWRERES RX M Y XIRERESSF
= EIRY 2 TiE.

(c) RIRIR(b) TBERINLMERE KA VY XEBNERESTERD
W2 LAREZRHT TRRICEEIE IR,

(d) FIERIR(C)THRICEES LEMERE N XM Y XRBNERESF4%
Emd 2 THE,

IHIC, AEANMRBETE2—DDRKRTHIEANS T LA T VIBEDSE
HICBIFTBERRICH T IBEFED. ALY VLA T VREORGICE T
DMBICK T 2REFMLYEBEVRERE R X1 VELRRERZED T,
LFOIR(@)~C)EELRI) -V IHRILL>TREBINES,
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(a) MEREEELAEASLILEAN DY LABEXET CREBE R X1 Y
RIFMBREDTOS4 75 ) 2 EMI ¢ 2T,

(b) RIEEIR()THSLICHELAERRES KX VY XIETRERESF
ERANYDLREFETTASLNSARET 2TRE.

(c) RIERIR(L) TRHINEZHMERE RXM VY XRBNREED F4% 88
ER R =

[0077] X510, ARAMSRETE2—DODERTHIBEALY DL T VIBEDSE
HICBIFTBERRICH T IBEFED. ALY VLA T VREORGICE T
DMBICK T 2REFMLYEBEVRERE R X1 VELRRERZED T,
LFOIR(@)~DEELRI ) -V IHRICL > TRBINES,

(a) MEREEELAEASLIEALY Y LABEXETCREBE R X1 Y
XIMEBEDFDS/M4 77 Z@BEIE S ITHE.

(b) BIERIR(A)THTLIKHEETICAE LARERFES R XA U XIEH
REfE&9FADOINYT 2 I8,

(c) RIRIR(L)TERINEMERZE KA VY XENER‘RESTERD
W2 LAREZRHT TRRICEEIE IR,

(d) FIERIR(C)THRICEES LEMERE N XM Y XRBNERESF4%
Emd 2 THE,

[0078] XSS, ARAIRETE2—DDERTHIBEALY DL T VIBEDSE
HICBIFTBERRICH T IBEFED. ALY VLA T VREORGICE T
DMBICK T 2REFMLYEBEVRERE R X1 VELRRERZED T,
LFOIR(@)~DEELRI ) -V IHRICL > TRBINES,

(a) BAILYYLBERETTREREES NS Y XIEMERESTO 1
73 e mRICEMS 5 TR,

(b) RIEEIRR(a) THRICKEES LEMERE N XM Y XIBNERESF4%
g d %I,

(c) RIERIRR(b) TR LEMEEE KA Y XIEMER/ESTFEEAIN
U LBERETICELS IR,
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[0079]

[0080]

[0081]

[0082]

(d) BIERIRE(c) THEBEEFMED. RIS TE(b) TRIR L AHEEL YL
MEFBE R XA U XIBNMRBEES T EEET 2 T,

BB, BIEOIRIF2EMUEBYRINTHE LWV, > T, AFRPFICL-T
 ERBRORO) ==V THEICEWT, (aA)~(c)HBWE(a)~(d)DITE%E2
B ERYRTTIREZISICECR V) -V T HARICE > THEINLE
AN I LAAVRBEOREICSITAMRICHT 2EEEFEN O D L
1FVBEOREICSIFIRRICHT I2HBEEELYBVRERBE KA Y
FERPERBEELSFMEHING, (a)~()HDWVIE(a)~(d)DIRIEY

RINZEHSFICREI hAVD, BEIOEUATH S,

LERVV =V THEREIBWT, BAILY I LBRERETICEIT2HE
BE R UV XIEINMEREFOMEBEEEE. 176D LIRE
A0, 1 uM~30 uMDOE DIMFEBEFUETHNITRHICREI NRWA, FELW
AF AN ILEEE LT, 0.5uM~10uMOBEOMRESEL=EIF5
ENTEDS, JYFFELWAA VALY TVLAREE LT, SFEHNOER
ITVRY—=LRDAF LRI D LREDET SN, BAERICIET uM~5u
MCB T DMBEBEFLEERESFLENTES, . BHALY I LRERNY
TICBITIMERE P A A Y XEMERES FOMERBEEEIE. 131k
AT LREDT00 uM~10 MO B OHMEREEFETHNITRHICIRE S i
WA, FELWAF AL T D LIREE L T200uM~5 sNOEOHMIRES
FEEEBIFLIENTES, JUYBFELWAA VALY TLREE LT,
EHEROMMBRTOA A VIEANS I LREEEIFL I ENTE. BENIC
130.5 nM~2.5 sMICH 1T 2 MERSFLEFETL &N TED,

Fre. ARBENMRETE2—DOORKETHIEHND Y b4 T VBEORE
ICBITBMRICH T 2EETEED, BAINS VLA T VREOREFICSITS
MRICK T 2REFELYEVRERERZE KA VELRREREDFERY
) == JAHEE LTN02012/073992% (il X (X E%3%0200-0213) (CEEEI N
“HEBBIRINGED,

MEFEE R XA Y RIERREE 2 FORRBESEM I SEEICAMDAE
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[0083]

[0084]

[0085]

[0086]

CFYRIET DI ENARETHY ., 1 F AN T D LRELUADEREICD
WTIRHHEENEERET DI ENTRETH D, MERBE A U XIFHRIER
BEDFOMEEEEMIZ. KD (Dissociation constant : fEEFEE) . BH
{7 DKD (Apparent dissociation constant : RMNMNFTDOBEMER) . BHEE
T#H Bkd (Dissociation rate : FEREREE) . XIZR AT Dkd (Apparent
dissociation: RMNIDEMEREER) F& L THMI 2 A TRETHS
o CNLHIFHUEBERNMDAETRHET DI ENTRTHY., HlxldBiacore (
GE healthcare) . AF v v Fvr—RFOv b, FACSELZRW2 I EMATRET
Hb,

AFEBICBVWT, BANLY Y LAREFETICE T SMRERBSEEMEA I
VOLREFRGTICB T MEGEEELYBWIEGES F A4 U XIFHRER
EEDFEBERTIIRE. BALY IV LREFRETICS T 2NERESEMN
DRANS Y LREFETICST2NEESEELVYEVRERZEG R XAV
XIEMERED FRERTIIREEALCEKRTDH 2,

BANY D LREFRETICE T SMRESFEEMEDIL S U LRERET
BT REBEEMLYRVRY., SHLY Y LARERHTICEITHIER
BEEMEBAILY D LRERETICBSIT2NERESEEOERIFICRE X
NRWD, BFELLE/EANLY Y LREFRGETICSIT2MERBEEENMED
WD LREFETICEITOSMREEEMO2ELULETHY ., IHICHFHLL
0B LETHY ., SYFFELIFMEULETH B,

AIEEDRAY ) —ZV T HFEICLY R —ZV TEINBZAEPBOMRES
RAA VY REMEFEDFIRWHAZIMER/E R XA Y XIEMEREDFT
H L, BRI EROMEREE KA Y XITMBERHESFERI ) —=V T
THIENTETH D, FlZE. RADEINZET2MEHEE A AV XIF
MERESFERI)—Zv 7L THLWL., 7I/BEFHIBERINLR
RIEE XA Y XIBMRERBEDF R ) -2V T7LTH LW,

PZIE, AREAMERT D2 —DDRBRTHIB/ON Y VLA T VIREDSE
HICBIT2MRICHT HBEEMEDN. BANLI VLA T VIREORKICE T
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[0087]

[0088]

DMBICK T 2REFMLYEBEVRERE R XA VELRBREREDFOR
Y —=vJHEE LTH02012/073992% (I X (X E%%0200-0213) (CEEE X
NEREMIRINGES

AIEBDR V) —ZV T HREICE>TR YY) —ZV TENBIAERADOAHILY
VLA FVBEOREICE > TRRICHT 2EEEEZ2ELIEI2NERGSE
RAAVELIBMEBED TR EDLIDIARINTE L., HIAE. €8
AZVDBNANS T LA FVRETHZHBEICIE. HODMLOEELTVWSRHR
ERERNAA VELEINMEEEDF. HOHPLOHFEELTWVWES1T3Y (
T77=V34T3V)%F) . BY~NORENSBONINATYY R—TPRE
YL S OB SERINARELRS A TS, ThHOREPS A
TIVICANY T LEFL—MNABERTI/ B (FIZAETRANRNSFUEYT
WEIVEER) PHERRTI/BEEZSALEGILEESA4T3Y (AL
DOLEFRL—MNABRTIV/E (BIAETRANSFUVBYTIVLY I VEE)
FRIGFERARTI/VBOEEREBL LESA TS CHEEBEMICALY D
LEFL—PMNTEARTI/ B (BIZETRANRNSTUBRIILY I VEE) Fi-
WBHERRTI/BEEEZZALLEZIATIVE) REEZRAVWD I &N TR
HB5

BIEDLIICAF VBREDEBHICL > THRRICH T 2MRERESDFORS
EHEEEIERTI/BOBE LT, fIZE. EBAF DAL T LA
FUTHBIHFBEIE. AV I LEEEF— 7RI 27/ BTHnIE
. TOBEREDLAV, ALY DLBEEF—TI, HEZICBAHMTHY,
SEMICREEINTWS (B A ILSpringer s (Cell (2000) 102, 275-277) . K
awasaki$ & UKretsinger (Protein Prof. (1995) 2, 305-490) . Moncrief

i

5 (J. Mol. Evol. (1990) 30, 522-562) . Chauvaux® (Biochem, J. (1990
) 265, 261-265) . Bairochd & UfCox (FEBS Lett. (1990) 269, 454-456)

. Davis (New Biol. (1990) 2, 410-419) . Schaefer (Genomics (1995) 2
5, 638~643) . Economou (EMBO J. (1990) 9, 349-354) . Wurzburg® (S
tructure. (2006) 14, 6, 1049-1058) ) ., F7x4>%. ASGPR, CD23, MBR, DC
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~SIGNEDCEIL / F U EDQERDOLRMD ALY I LBEEF— 7B, AFEF
OHMBEFEEDFILEENE D, COLIBNILY I LBEEETF— 7 OiFER
flE LT, LEDIEFMNMIGERIES  SBICEHINIMERBE R XA VICE
FND2HNVILBBEEF—T7HEIFOLNES,

[0089] &/, ARBOMBRBEESDFICEINIMER/ENAA VDALY D LA
ZVREORHICL > THRRICH T 2BEEMEZELIELT7TI/BOGIE
LT, EBFL—MEAZE T2 7I /BB IFEICAVWVLONES, EBFL
— MEA%EBETZT7I/BOflE LT, flREE) Y (Ser (8) ) . AL A
= (Thr (M ) . PARSFY (Asn (N) ) . FL%3IY (Gln (Q) ) .
FANRSEVEE (Asp D) ) BLTTINLH I VEE (Glu (B) ) SFHEEICE
Fons,

[0090] RIEEDT7 I/ EIFAEFINI2MERENAA VOMEBRREDMEICRE S
Ng. DL I LA FVBEOEGICEL > TRRICRT 2RERBEED FOR
BEMHAELIEIRY. MBRBEE R AM VAR T 2EHATEBERE X
BRETZEEPOVWTNONEBETEH YIS D, FREA—EERTIE. AFEA
DIMERE R XA VI ALY I LA T VREORGICE > THRRICNT 3
NMEESSFORAEMEZLIEZ7I /BIEHOMBRES RXAM VIC
ZENTVWEIEVWIERINDOEL IR/ EDFNSOETELTRES1T3Y
NOIEINGEDS, . FRELBO—BRTIE. AEPOMERFE KX
AV0E, YT I/ BAEHOCRICEFNTVWEIEWIEIOER IR
BEDFHILEELTRBZSATI)DNLEGEINGES, TDIEHNDREKRT
. AFEBOMBEE KA VId, BT I /BHAEHDCDR3DKabatF /3N
)Y TRINDIBAL. 960, 100ahids & O/ FAFI0MLICEEFNTWEE
WICEHDEGZMEREDFILEE LTRBEZA TSN LEIEINE
%,

[0091] F/. AFRBOIREMR—EBEKRTIE. AFEBOMEFEE RXA V&, AL
SOLAFVBEOREFILL > THRILHT 2MEEEDTORBEEEEE
EIE27I/VBIBREOMEHEE RAAVICEZFNTWSEEWIREIIOR
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[0092]

[0093]

[0094]

[0095]

BREABMER/EDFHIOEELLTAZSIATSIYLLIMEINGES, F 3k
PREDRBID—RERTIE. AEAOHMER/E NX M VIE, HZT7 I/ BHIEHE
DCRUCZFENTWEEWIRINDERZMERESDFIOEFELTRSS
ATSVHDEBRBINES, TORHIDERTIE. KFEBEOMERBEE N XA
Vi, BT I EBAIEREDCDRIDKabat /8N v IS THRIN B304, 314L
BLWFELEFRNIICEEFNTVWEIEWCERIOELRZRREESFISOEE
LTRBZ4TSYDLEREINES,

Flo. BIDOIHREL—EHRTIE. AREAOMER/E F A VIF, BT X
JBERENEEDORAUIEFEFNTVWIHEWCRIOELRZRER/HEDI TN
FELTRBZFATI)DLEREBINGES, TORIPDIRELR—RERTIE
U T I JBBEEASARMOCDR2MDKabatF /N VS TRINDB0MICEE
NTWBIEWIEIDERIMEBEDFHOLEELTASZSA4 TS AR
HIh3z,

T SICHIDRERKRTIE. ARBOTERBE FAA Vid. B3%7 I/ BEED
BHEOCRICEFNTVWIEWCEIIOERZMEB/BESTFIOEE L TA
57477 ULLERINGS, TORERIDEBKRTIE. AEBOMRERFES R
A U, YT I BEREHNEEDCDRIMKabatF /N VT TRINSI2
ICEFNTVWIEWIEIOERZMER/REDFNISETELTASZSAT
SUDNLHEEINGED,

Fre. AKBOREREE A Vid, K7 I/ BEEN. fiRiCEHs
N7-EREEMCDRT, CDR2$H L UCDRINM HBIRI N D20 F/1E3DDCRICEZ h
TWBHEWIRIDORLZMERBREDFNOFELTRBZSA TS )MNLR
FHPDELZERE LTHEINGES, ILIC. ARPOMFEHZE R AV
. BB 7 I/ BERENBHEHDKabat /N VT TRINS300. 314z, 32
AL, S0 B L V/ FFR2MDOVWT AV EDUEICEEFNTWSEWICES
DERLIMERBEDTFHIOLEELTAZ AT ALBRBINGS,

RICIHFELARBRETIE. MEBEES FORES LU/ I EHTEHE
D7L—LT7—78E. £ MOEEMIERZRTL—LT7—JB8NZELTWL
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[0096]

[0097]

BZIENEFLWV, LA 2T, FEBO-—BRICEWTIL—LT—JE
FARZRICE NOENTHERSIE. £ MBS (FIZIERFEDARE) Sh

e, ARPONMERED FREARERERIGZREDH D WEELFIZFRT
IQVWEEZOND, LEEOREKMNS, AFEBICHIT S [HEHMERIIOE
AEST | &id. AFEBICBIFE27L—LT7—VEBIO—EH, WFhhro
ENDOEFEMBRIL—LT7—JBIDO—EER—TH DI & ERBKT 5,
Bz L. KEBOMRBEDFOEHEFR2ZOBEINEROER 2 b M OEFEM
BRI L —LT7—VEBIDOEHFRZEINNMEAE LI NEIITHDIHE
AFRICH T2 TEEMERIIOEINEET ] RMEFKES T TH 3,
TJL—L7T7—90OF& LTI, A IEV-Base (http://vbase.mrc-cpe. cam.
ac.uk/) FEDQV Iz TH A MIEEFNhTWS, BEMNLNTWERELICE MY
D7 L—LT7—VEBOEFIDFEICESFOND, hbDIL—bLT—
VEBOBINAAFREBOMEBE D FICZEN 2 EBHERIIOEI & LT
EEERAING S, £EHERIIOEIIEZEDHELMEICE EDVWTHEIN
8% (Tomlinson® (J. Mol. Biol. (1992) 227, 776-798) Williamsds & UW
inter (Eur. J. Immunol. (1993) 23, 1456-1461) & L UCox> (Nat. Genet
ics (1994) 7, 162-168) ) . T2DH TN —TIZHEINBVe, 100Y
TIN—=TICRBEINBVA, TO0OY T T IL—TICHBEINDHI SiFER
EREHIRR R DB N EERIRI NE D

SRICE NELDVHERFIE, TERDAIBREIND H D TIEAWD, FIlZ LV
HIY 75 —7 (B2 &, VH1-2, VH1-3, VH1-8, VH1-18, VH1-24, VH1-45,
VH1-46, VH1-58, VH1-69) . VH2H4 T4 )L—F (Il ZIE. VH2-5, VH2-26, VH2
=70) . VH34 74 )L— (VH3-7, VH3-9, VH3-11, VH3-13, VH3-15, VH3-16
. VH3-20, VH3-21, VH3-23, VH3-30, VH3-33, VH3-35, VH3-38, VH3-43, VH3
-48, VH3-49, VH3-53, VH3-64, VH3-66, VH3-72, VH3-73, VH3-74) . VH4+4
T4 I—7 (VH4-4, VHA-28, VH4-31, VH4-34, VH4-39, VH4-59, VH4-61) |
VH54 7 )L —7" (VH5-51) | VH6H T J I —F (VH6-1) . VHTH T —7
(VH7-4, VH7-81) DVHECIIEMNFEICEIF SN D, INHIFARER (Mats
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[0098]

[0099]

[0100]

uda® (J. Exp. Med. (1998) 188, 1973-1975) ) ZICHEHINTH Y., Y
XERINSORINEREZ S EICARAONMRBESFLERERTT D&
NHBETHD, CNLUADELICE NBIO T L —L 07— FHIET7L—4
7 — 0 QEBRELFBICERINGE S,

RLICE NV EIEZ. TEOAMIBEINZED TRV, HIXIE
VK1Y 77— FIC 98BI 5A20, A30, L1, L4, L5, L8, L9, L11, L12, L1
4, L15, L18, L19, L22, L23, L24, 02, 04, 08, 012, 014, 018, Vk2H 74
IW—FICHEIN DAL, A2, A3, A5, A7, A17, A18, A19, A23, 01, 011, Vk
YT —TFICHEIN DA, A27, L2, L6, L10, L16, L20, L25, Vk4H
TITN—TICREINDBB3, VK5 T VI —TICHEIN 582 (RBBMZEICS
WTIEVKS-2& £¥FIN D) ) . VK6H T H I —FICHEEINDA10, Al4, A
26% (Kawasaki® (Eur. J. Immunol. (2001) 31, 1017-1028) . Schabled
& UZachau (Biol. Chem. Hoppe Seyler (1993) 374, 1001-1022) & & U'Bre
nsing-Kuppers® (Gene (1997) 191, 173-181) ) AFBICEIF SN 5,

RLICE NIDOVARIIEZ. TEOAMIBEINZED TRV, HIXIE
VLY T 5 I —FIC9BInaV1-2, V1-3, Vi-4, VI-5, V1-7, VI-9, VI-11
. V1-13, V1-16, V1-17, V1-18, V1-19, V1-20, V1-22, VL1H% 7 IL—FIC
SEEINBV2-1, V2-6, V2-7, V2-8, V2-11, V2-13, V2-14, V2-15_ V2-17,
V2-19, VL3H T /I — FICDEEI N BV3-2, V3-3, V3-4, VUUH T 5 I —TIC
DEEINDBVE-1, V4-2, V4-3, V4-4, V4-6, VLSH THIL—FICHEI N BV5
-1. Vb6-2, V5-4, V5-6% (Kawasaki® (Genome Res. (1997) 7, 250-261) )
NEFBEICET 5N 5,

BEINOOIZL—LT7—VBIMNE—FIEEFNULDOT I/ BREDHE
BICEYEWIEA>TWS, IN5D 7 L—L7T7—JBINGAREBBICS T
2 AFVBEORBEICL > THRICH T 2HRES S FORKAFLEZZ(L
IEZDRLEHE—DOTI/BEE] CHICERAINE S, ARBICHT
2 AFVBEORBEICL > THRICH T 2HRES S FORKAFLEZZ(L
IRBZDRCEH—DDOT7 I /BEE] EHIERAINIZLRICENEDY
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L—L7—270flE LT, ThEFICREINDHOIFTIEARWS, IEMIC
£ KOL, NEWM, REI, EU, TUR, TEI, LAY, POMZEAZE(FSNn 2 (Bl #R
DKabat® (1991) B L UWus (J. Exp. Med. (1970) 132, 211-250) )

[0101] AHEBBIXFEOEMRMICHERINDEDTIEAWD, EFEMEROEIOE
ANEEAEDEANIBWTEELRERIGEHRT S EH/FEINTVWS—
DOEHIF. UTOEBYTHDZEEZLNTWS, BEORERIGHICE
CBHMMMERBRR Ty TOBR, REI/OT ) v OREEHICAMEORA
REMEFEICEL S, INOORAZERTICEDETIHEIERN TH SCDR
DELICELZD,. JL—LT7—VREBOREICERELZRITT, IhHD
JL—LT7 =V DRAZEISEEHBEROBGEFICREFELET. TLBED
RERMEICARDHTREMERIDRV, —FH, BEOE N OEHIETBEHERDE
BFICE>TRIRIND I L —LT—VBIDORZBUILINTEY., &
BRERORER., Cho0EEHBEROIL—LT7—7IEEBICBVTRER
HRMEVNHDWIERERETHDEFRIND, REEBROAREEEZREA
ICT 27, AEEEEI— NMET 2B FIERBICETT SHEEEHNRETE
HMIERECTOEEHNLRBIRINE S,

[0102] AFEAD., WPV LA FVIREDFHICL > THRICHT 2REESS
FORAEEEEIE 2T I/ BIRIGEOAERBREETORS. EHATE
BRI EBREAERIFDET]. ® L < IZCOREENFE L7 L — L7 —JEES
ICEENIRBREEDFEFET 2-OICHBARBENEEFZHE (Kunkel 5
(Proc. Natl. Acad. Sci. USA (1985) 82, 488-492) ) *>0Overlap extensio
n PCREDAMOFENBERAING 3,

[0103] MIAIE. DI T LA VRBREOREILL > TRRICHT 2NERBEESDT
DFEETEMEREIEZVLEE—DDT7 I/ BEENFOHEEITNLTWVS
TJL—L7—0EHE L GEBRINAABRETEEE S, S5 VY LIETESES
B4 T35 & L THEBEEINALEHTEREBEEMAGDOES I &ICE>T
AEBOBHDEWICERINDERDZMERESDFEEL54 73 ) HMERS
higsd, CO&DIBIERENGHE LT, 1 FVIREDAND I LAFVIE
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[0104]

[0105]

ETHDFEITIE. BIZIE BLFIES : 45 (Vk5-2) ICEBE I NAcBRHTES
Bl & S v F LEAEEEERIIZS M 75 ) & L TERI W - EHETEEE
EafiAEDELETA TS ) DNFEICETFONS,

Fho. BIROAILND I LA F VIREDORBICE > THRRICHT 2MEES
RAA Y ERLIMERES TOREFMHEERLIEZ DAL EE—DDT I
JBEENFOHSIENTVWE I L —LT7—JEIE L GRRINARETE
OB, BT I/ BEEUAOEREE LTEHRATI/VBIEFEN
BEOICHEITHIELHARTH D, AFERBICEVWTEDL Y WEEIF, 7
LEFSTIEREEERINDG, AFRBOMRES N XM VELERERRBE D
FORBRICH T DHEEEUED. A 4 VBEORGICL>TELTZRY., 4
Z7LFOTNEREOHBLVMNEBERFEDREBRICIREINDS 2 &IF7ARW,
THLE, BEES LU/ FIEBRHEDOCIRET S L O/ £/ IEFREFIC—D F -
BENULED T L XL TIERENSENES, BIZIE. 1 FVBENAILY
D LAFVIBETHDIIHFEICIE. BBIES : 45 (Vk6-2) ICREEI /B eHTT
EHEIGEINCEAINZ LR TIVEREDOIERENGHE LT, Fr1FL
BR2ICEHINLEZTI/VBEENETONS,
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[0106]

[%&1]
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CDR | Kabat “Fur /3 [ 260 70%07 L /B
Yo
CDR1 | 28 S:100%
29 [:100%
30 E:72% | N:14% |S: 14%
31 D: 100%
32 D: 100%
33 L: 100%
34 A:70% |N:30%
CDR2 | 50 E: 100%
51 A 100%
52 $:100%
53 H: 5% N:25% |S8:45% |T:25%
54 L: 100%
55 Q: 100%
56 S:100%
CDR3 |90 Q:100%
91 H:25% |[8:15% |R:15% |Y:45%
92 D:80% | N:10% |[S:10%
23 D: 5% G:10% |[N:25% |S:50% |R:10%
94 S:50% |Y:50%
95 P:100%
96 L:50% |Y:50%

(frB1 Kabat 7 o3 7 & F=4)
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[0107]

[#2]

CDR | Kabat “Fu /3 [ 260 30%07 1 /B
o

CDR1 | 28 S:100%
29 [:100%
30 E:83% |[S:17%
31 D: 100%
32 D: 100%
33 L: 100%
34 A:70% | N:30%

CDR2 | 50 H: 100%
51 A 100%
52 $:100%
53 H: 5% N:25% |S8:45% |T:25%
54 L: 100%
55 Q:100%
56 S:100%

CDR3 |90 Q:100%
91 H:25% |[8:15% |R:15% |Y:45%
92 D:80% | N:10% |[S:10%
23 D: 5% G:10% |[N:25% |S:50% |R:10%
94 S:50% |Y:50%
95 P:100%
96 L:50% |Y:50%

(f1fEix Kabat 7o /3 U v 7 &R )

ABHAEICBEVWTRE. ZLFOTUBEEEE, RO D/EERATE
FERMEBE R AAYO7 I /BEZHERLEBEIC. TOMNETRET
TNV ONDEAD T/ BEFOBHESLVCEHTERELEOT S/
BAEBICERTHINUNBILFET D7 I /BREEON)I—2arvewnd
o EBICEHRTHDMUEBIE—MAICCORIEIICEET 5, —BHFETIZ. 280D
DD/ EERAMEDIERICEZHEBRMUBERTET HBRICIE. Kabat, Sequenc
es of Proteins of Immunological Interest (National Institute of Healt

h Bethesda Md.) (19878 & L UMNE) PMEETE2T—IHDEWTH S,
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[0108]

[0109]

s AV -3y bLOBEHDT—H~X—2X (http://vbase.mrc-cpe. cam.
ac.uk/. http://www.bioinf.org.uk/abs/index. html) TITINE I N/=ZED
ENBESLUCEHDOEI EZORBMNMRBEINTEY. ThoDENEZ
DERBEOBERIGAFKBICH T IIEBICEZHRRMBOREICERTHD, AF
BRIC& 2 &, PI/VEENHBMBETHEL IFH2H5H920, 1FF L < 1E#3
HHM19, FE L IFHAD 18, 1FF L <IEEA BT, FFE L IZ6HN 516
CEFFLLETALI5, BELLLESALI4, FFELLIEFINHI13, HFHELLIF
10HSI12EDAERLGELDS T I/ BEEDSHRELEETIHEE. TONE
RIEBICEREVWZ D, W ODDOEFEMETIZ. HBT7I/BABIE. i
FLLLEFDRCEBW2, L IFDa< &L HFELLLFDR<ED
W6, FELLIFDRCE BB, FFE L IFWI0, 17F L < IF120REA
HERZT7I/BEREOZHREEZELE S,

F. BIRROA A VBEOREILL > THRRICHT 2MRBEEDTOHEE
SEMEELIE DAL EH—D0T I/ BEENBAI N EE LR
ESVHLMEAERRRNZ A TS ) & LTHERINAAEHRTERSR S 21
AEDLEDIEICEL>TH, AEPOBBROEWICRIOERRINER/ESD
FEEUSATI)VDIERINGES, COLIAIFRENRFE LT, 14
VIREDNAINY D LA FVBETHZHEICE. FIAIE BEIIES 46 (VK
)« BEFES 47 (Vk2) . BEFES 48 (Vk3) . BEFES 49 (Vk4) Fo
B RIIDBEDERED, DL I LA A VBEDRHFICE > THRERIC
WY SMRBEDTOR/EEEEEREIEZ2DAEEL—DDT IV BEE
ICEBRINABREAEEEES &S V¥ LIEAREEEIS A 75U &L T
ERINLEHAZRBE ZlAEDELTM4 T3 BNFEICETONS,
LT X/ BEREOIRERF & L TEHEDCRICEFN D7 I /BEED
PIRINDG, ENMCH, BT I/ BEEDOIRELRH & L TEHDCDR2IZ
BIENDTI/BEENMIRINDG, T, HBERT I/ BEEOIRERE
DfFl&E U TEREDCRIICEEFND 7 I /VBEEL LRI ND,

RIESD & D IC, BT I/ BEEN’EHOCRIIEEND 7 I /BEED



WO 2014/163101 62 PCT/JP2014/059706

[0110]

FREAFIE LT, BETTAEFHDOCDRIFDEUF /N v T TRIN B304
3L, BEG/FRIFRNOT I /BEENETOND, T, HET I/
BRENBREHORACEZEND 7 I /BEEDOHRERF E LT, BEATE
TRIKDCDR2HF DKabatF /N 1)  JTHRINZH0MD T I/ BEENSET LN
%, IHIC. UEKT I /VBEENSBEOCORICEETIT I/ BEEDKIRE
BElE LT, BEAESEISOCDRIF DKabatF /N Y S TRIND MDD T
TBEENSBTOND, T, INOLDT I /VBEREN. ALY LES
EF—T7EBKL. BLWELIZ. AL I LA T VBEORKFICE > T
RICH T 2MERBEDFOBEFUELIELTIRY. ChoDT7 I/ BEE
NEHTESENTS L. INHDOT7I/VBAZOUEEAEHLINTEFN
B3, . BREOOLY D LA 4 VEEBMEE L. DFELELLEHBOD
BENSHELLEEZONZ NORZVC, ALET2Y Y, SVLTTILT
TV, IFAVUVBHENIMLNTEY., TOBEEF—IDEIENDELDIC
#28HCDR1, CDR2HE L U/ E /= IdCDRIZERETT D T LB HBETH B, HIAIEL, L
OB TAHRAY Y RAA Y, ANEY Y VICEFEFNBEF/NY R, Prote
in kinase CICEENBC2RK X 1V, MKREESY /N BFactorIXICEEN S
GlakXA >, 72777542 7AF4 LTIy / —EELE
TH—ILEFENBCEL IV F Y, LILERERICEFTNIARAA Y, TRFIY
 NOVERARVIVIBIRAAL VB LIVEGFER R XA A VA BEBRAINGEGS

AIEEDA F VIREDORHICE > THRRICHT 2HREE S FORBEEME%
BIEIEZ DAL EH—DDT I/ BEENBAINCEHEHAZREE SV
YL EBREEI S M4 T35 ) & LTHERINACEHTERRE 2 lA4E6D0
HEBAETE, BIREBERIC. 7L F Y T BREN YSZEETLHEE DR
WKEENDLDICHEETTEIEHARETH D, ARFAOMEEED FOME
KN T 2RBEEED. AT VIREOFRHICL>TELTBRY ., HEZILF
SITNBREOBELUVCMNEBERFEDRBKRICIREINS Z &iIFAW, T4b5
. BEEB LU/ FIEBHEHOCDREET B & O/ £ IFFREEFNIC—D T2k E LA
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EDTLFITURENEINGED, HIAIE. A FVEBENSDLIILAS
VBETHDIHEICIE. BETEAGRINICEAINIZITILFITILEED
FEREMARAIE LT, R FLER2ICEBEHINALZTIVBRENEBFSN
oy

[0111] #MAEDLINZEHAZEHOFE LT, SV LEAREES 1 T3
NIFEICEITOND, SVYLEAEEES A TS5 ) OEEAXREAMNOR
ENEEHAGDINS, AFEAOKREL—EBRTIE. REOMETHRE
INEW. BRPERECTVFUEREL CORRAESERLEE M B
BE. BORERED) VAKBEORFEGF 2 S ICBEINLEES
ATSIVN, SVUSLIERAERBERS A TS & LTFBICERINES,

[0112] /=, AEBOIERER—RBERTIE. 7/ LDNA [THIT BV EE-FrBEE
RINHWENLDVEGFOCRESD, BHLARIOIARYEY 23— RT
HEINESUERA) IX I LA F Ry NTEBINEZERZAI TSV D
. VA LCAEEES A TS E LTUTBEICERING S, C0BE
. EHOCIRIDEELEFEIIDZHRMENERRIND Z &H 5, CORIDETID H
EEMITDHIEHELTRTH S, MEBEDSTFOTERBHICENTT X
BOZKEEEAETEER, HEBEESTFORAICEH LEUEBDT 2
BEEICZHREEFLE2ETHE, RAKELE LLABE . MERKS
DFOBE. BET VYT, BLG/FLIEFETIVEINEBEICHED
WT, REBHIHTRE N2/ LEMREE OEMBIOTREEFIMINDIAED
ZEEWID, —BIICIEEDCRTH B, FELLIF. REKBHLAME
(£, InsightIIZO4 5 4 (Accelrys) LDV 21— 0054658
WT. MERBEDTFOIRTETIIOOEEZEFE > TREI NS, REAILE
HLUAMEBIE. YBRHA2FETAMOTILITY XL (FIAIE, Leed L URichar
ds (J.Mol.Biol. (1971) 55, 379-400) . Connolly (J.Appl.Cryst. (1983)
16, 548-558) ) ZFEA L TREINE S, REICEL LELUBEDRER. 4
VIROBET)VJICELEY I MU T BLTMAEN LR/ LN D ZRTHE
ERHREFE>TITbNES, COLDIBENOLEDICFIATESZY 7 MU
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FELT, SYBYLEGSHFEY 12—V T hDx7 (Tripos Associates)
DEFBEICETOND, —BIIC, FEFELE. 7ITY L1 —H—
DANYA XS A =9 R BETDHEIF. STEICBVWTEDNZ TO—
TO TH9 4 X BH¥EEMLAF T2 MO-LUTICRESIND, IHIC /A
—VYFNAVEI—IYROV I MUz TEFERLAREICER LABRES &
VI POREZED. Pacios (Comput.Chem, (1994) 18 (4), 377-3868 LU
J.Mol.Model, (1995) 1, 46-53) ICEEHEH;INTW 5B,

[0113] T 51T, AEPOFREL—BHRTIE. BEAD) 2/ IKAKOHIFER
FHLEERIN, EOLNA—K) —IINM FPRESFEBRVRAFAERIITH DT
1 —TEBRINSRDTFTA—TS4T3VEEk SVILEATRBEESAT
SELTHEHICHBEICERINGES (Gejima (Human Antibodies (2002) 1
1,121-129) & &L *Cardoso> (Scand. J. Immunol. (2000) 51, 337-344) )
o ARRATEHIND T A —TEINEZECTI/BESNEIF. COLH0F
1A—TSA4TZ)HOBEINDTI/BEIHNEWND,

[0114] AFRBO—DOOEKRTIE. M1 FVREOFRHICL > THRERICNT 2HER
RBEDTFOREEMEEZEAIEZIDRLLEE—DDTI/BEE] IFHE
ENTWBETL—LT7—7BNE L TERINACEHTEEESE, S50
LA ZEBIRECTI S 4 T35 ) & L THERINABHETLRRE 2lAahE 5
ZEIE > TAHARAOEBOEWICEIDERIMEBESFE2RCS5M4 7
SIS, ARBOMERBE RAA VHEBREBINGED, DL D RIEREHN
BEIELT, AFVREDNANLSDLAFVIRETHDHBEITIE. BIZE,
BL5UZES : 50 (6RLA9-IgG1) F/zILERHIFES : 51 (6KC4-1#85-I9G1) ICECH
SNAEHALZBEGE &S VY LEAEREETIS A T35 ) & L THERS
NEBHETZREE Z2lAEDELSM T3 BNFEICETFONS, T,
SV LMEAEBESEESN S M 75 ) & L THERINABRHTEREOR DY
IS EIEHRERIDEI 2B T 2BRHTRBEHEOHH SEEEIRT 5 2 &I
Lo THEHEINED, HIZIE. BIHES : 50 (6RLE-IgGT) FXEINES
: 51 (6KC4-1#85-IgG1) (BRI M- EHTERIHAT & & B RFI D
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[0115]

[0116]

NaeBd 5REAELEEEZlAEDLELZZM4 TN FEICETONS,
Fie, BIRED (A VBEOREICL > THERICHT 2HREE2 T O
EEMAEZEIELIDRCEE—DDTI/BERE] FPFOHSENTWVWE T
L—LT—78il& L TERINACEHTEBRHEOEREIIC, 7LFTILE
ENEFNDLDOICHREITHI LB ARETH D, ARPOMERED FOM
RIS T 2HEEEELN, A4 VREORBICL>TELLTZRY., LFTL
FUOTNEEOHS L CNBIIISEDRKICREINS Z &34V, T4b
5, BEESLV/TLIGBEHEOCIREIN S L ¢/ LIEFREEFIC—D FEEN
UEDT7LHFRSTIEENSENGD, BIZIE 1 FVREDNHILS D LA
FVRETHZHEICIE. BHES : 50 (6RLAI-IgGT) ICRBFI n/EHA
ZHEIBERINICEAIND 7L X TILEREDIEREMAH & LT, EFHCDRI
BLUVCR2OETOT I /EEFHREDIFHNESHCDRID IS, BB LU/ F /i
100afi L AA DCDR3D 7 X / BBEENEIF 5N D, F/IEEETES : 51 (6KC4-
1485-1gG1) ICEEBI N EHALRGEINICEAINDZ I LF I TILEED
FEREMRAFIE LT, EHEHCORTB LUCR2ZODETDT I/ BBBEREDIIHNEHC
DR3AMDISALE L/ F K10 UADCORID T X /VBHEEL BTSN,
Fie, BIRED (A VBEOREICL > THERICHT 2HREE2 T O
BEMAEZEIELDRCEE—DDTI/BERE| FPEAINLEHATE
I E S VY LMEAEEEERINS A TS5 & L TR I WA BREATRREEE
T EIEMRERIDEIN 2 E Y 2RHALRGE & A EDED I &ICL o
TH, BROEWIERINDOERIMFEREDFE22L514 73 ) BMERIh
8%, COLDILIREMNGHE LT A FVIREN DLV LAFVIRE
THDHEIIE. PIZE. EETEZREOREDOEEN, ALV LAFY
REORHICEI > THRRICHT 2HREE2FORBEEEE2ELIE DA
KEBF—DDT7 I /VBERICERINCEFHTLRIBEIE S VY LEARE
EEENS A T35 & U THERINASET A F - ILEEMER T O
NaeBd 5REAELEEEZlAEDLELZZM4 TN FEICETONS,
LT I/ BEREOHRELH E L TEHDOCRICETEFN DT I /BEEN
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[0117]

[0118]

BIREIND, IEFMNMIE. HER7T
BENDT I /BBEENMIRE

i

JEEREDIEREAH & L TEHDCDR2IC

nNd, £/, HB%7 3/ BEREDIRELRR
DOflE L TEHDCRICEENZ 7 I /BERES FAIRINDG, BT
JBBRENEHEORICEENT I /BEROIERERHE LT, EFHTZE
PRIFDCDRIF DKabat /8 1) » JTREIN B0, 966, 100afiids & T/ &F
K10 DT7 I JBABIF SN, Flo. ThODT I JBEREN. LY
VLBEEEF—TEMEL. BLW/FELE, ALSTLAFVIREDEREIC
SO THMRICNT 2NMERED FOR/EEENELTBZRY. ChHDT X
JBERENBHTEENGES L. INHDF7I/BAZOUEAAEDLIN
TEENT 5,

AIEED. 1 A VREORHICL > THRICN T 2MERES FOBEENE
HEEIEDZDBRCEE—DDT I /BRENEAINCLEHITLHERE S
VY LMEAEEBEN S A 7o) & L TERINARET LRI I I3 4B
MERIDEINEE T 2BREALMEE s Al e 2BETEH, FIELEH
BRIC, 7L F O TIVBRENUZEHTEREORINICZEND L D ICEETT
B2ZEBHABETH D, ARAOTMERRBED FOMRICN T 2EEEML.
FUVRBEDRBICEI >TELLTZRY., BZTLFUTNREORHS L UM
BIXRFEDORRKICBEINDS 2 &IFRW, T4bb, EFHOCIRES S &L T/
FWFFREFNIC—D FEZENU LD T L F O TIVERENSENEDS, T
AT VBEOREFILL > THRRICHT 2MEBEES FOREEEEZELLS
®27 I/ BEEUANOEHATELEHOCDRT, CDR2E L U/ F/IZCDR3D 7 2
JBEANE LTS VY LIEAEBEEZA 75 ) b FEICERINGS, B
ARG & L CEIEMBRRIIDOEIINAVWL NS HZEICIE. fIAE, BHIE
= 146 (VK1) | EEHIES : 47 (Vk2) | EEHIES : 48 (Vk3) | ERAIES : 49
(Vk4) FDEIBEIERIIDOEIIIERELH E L TET LNE S,

HIEED. AT I LA VBEOFEHICE > THRICHT 2MEEES DT
DOREEHZZEILIEEIT7I/BRELTRE, ALY LEEEF—T72HK
T5RY., WThOT7I/BHEFBEICERINGSD. TOLOIBTI /B

N
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[0119]

[0120]

[0121]

ELTIREANICETHEMZET D T7I/BIEIFLONS, O LEETF
HEMEETZTI/BELTE. BV, AbA =Y, FRIASFY, T
WHIY, PFRRSFUVBELE TV I VEBIAFEICHARINDS,

Fr. AKBO 1+ VBEORE] & LT, HIZIE ToHOZE] %8S
22&EE5TED, HORKIE, KRAFVBEORHEEWVWSI I EETED,
AFBAT, 7OMYTADEKERFORTROBEDRMIE. KEEH (p
H OREEERABICNYEDNS, KBARPOKEAF Y OEEE%aHT
=9 &, pHid-logl0aH+E EERIN D, KEKRPDA # VigEA (B Z2 1103
V) BTN aHHIKERA 74 VEBEIIFIFFE LW, HIZIE25C, 1KEIC
BT BKDA F >V FEIEKkw=aH+a0H=10"4TH % /= 8b. K TlLaH+=aOH=10"ToH
%, COBEDOHTHAHRMETH Y. pHHT & YN I WIKERISEEME. pHAT &
YREWKBBRIETIAVETH S,

AFERICBWTE, 1 FVBEOFREE L THHOERENRRWVL LN DIBEIC
&, PHORME L TRKERA 4 VIRE /I3 EpHT Ao B pHER Mg D &4 &
BKRA T VBEZLIEEHT R EpHRMESORENRIF 5N D, AFEA
DREFBEDFILEEFNI2RRGEE KA M VORRICHT 2HEEFMEH pHO
KEICE > THREABEUHIELT 2E 3. BKEA L VBRBEL /I EpH (pHER
Migl) SMRKFRA F VIRE T EEpH (pHPME) OREDEWICEL > TH
FEREDFICEINIMERBES R XA VORBICHT 2 EEEFEIELT S
ZEEWD, BIZIE, pHEEMHORGTICSITI2MERICHT 2MER/EDT
DEETFML Y HpHAMEHORAETICS T 2MRICN T 2MEBES D FOR
BEMOANBTVSELNESFOND, . pHRMEORETICE T 2R
LT 2MBERBEDTORBAEEL Y £ oHEBEBOXRGTICH T 2 MRICH
TEIMERBED TOREBEFEOANBVWEERL LT LN D,

REPHEICHBWT, pHPRMIH & I & K IC—BMABEICREI NS DT T
IEARWAS, EFEITIEpHE. TN HpH10. 0D A HBIRI NG D, F/. BIDRERK
Tld. pHE. 7D SpHI. SOEMN HBIRINE S, Fh. EQDEBERTIEpHT. 00
S5pHI. ODREN SBIRINE S L. IZH DEERE TILpHT. 0 SpH. 0D A 58

i
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[0122]

[0123]

[0124]

REINEZ, HFICEFROMEF (M) TOPHIZIEWPHT. 4D FEICZRT S
na,

REMZICHEWVWT, pHERMEE & 13 & CIC—BMABBEICREI NS DIF T
IEARWAS, FREICIdpH4. 0N SpHE. 5O REID SBIRI NG D, F/o. BIDRER
TlE. pH4. 50 SpHE. 5OREM S BIRINE D, F/oo EADRERKTIEpHS. 0H
5pH6. SDREMN SBIRINE S L. IZH DEERE TILpHS. 5H 5 pHE. 5D A 518
RINGT2, FICEFROBRBEIY RY—LARTOAA VLAY T LRE
ICAE\NpHS. 8BMIFIE ICEE T b B,

AFEBICEWT, BKRA L VIREE /I3 EeH (pHERMEE) OXBTICH
FRMBEICH T 2B MMEKEA 4 VIBEE/IEHEpH (pHRME) D5
BHTFICBT2RRICH T 2EAFELYEVEIE. REFOHREBE KX A
VERIRBEE RN AV ESOHRES S FDOpH4. 05 5pHE. SOE A 5FIR S
NBpHTCOMRICH T BHEATEMH, pHB. 7TH SpH10. 0D A 5ITIR X 1 % pH
TOMRICHTIRAFMLYBVWCIEEEKRT S, FFEL<IE. XEBOD
MEFEE RAA VELIBEZ R A YV ESTREFBED T DpH4. 55 5pH6. 5
DOENLRBIRINZpHTOMBRICN T FEETEMED. pHE. 7H 5pHI. 5D E
HEBRINZHTOMRICH T HHEETFEHELYB VNI EZRKL., JFYFE
L <&, REEEDFDpHS. 05 5pHE. 5DE D 53BIR I N B pHTOHERICK
T HRETEMED. pH7. 05 SpHI. 0D D HZBIREI N SpHTOMRICH T S ¥E
BEMLYBVWCEEZRKRT %, . FELLRMEHZED FOpHS. 5005
pHE. 5DE A HBIRI N HpHTOHMIRICH T HFEETEMED. pH7. 0 5pHE. 0D
BASBIRINZHTOMRICH T 2EEEMELYBVWEEZEKRT 5, 5
ICFELLIE. EEARORPITY RY —ANOpHIZ BT 2 IRBEEMED.
ERROMEFROHICE T 2MEREEEL YBW EE2RBKR L, BERIC
iE. MERFEED T OpHS. 8TOMBRICH T 2HEATEMED. pHT. ATOMRICH
THR/EFELYBEN EERKT B,

PHORHIC L > THMRICH T BHFE/E R XA VFELIFEZ R XMV EE
CHRERESDFORETFMAEL L TWEAENE. BIA LRI OBEEMY
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DIETREBINAL LD ARNMORAES EEFERT I EICL > TRESINE
%, PIZIE, BFZAEFEICKRL TERZHOFRET TOREFENRES
nsd, BIZIE, pHERMIRDOERETICHBIT2MEREICH T 2MEBEE R XAV F
IEEE R A VEECRRBEE D TORAEEL Y £ oSO RETIC
BITDIMEICHT BRI R A A Y FLIEHIRBOBSEMEOANBELELT S
CEEREERT B72DITIE. pHERMEI S & PpHARMIBOZHTICH T 2 MERIC
XY BRI KX AV EFFIRD FORBEFEENLEINS,

[0125] S SICAFBICEWT. TEKKRA F VIBEFI3KpHT At 5 pHER I
DEETICHIT MBI T 2RETFEIMEKERA T VIBREFLIEHHT
HEpHRMEHORETICHBITIREICH T IHEAFLELYEN] EWHRE
IE. MBEE R XA VELIGEUZ R A VESTRERZE 2 FOEKERS =
VIREZIEEHT A BpHR IO RGTICE T2 MRICH T 2 EE5E N
DEKFRA F VIREF 3K T b B oHER IR DO R U T ICH T 2 RBRICH
THR/EFUIVEBVWERIETZIELHTES, ABARRBICEWTIE,
[BKEA 7+ VIREZIZMEHT b BpHBBMER O ZXETICH T 2 MRICH
§BEAEEIMBEKFRA £ VIBEFIEBHT RO EpHAEEORETICS
TORMRICHT BEFMEIYEN] &2 TRKERAF VIRESZ I3 EpHT A
HEPHERME D RUTICH T ZMRICH T 2RATFMEIMEKERA 4 VBES
I iEEpHT b EpHAMEH O RAETICHS T ZMRICT T AL Y BTV
| EEEBTREHEEEHY. T, [BKRAAVEBEFIZEpHT 2 EH
BUROFRETICSITI2MRICH T 2REFEIMEKERS T VIREFIEHD
HY b BpHR B O RETICE T 2MRICH T 2 HEEFEHELVETIE S
 [BKRAAVBEZLIIEHT R H B pHER IR DO FHTICH T B IMERIC
XY BEEATEEIMEKRA £ VIREE 2 ldEpHT A B pHR IR D R4 T IC
BIBMRICHT REERELY BB T2 LEHTDHEEEH D,

[0126] HMERICHT 2EEEEERMET DBROKFEA A VIRE F 2 IdpHUA D E&HF
i, HEENEERRTDIIENTETHY., FICREI AW, FIZIE H
EPES/Sy T 7 — 3TCORBICBEWTAET B ENARETH D, HIZIE. B
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iacore (GE Healthcare) REEZRWTRIET 22 EAAETH D, MEFBS
RXAVELRBEZ RN A V220 HREES FEMREDHERFEDRE
. MENTAEMETH2HEIE. MEHE RAAVFELRBERZI RN A1V
EEOCMBERBEDTEERLLEFY I MEET7 51 M LTRT S
ETHAEMEREANDREESEZTMT 2 &P ARETHY,. MENIRETER
THdHEIFE. MEEEEELEFY I MEBEE R XA VELIEHER
A VEEBOCMEAREDTET T4 P& LTRY 2 & TRERRADORKS
SEMETHMEIT 5 2 A TBETH B,

AEPOMER/EDFICBEVWT, BKRAF VRETIZMEpHT 25 pH
BRMIBORMGICH T DMRICH T 2EEFEMEIMEKEKRA 4 VIREF LIdEpH
TRHOEHRMEIFORGICE T HMRICH T 2BEFTELY EBVRY ., &
KFRA A VEBEZLIFEHT RO S pHB MR D ZETICH T HMRICHT S
BESEME S BKRA F VIREZLIEEHT Wb BpHRMIEORGTICE TS
MRICH T 2REFEDLIIFICREI AW, FFELRRRICNT 2
BKEFRA T VIREZLIFMEHT RO S pHEE MR D R EICH 1T BKD (Dissociat
ion constant : FREEEE) SIEKFEA F VIRE T LIEF/eHT Wb SpHAA M
DEEITH T BKDDLLTH BKD (pH5.8) /KD (pH7.4) DIEA 2 A ETH Y, &
S51C8FF L < IZKD (pH5.8)/KD (pH7.4) DIEM IO ETH Y., I S5ITHFFELL
IZKD (pH5.8)/KD (pH7.4) DIEAY40LL ETdH %, KD (pHE.8)/KD (pH7.4) Di&E
DLERIFFICREINT, BEEORMICHWTHERETRERRY .. 400, 1000
. 10000%. WHRBIETH LU,

[0127] &7, AFKBPOMERES R A VELRLUZ R XM VEECTRERBES T
DEKFRAF VIREFIZMEHT b S pHBMEIRORZEICH T D MEICH T
DEETEMEEEKFRA T VIREFIEEHT b EpHR MO RGICE T D
MRICH T 2REEEDLL A RTHOBES LT, fIZIE, EEEREERT
#%kd (Dissociation rate constant : SEEEEREEH) b FFBEICAWD
N2, “WEFEMOLLERTIEEZES LTKD (BBEEEH) ORbYIckd (FEEE
HREER) 2AVSIEE. MRIKNT2EKRA T VIREZIMMEHT Atb
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[0128]

[0129]

[0130]

SpHER M D RMICH 1T Hkd (BREREER) SEKRAF VIRELLIESEDp
HY RO HpHRMEIS D& MICH 1T Dkd (RBEREELR) DL THSkd (pHERME
HOREICHTS) /kd (pHHEMBOREICEITZ) OB, 7FF L <IF28L
ETHhHY., THITHFTRLLIEFSULETHY, IHICHFFLLIKIOULTHY.,
SYFFELIFIOLULETH D, Kd (pHEEMIRDREICH T S) /kd (pHA 4
DERAICEITZ) OEOERIIFICREINT, UREORMERHICENT
EELETREA PR Y . 50, 100, 200%, WHRBIETH LU,
NEFEEFHEOMBE LT, MENTRENEREDEZESIGkd (BEHREEE)
ZRVWEZENTRTHY ., MENREMRDZEIERATDkd (Apparent
dissociation rate constant : RNTOEEEEER) #AHWDL I ENFEE
THd, kd (BHEEREER) . LU, RHITOkd (BT OFEEEEH
) 1E. HEBERNOFETRAET S ENABETHY . BlxiEBiacore (GE h
ealthcare) . 7O0—H A MA—F—FZAVSLIENTRTHD, BEERHE
BRICEVWT, BRBZKRAAVEETROLEpHICE T DHRERBE XA VX
IR EE N XA VEEBOHMBRRBREDTORRICHT 2@/EEEEAET 25
iE. KFRAFVIRETADEHUADEREIIR —E T ENMFE LW,
PIZE, ARERANMRBT 2 —DDRIKRTHDEKERA 7 VIRE H I3 EpH
TR HEHBMEIH DR EICE T ZMBRICH T 2-EETFEDL. BKERA T VIR
BFEEHT A B HPEEOREICE T 2MRICH T 2REEEL YIE
WHRRES KX A VERRRES 2 FIE. UTOIRE ()~ (c)Z2LHnR
BERXA VELRIRMRBEEDFOR V) -2V JILEL > TERBINES,
(a) PHERMEIBDEHFICH T DMERE KA A ¥ LRI MEBEE S TORRE
BEMEES IR,
(b) PHRMEIFDFHFICE T DMERE KA A ¥ ELBMRBEE S TORRGE
BEMEES IR,
(c) PHERMISDRMEICH T ZMRBEEEMD . pHHMEORGICH T B HR
BEEELYVEVREREREES XA VELIIREBEED T BIRT 2 TR,
IHIC, AREAMRRT 2 —DDRBRTHDEKERA 74 VIREH I3 EpH
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TR HEHBMEIH DR EICE T ZMBRICH T 2-EETFEDL. BKERA T VIR
BFEEHT A B HPEEOREICE T 2MRICH T 2REEEL YIE
WHREE KX A VIR ARBEESFIE. UTOIRE ()~ () 2EOHE
BERNAAVFELIINMEBELSTFHELLEENLDZA4TSYDRY ) —=
VITICE > THEEINGE S,

(a) PHRMEIFDOFRHFICE T IMERE KA VELIBBEFEESTH LI
ENLDTA4 T3 aMRICEMBIE B TIE.

(b) AIEEIRE() THERICHEE LETREES KX Y ELRBNERED F%p
HER MEIF D S ICE < TR,

(c) BIERIRR(D) THBLAMEREA NAMA VELRINEREES T8 Y
3T,

[0131] F/. AFPEIRBETI2—DOOBBRTHI2EKERA T VBEEIZEHT
RHEpHEEME S DR ICH 1T DMRICH T 2HEETFMED. BKERA T VERE
Flld@meHT b BpHRMIRO XM ICE T 2 RRICH T 2 EEEE L YEW
MEFEE R XA Y ELIERERBES FIE. UTOIR ()~ ) 2 E50HERE
BERAAVELIFNMEFE2FE LTS0S 1TSYVDORY ) —=>
TICE > THIEI B3,

(a) PHERMEBORUTHRERES KA Y XIIREREBEEDFOSA4 75 &4

B 25 TR,
(b) RIEEIR(a) THRICESLAVWREREES NS Y IIMEREsF%
BRI 2T,

(c) HIELIRR(b) TRRINATEEE KX A Y XISHER/ED F epHhit
HOXGHTHRICEEIESIRE.
(d) RIERIR(C) THRRICES LIEMERES M XA VY XEBTRESD F2&
Bt 2T,

[0132] IS5, AFEANMRHET LI —DODORBKRTHIEKERAM 7 ViREF I3EpH
TRHOEHEMIBDORMGICE T SMRICH T HE/EETFED. BRKRAF ViR
BELEESHT AL 5pHRMEEORAEICHE T IMRICH T SEEEMEL YIE



WO 2014/163101 73 PCT/JP2014/059706

WIRERES R XA Vv EEEREREES FiE. U TOIR@ ~() 28T R
)—ZV T REILL > TREINES,

(a) MEAEEZEELAEDS LICHAEEHORETRERES KA 4 ¥ ISHERE
EDFDZ4AT ) aEAIH 5 THE,

(b) AIEIFQ@THSLICHELEMERES NX M Y XIETERES F%p
HEMEIID R TH S LD SAHT 5 T,

(c) AIEIBMb) THEEINLEMERBE A UV XIFNERBEES FERE# T
5TiE,

[0133] X510, ARBARBT 2D DEETHDIEKEA 1 VIBE L /I3 KpH
TIRDOHEpHEE I DR MICH T HMRICH T 2BEFMED. BKRA T VIE
EFIEEoHT QO BpHP MO R EFICE T HMRICH T 2HEEEMEL YIE
WIRERES R XA Vv EEEREREE2FiE. U TOIR@~dZ28T R
)—ZV T REILL > TREINES,

(a) MEAEZEELAEDS LICHBESORETRERES KA 4 ¥ SRS
BERTFOI4 77 A @BIHESITE

(b) BIRIR()THSALICHEAEETITEH LARERES KA M Y IEHRE
BESFEEINT 5 IR,

(c) AIEIFRE(b) TERINAMERFE N XM U XIFTHERBEDFZpHA
BoEHETHRRICESIE D TR,

(d) FIRIR(C)THRRICES LEMERES NXM U XBNERESFEE
By 5T,

[0134] X510, ARBIARBT 2 —DDEETHDIEKEA 1 VIBE L/ I3KpH
TIRDOHEpHEE I DR MICH T HMRICH T 2BEFMED. BKRA T VIE
EFIEEoHT QO BpHP MO R EFICE T HMRICH T 2HEEEMEL YIE
WIRERES R XA Vv EEEREREE2FiE. U TOIR@~dZ28T R
)—ZV T REILL > TREINES,

(a) pHAMEBOEGTHERES KA VYXIEREEEDFDSA1 TS5 5H
FRICEMIt 2T,
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[0135]

[0136]

(b) AIEIRE(Q) THRICES LEMERE M XM Y XBNMEREEES F 2N
199 5 TI7E.

(c) RIRIFR(b) TEELAMEREE KX Y IFREREEED T & oHER i
DFERHFICEL T,

(d) RIEBIRE(c) THMEBEEEMED. st IR () TERLAEELYFEWR
RS M A U XIIMERE D T2 88T 2 T

BH. AIEEDIRIF2EU EBYBRBINTE LW, E>T. AFEHRICE-T
 ERORI) ==V THEICEWT. (a)~()HBWiE(a)~(d)DITRE%2
B ERYRTTIREZISICECR V) -V T HAICE > THREI 1z pH
BRI DERGICH T IMRICH T HHEETEED pHPMIE O R EFICE T MR
LT RREFEELYEBVRRES KX M VELIREBEED TIRHEI L
%, (A~()DpBdWiE(a)~(D)DIENEYRINIEHIIFICREI NG
WA, BEIEUARTH S,

AFEBAORY Y —ZV THERCEWT, BKERA T VRERZHEFI3EKpH
FTARHBEpHEBERIC ST 2 MREE R X M Y XIEMREE D TONREETE
MEiE,. pHAY4. 0~6. 5B DMERBEFETHNITKICREI AW, I
LUpHE LT, pHA'A. 5~6. 6B DIMEREEMEEEISFZ &N TE S, Bl
DiFE LWpHE LT, pHAYS. 0~6. 5O B DMRMEETEME. X 5ITpHA' . 5~6.
SOEDIMEREBEEEFMHERIFEENTES, LYFFEFLWHE LT, £HFK
DRIV RY —LROpHAZEF S, EFMICIZeHS. 8ICH 1T 2 MEREET
MEREIFHLIENTED, . BKRAFVIRERHFTLIESEHT Bbbp
HER M IS 51 2 MRS K X 1 Y RISRBREE 2 FORBE/BETFEE. pHA
6. 7~10DEDOIMERBETFEETHNITFHICREI AWV, FELWpHELT
pHA'6. 7~9. 5B DR ATFE A BT &N TE D, FIOFE LW pHE
LT, pHA7. 0~9. OB DIMFREETEME. X SICpHAT. 0~8. 0D E D RS
BIEMEETIIENTES, JYFZLWVWHE LT, £EHAERNOMEFRTOp
HEZEFZ Z &P TE. BEMICIZpHAT. 4SBT D MEREAEMEZEITFSE
ENTES,
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[0137]

[0138]

[0139]

[0140]

MEREES A U XIEMEREEED FOMBRESEEIIHEZICAMDAE

SYRET DI ENTERTHY. A F ALY D LREUADFHEICD
WTIRHHEENEERET DI ENTRETH D, MERBE A U XIFHRIER
BEDFOMEEEEMIZ. KD (Dissociation constant : fEEFEE) . BH
{7 DKD (Apparent dissociation constant : RMNMNFTDOBEMER) . BHEE
T#H Bkd (Dissociation rate : FEREREE) . XIZR AT Dkd (Apparent
dissociation: RMNIDEMEREER) F& L THMI 2 A TRETHS
o CNLHIFHUEBERNMDAETRHET DI ENTRTHY., HlxldBiacore (
GE healthcare) . AF v v Fvr—RFOv b, FACSELZRW2 I EMATRET
Hb,

AFERICBWT, BKFRAF VIREZLIEEHT 0B pHR MR D FM4IC
BT HMERBEEMD KRS F VIRE T I3MEpH T 70405 pHER M1 0D S 4
IKBITRERBEESMLYSVWHERS R XM Y XIBRERE D F2:ERY
TR, BKRAF VIRETIMMEHT b S5pHB MO RMICE T 25
FEREERMEMNMEKERA F VIREZLIEEpHT R BRI DR B ICH 1T 5
NEFBEEELYEVRERZE A U XIENMEBEES TEBIRT 2 TIEE
BAUBRKRTH D,

BKFRAF VREZLEEHT QOS5 HRMIEOREGICE T 2MERESS
HEDNBKRA T VIRE T LIXEHT OSBRI DO REGICH 1T 2 MERE
EMLYBWRY., BKRA T VIRE I ST b S pHR RO R M40
BT HMERBEEMERKERS T VIRE T IZMEpHT 70405 pHER M1 0D 54
KBTI MERBEFEEOERFICREINDVD, FEL IMEKRA A
REZIEEMHT Qb BpHR MO RGICE T 2 MERBEFENTKEA F
VIREFIMEHT RO B pHBMEIROREICH 1T 2 MEBEFEO2UELULT
HY., IHICFELLRIMBLULETHY ., JFYFFLLIFOBEULETH S,

AIEBEDRY ) —ZV THERICE>TRY ) —ZV TEINBEFERADKEA
FTUVREDOFREICL > THRICH T 2HEFHZELIEIREES F A A
VXIBMEREDFIRREDLDICHARMINTE L, HIZIE HO5NMLCOHE
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[0141]

[0142]

ALTWBAHMER‘EDTF. oL LOEELTVWESZA4 T (77—U3F
17T2V%F) . §UANORELNLBELNINAT) R—TPREEYH S DB
MRS SERINEREIES A TS Y. ThoOmEPS4 735 Y ICHIE
DpKaH'4.0-8.0THZT7 I /B (BIZAIFTERFIURITILY I VEE) »IEXR
RT7I/BEEEZZEALELMGEXIEZ A4 T735) (fIHDpKah‘4. 0-8.0TH 5
TI/EE BIAEERFIURTIVY I VEE) XIGERATI/BOEEXR
EELLESA TS ) PREERMICAIBEDKaN4. 0-8.0THZT7 I /8 (I
ZARERFOURITILYIVEE) RIZHERATI/VBEEEEALLSAT
S)E) REEAVWDZENTRETH B,
BMADRENSBONI/NA T R—< P REEHH S OBHIREHL S EH
INEMERE R A VELRREREDFHL, BKRAFVBEFLIE
=mPHT R H BpHA IO R HICH T S MEREEENEKRA T VIRE T L
IZEPHT RO B pHERME IO XA ICH T 2 MBEHAES L YESVHREREBE K 4
1 U XIBMERESFENET5HEE LT, flxiE. EERARW02009/1258
BTRHBINDLIBERE R A VELRRERBESFHOT7 I /BO
W EE—DH, RIEHDPKaH'4,0-8.0THBT7I /B (FIAEERFI Y
CITNEIVE) RHRATI/VBERICERINTVWSE LLRNERES
A AV ERIEMEZEDTFHIC. REOPKaD'4.0-8.0CTHZT7 I /B (I
AEERFIURTIVY I VEE) PHERART I /VBEMEAIN TV IHER
BRFERLEERNERES FINFEICET OGNS,
RISHDPpKan'4.0-8.0TH B F7 I /B BIZAWFERFIUPTILEY I VEE)
PHERARTI/BOEENEAINSIMEBEIIFICREINT., BT LIEHE
AR & LL8 U CoHBRMEISIC 8 15 2 MR ASEME D o HP IS B 1T 2 RS
SEMEL Y D (KD(pHERMEIS) /KD (pHARIEIR) DED K E < 7235, Xidkd(p
ERMEIE) /kd (pHARMEIR) DEA A E <42 3) RY. MARZEATE W, Fl
ZIE, MEEESFIREOBEICE. RAEOTESEPCDRA & A IFEICE
Fonsd, ISEDOKaN4.0-8.0CTHB7I /8B (BIAEERFIUPTILY
V) PHERATI/BICBRINDTI/BOK. XIEFATINE T
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JBROBISLUEENETRET 52 &N TE, [ISHDPKan'4.0-8.0TH 3 1
D7/ (BPIRAEERFIURTINI I V) PIERATI/BICES
TEBRINES L. AEHDpKan4,.0-8.0THB 1207 /8B (HIAIEER
FOURTIVY I V) PHERATI/VBIMEAINGES L. AISEDpKas 4.
0-8.0CTHZ2DULEDEROT7TI /B (BPIZEERFIURTIVEG I VER)
PHERRTI/BICEI > TERINES L. AlEEDPKan4.0-8.0TH 52D LU
FOT7I /B (BIZIETERFIURTIVY I VEE) CIERART I /ENEA
INED, X, ISHDOpKan4.0-8.0THZ7I /B (BIZIETERFI NI
WHIVER) PHERATI/VBAOBHLXIZRFEDpKaN'4.0-8.0TH B 7 2
JBE BIZIEERFIURTIVY I V) CIHERAT I /BOBALAIC,
HOT7 I /BORR. M. BASLV/ FLEERRENSBERICITHNEDS
o RIsHDpKan'4,0-8.0THBT7 I /B (FIAELERFIUPTILEY I VEE)
RIERRT I /BADEBLUIAIBEDpKan'4.0-8.0TH B 7 I /B (FAIE
EXFOURTNEIIVEE) PHRATI/BOBEAIL. HEEOLMDT
S ZvscanningD TP S Vb AF I VEILBEIMALEXF T v &scannin
IFEDHFEICE>TI VI LICTHONES L. AISEDKah'4.0-8.0THZ T I
JBE BIZIEERFIURTIVY I V) PHERART I/ BOBREIEHE
ADEENZ VH LICBAINMERE N XA VELEREOFH S, B
EF1& B L TKD (pHEgMEIS) /KD (pHepEls) Xidkd (pHEEMEIE) /kd (pH
i) OESAKE L RoLRE/BEDTFIBRRINES,

[0143] RIEED &L D ICZDORIEDPKa'4.0-8.0THZH7I /B BIAIEERFT Y
RTIY I V) PHERRT I VBAOEEN TN, HOpHEBMEETOR
RiEEEEDN P HAPMIE TOMERBEEEEL Y S BVWRERES FOFHE LWL
Ble LT, BIZIE., TORIEDPKaD 4, 0-8.0THBT7 I /B (FIA I AF
IURTIVE I VEE) PHERRT IV BANOEEROMHFEEBTORRES
SEHED. EORIBEDpKaD'4. 0-8.0THBT7I /B (FIAREERFIUPTIL
Y IVE) CHERART I/ BAOEEFIOMHAME TOREREREEEE & BE
THIDMBHEEDFTHFEICE TSNS, AFEBICSVWT, ZORAIEDKan

2

i
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[0144]

4,0-8.0CHZTI/EE (PIZAIEERFIURTILY I VEE) PHERATI/
DEERDTREED TN, TORIEDPKan'4.0-8.0TH2T7 I /B (Hl

ZRERFOURTNY I VEE) CERAT I/ BOEEFIOMREESSF
ERAEOMEBEEMEET D &1E. ZORAIBEDOKad'4.0-8.0THZT7 3/
B (BZEERFIURTIVE I VEE) PHERART I/ BROLEFIONERRE
BRFOMRBEEMEE100%E LEBEIC. ZTORISEDPKah4.0-8.0TH S
TI/8B (BAEERFIUPTINYIVEE) PHERARTI/VBOEEEZOD
MEFBE D TFOMBRBEEBREN DG EH10%UE, 7FF L <I1F50%LA L.
ISICIFELLIF80%BMUE, FYIFELIFVIALETHDIEEWVD, TD
RISHDPKaH'4.0-8.0CH2T7 I /B (BIZAEEXFIUPRTILIIVEE) ©
FERRT7 I /VBOEREOHT. ATORRBEFMES. T OHISHDpKas 4. 0-8
OTHBTI/EE (BIZAIFTERFIVRTIVY I VEE) CIERART I /D
ZEROpH. ATOMRBEFEME LV B A>THE LW, TORAIBEDKa 4. 0
B.O0THBT7I/BE BIZAIEERFIURTIVE I VER) PIERATI /B
ANDEBEFLIFBAILLYNMERBEESS FOMERBEEEME B2 BEIC
. MEBESTHO 1 XSEROT I /BOB#R. REK. MMERTG/XIdH
AREICE > T, MEFHETFED. TOMIEDPKaN'4. 0-8.0CTH 27 I /B8
(BIZIEERFIURTIVE I VEE) PHRART I /BOBHRXIIEARTOD
NEREEHEBEFICING S, AERICEVWTE, 2O LD ARIEOpKad
4.0-8.0CHZTI/B (BIARERFIURTIVY I V) PIHERART I/
BEOBHNILEARKIC T RIFEHO7 I /BOBHR, RE. [HNKRT/XILHE
AEFTI &L > THEFEIPAF E > ENMERBESFEE2EN 5,

AFEBO—DOEHKE LT, [KRIAAFVBEORHICL > THRERICHT
PMERE P A VELBNMEBED FORBAESEEZZLIEZ DR LED
— D07 I /BEE] PBAINAREALMEE S S VY LLAEESES]
AT ELTRBINAEEHAZERIBE ZHAEGDESZ I EICE>TH
. AEKBOBEHROEWICEIIOERRZMEEE KX M VELRBRRBEESS T
2204 TZYDMERINGED
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[0145]

[0146]

[0147]

UET I/ BEREOKRELHFE L TEHEHDOCRIUIEEND 7 I /BEE
MBIRI NG, ENCH. BT I/ EBEEDIRERF & L TESHDCDR2
WKEENDT I /BERENMPIRING, £, HZT7 I/ BEREOHERELR
BOBIE L TEREDCRICEZEEZNZD T I /BERES TLHARINS,

AIEED &L D IC. HBET7 I/ BEENEFHDCRIUCSENDI 7 I /BEED
IERREAF & LT, BHETLLEFHDCDRIADKabatF /N v 7 TRIN 524
fir. 2711, 28f1. 31, M B LW/ FLIFHBMLDT I /VBERENEITFLOND
o T, UBT I/ BBEISBREOCRACZINE T I/ BREDKERER
BlE LT, BEAESEEOCDR2E MKabatF /81 VTR I N B5060, 514L
. D2, 53fiL. HAfL. SSMIB LU/ FH/II6M DT X JEEFRENSZE T LN D,
IS0, YETI/BBEAREOCRICZENT I/ BEBEOIERELG
& LT, BHTEEEMCDRIF DKabatF /N ¥ I TREIN B89, 904,
L. 926, 93fI. AN B LU/ F/IEBAMDT X JEEERENZEIT LN S,
g, ThHOT7 I /VBEREDN. KRAAVBREORHFICL > TRERICHET
DMEREDFORBEEENELTBIRY. ChoHDT7 I /BEEENEMT
EFENEBL. ChoDOT7I/BAZOUEEAEHLINTEENES,

BIEED [KFRA F VIRBREDREILL > THRICHT 2RGSO TFOHEE
SEHEEEIEZVAKEE—DDT I /BEE] NPEAINLRETES
HeS VY LMEAEERETNS A 75 ) & LRI W EHTEREE %
HAEDLEBFEAETH, RIBRERAKRIC. 7L F D T ERENUEEETES
BOBIMNCEFENDLDICKETTEHIEHLARTH S, AFRPBOMERES R
A VFELRIREREITFOMRICH T 2BETEMED. KEAFVIREDSE
HICE>TELRTBRY., HEZI7LFOTILEREOHBLUVMNEIRFEDRE
BRICBREIND Z &ldaWw, T4abb, EES LU/ T ITBREDOCDRET &
LU/ EIFFREEINC—DFELIEENULO T L F L TIERENSENE S,
Bz, BEATLEERINCEBAIND TL XY TILBREDIERENRH &
LT, RIFERFRAICBEINLETI/VBEESBEITONDS, Tk, KR
1FVBEOREICEL > TRRICAT I2HREBE N XA VELIIRRESSD
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FOREFHEEZRLIELZTI/VBEECT LIV TIUBREUAOEETER
RO T X /BRI & LT, FEREQRH & LTk (EEFIES : 46) . Vk2
(BLSUES : 47) . VK3 (ECSUES : 48) . Vk4 (ECSUES : 49) FDLTEM
RRIOERINNMFEICEBING S,
[0148] [5R3]

g | T

CDR1

28 | s:100%

20 | 1100%

30 | N:25% | Si25% | R:25% | H:25%

31 | 8:100%

32 | H:100%

33 | L:100%

34 | AiBO% | N:50%

CDR2

50 | H:100% Erix | A25% | Di25% | G:25% | K:25%

51 | A100% A:100%

52 | s:100% $:100%

53 | K:33.3% | N:33.3 | $:33.3 | H:100%
o %

54 | L:100% L:100%

55 | Q:100% ] Q:100%

56 | S:100% | $:100%

CDR3

90 | Q:100% F70 | Q:100%

91 | H:100% $:33.3% | R:33.3 | ¥:33.3

% %

92 | G25% | N:25% | 8:25% | Y:25% H:100%

a3 H:33.3% | 333 | 8:33.3 H:33. N:33.3 | S8:33.3
% % 3% % %

94 | S:30% | V:50% ; $:50% | Yi150%

95 | P100% | P:100%

96 | L:50% | Y:50% | Lso% | v:50%

(irBix Kabat 723U o 7 & F4)
[0149]
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[0150]

[5R4]

CDR ’{ﬁf”ﬁ FESEE

CDRI |28 | $:100%
20 I 100%
30 H:30% N:10% 5:50% R:10%
31 N:35% S5:65%
32 | | H:40% M:20% ‘?:%&3%
33 L:100%
34 A:TO% N:30%

CDR2 50 A25% D:15% G:25% H:30% K 5%
51 A 100%
532 5:100%
53 H:30% K:10% N:15% 5:45%
54 L:100%
55 G- 100%
56 5:100%

CDR3 90 {(2:100%
g1 H:30% 5:15% R:10% ¥ 45%
92 Gr20% H:30% N:20% B:15% ¥:15%
a3 H:30% N:23% | 8:45%
94 | B:50% | ¥:50%
495 P:100%
] L:50% ¥ 50%

(fLEi% Kabat 72 /3 » 7 &FT)

HIEED. KFRAFVEEOREILL > THRICHTI2MERBERA AV F
FIRMERES TOREEEE2ELIEZ7I/VBEREES LTE, WTho
TI/BEELFEICERAINGSD, TOLO>ATI/VBEES LTE.
BEHEMICRAIEDOpKan 4. 0-8.0THZT7I /BN ETLND, 5 LEETH
EM%EBTHTI/BELTE. EXFIUVERIFITIVI I VEZEORAD
TI/BOIEN EXAFT 70O (US2009/0035836) ¥ L < (&m-NO2-Tyr

(pKa 7.45) . 3,5-Br2-Tyr (pKa 7.21) ZF7/=1Z3,5-12-Tyr (pKa 7.38) & D
FERADT7 I /B (Bioorg. Med. Chem, (2003) 11 (17), 3761-3768H%FiE
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[0151]

[0152]

BRI NS, Fh. YT I/ BEEORICITERMIE LTIE, RAIsEDKa
N6.0-7.0THBT7 I /BHIEITONDE, ) LELEFHSHEEZETEZT7I/
e LTIE. EXAFIURFEICAIRI NS,
HAEHOINZEHAEEEOFE LT, SV LEAEERS A TS
MFEICEITONS, VY LIEATRMBES A 77 ) OERFERIL/MDA
ENEEHAGDINS, AFEAOKREL—EBRTIE. REOMETHRE
INEY. BEESEBEPVI/FUVEEL COARRAFEA LR LAE M &
£E. HOREERED VBBAEOMEBGF 2L EICBEINRES
ATZ)D. SUSLEARBRESA T35 ELTHEICERINGS,
T, AEBAOIREG—RERTIE. AIEEE BERIC. 7/ LDNAICE T BV
BT PEEBEINMEEEMNRVELRTOCREI AN, BLEARIODIRNY Y
FEOD— KT BENEECERA)TXILAF Ry NTEBRINEZEK
SATIVEFR, SUVLCAZBEES M TS & LTHFRICERING
%, ZDipa. EHOCIRIDEGFEIIDOSHKRENEHERINSE N5, CDR
3DEMINDAH BT HIEHFLABRTH D, MEBED FOUEEEICH
WTT7I/BOSEEA4HETEEIR, MERBRESSTORAEICER LA
BEO7I/BEREICSHEEAFLE2ETHS, REIKEBHLEZMNEES I
. MERBEDTORE., BET7 VoYY T, BLWELEETIVEINE
BICHEDTWT, REICEHATEE., MO/FEHRERE OB ATEE & ¥l
INDZUBOZEEWVWID, —BRIICIZTZDOCRTH S, FFELLIK, REIC
BEHLAEIE. InsightllFOY S 4L (Accelrys) D&HRAVEa—4T
O3 L5AWT. MEBEDTFOIRTETIVALDEEZEF> TREI N
%, RAWKEL LEMER., YRMOBFTRXHMOT7ILTY XL (FlZIE. Lee
B L URichards (J. Mol. Biol. (1971) 55, 379-400) . Connolly (J. Appl
. Cryst. (1983) 16, 548-558) ) A#{FRA L TREINED, REILELH L
NEDREIK. VRN IEETFT)VJICBELEY 7 N2 7ELTTHREANS
BONDI=RTEEBREFE>TITONES, COLDBENDOEOHICFIA
TEDBY I b0z T7ELT, SYBYLEKREDFEY 2 -V 7oz 7 (Trip
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[0153]

[0154]

[0155]

os Associates) MUFEICEIFON D, —MAIC. FRHFFELLE, 7TV
AL L= —DANYTAXNSIA =9 ERBEETDHHER. FEICBWT
fEhbha70-70 Y4 X B¥EENLAF T2 MO-LLUTICRES R
B, IHIC. N=VYFNAVEL—-SBOVI MV T72ERLAEREICE
HUEEES LT POREZED. Pacios (Comput. Chem. (1994) 18 (4)
, 377-386B L UMJ. Mol. Model. (1995) 1, 46-53) (CEEHHINTW5B,

I LI, AFEPOIRER—EBERTIE. BEADY Y/ EKARONMMAKER
FHOLEBERIN, ZOLNA=K)—IINA PR E2EFRWRAENTH D F
1A —TBIDNSRDFTA—TS34T3VEF . SUVFLCTRBEES AT
SELTHEHICHBEICERINGES (Gejima (Human Antibodies (2002) 1
1,121-129) B & rCardoso s> (Scand. J. Immunol. (2000) 51, 337-344) )

T, BICPHEEMEIBORETICH TS5 MreRFEFEZIERIE 58
D7 I/ BAEEMAIEDEDLENTES, LYEFEBICIE, FIZIE, pH
BB ORETICHITHE MFeRNIEEERZIBRI T HHICAVSN DN
ZE LTI, IgGHADEUF VN v T TREINDA28( DMet % LeulCEHE L
. A34AGIDAsnESericBH# Y B 5% (Nat Biotechnol, 2010 28:157-159.) .
434RT DAsn&AlalcBHE S 553k (Drug Metab Dispos. 2010 Apr:38(4):600-
5.) . 252(iLDMetZTyriZEH L. 25461 MDSer&ThrilEHR L. 256D Thr %G
luiCE# 9 5 5% (J Biol Chem, 2006, 281:23514-23524) . 250 (DThr %G
INICEBH#E L., 428QIDMetZ=Leull B2 S 5 45% (J Immunol. 2006, 176(1):34
6-56) . 434RIMDAsnAEHisICE#R G 5 5% (Clinical Pharmacology & Therape
utics (2011) 89(2):283-290.), 725 TFICW02010106180, W02010045193, W02
009058492, W02008022152, W02006050166, W02006053301, W02006031370, W
02005123780, W02005047327, W02005037867, W02004035752, W020020609197%
ERLBWTREINDILOIVRELEAVWD I EILE > THERBELITRETH S
EEZBND,

Fle, EE. b MeCDMAICHE LT, pHEBMEIS D RETICEWT E Mo
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[0156]

[0157]

[0158]

RICH T 2#EEEMEIER L., NRRFEMEEE LI TSI, BUF VN
)V T TRINDAAMLDAsnZHISICER L 2fEa 748, Vo< FEF (Rh
eumatiod factor, RF) W L THEET B ENHEIN/(Clin Pharmacol
Ther. 2011 Feb;89(2):283-90), Z Dkl MIgG1DFctRIEEZB LTV
D, FeRNICH T BIEAERALICAIE T 434 DAsnEHisICBRT D &IC& Y
. TOEBEBREMERFBTD )V FRFIMEET DI ENTINTVWS,

D@ Y . pHERMEIR D RETICH W T E MFeRnICH T 2 A5 % 1854
TEEODDHEE LT, HRABEONREINTWVWED., ThbDBE%Fc
SR DA DFCRNIFEEERAICEAT DT &L > T, YEKEMEREHT D) D
YFRFICNT 2EEMHEIERLTLE D ARENENH S,

LU S, FetBIMDHEERAIIC. FeRNIIH T 2EEEMHAETIES
e, VT TFRFICHT 2EE8FHEOAEZRTIEIREEZEAT S
ZEILEY, VIR TFRERFICHT 2REEM LR T ICHHBIESORETICS
(75 E FFRNICH T 2 REM A BRI B A MRERE S F2FRTZZ &N
ABETH D,

EFDLDBR. UITFRFICNT 2EEFHZEBTIEZ2HEE LTE E
UF v\ v JIC & > TR I N B248-257, 305-314, 342-352, 380-386, 388,
414-421, 423, 425-437, 439, 4M1-BAARIADHRENFBWVSN D, FFELL
I&, 387, 422, 424, 426, 433, 436, 438, MAADHEIFELLAVS
No, BICFEL I, 42200 DValEGluE =13 Ser BT B0, 42401 D
Ser&ZArgiC BT BTNE., 433 MDHisHEAspliC BT HNE. 436D Tyr%Th
INBIRT ZWE. 4B DGInEFArgE /o lELysICEBIR T HUE. 440 DSer %
GluF /= IZAspICBI T 2RENAVLN S, ThHOHEIF. BHETHAWS
NTHRWL., BEREMZHEAEDOETHVWTERL,

HBWIE, VIOTTFRFICNT HBEFUEZBETIESLHIC, BB
ICNEUESE DT INECAI A EBA L TH RV, EAMICIE. NEUESHAMERS & L
TAsn-Xxx-Ser/Thr (Xxx|dProZfR<EBRDOT7 I /B) NHSNTWBEN, &
DEEF A FCRBE D LI AICEAT 5 2 &Ik UNBIESH A (TS &, NEUKE
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[0159]

[0160]

[0161]

HOIMAFEEICL > TRFEDIEEZRET S ENATRERTH S5, NEUNEHZ
M 27H0BREE LT, FELLIE 2480 DLysEAsnICEBRT 2HE. 42
AL DSer ZAsnICBIR Y ZTME. 436D Tyr & AsniCE#E L438AIDGLn% Thril
By 50E. 43BMUDGInZAsnICERT Z2WEN’AVLND, FICHFHLL
i&. 424G DSer ZAsniICEBH T 2WENBVOLN D,

AREADOFBRBREFRZZURIRTF ROFE L WIIE LT, Ig6ED
EDIDRBRLCEE T DDRELTWS 2 DDFcEIBREANZENDRY AR
TFREZBFBIENTES, ilre LTIiAEEZAVWEIHE. TOERME
HOBBILREINT, 1961, Ig62, Ig63, IgG4REDT AV HA T (Y7
I52R) DIGZEAWVWD I ENTRTH D, AFEADIGHEIE, FELLCIE
b hIgGTHY., ILHICHFFLLIEE MgGl, & MgedThY. b Mg R
b MgGADEHEREBEDT I / BRI/ TH S, £ MG EERE &
LTlE. EEFZRICLZ2EHO 704 1 JE 5 HSequences of proteins o
f immunological interest, NIH Publication No.91-3242ICE8&HINTWD
B AEBICBEVTRZOVWTITH> TEHERLW,

AEBICBWTT I /BOBE LI, B RI& A0, #AHZWILE
fFiowIThd. XIEZENS5OHMAEDLEEREKT 5, AFRBICSEWTIE. 7
S/BOBRERTI/BOZEEEWVEZ DI ENTETHY. BUEKRT
FERIND,

TI/BEREEEZERTSIFAICE. BIOT I/ BEEICBH®RYTSIET.
BIZIERD (@) ~C)DEDBRICODVWTHET S E2BHNET 5,

(a) P— FEE, BLLIF. GEABEDHEBICEITEIRYRTFROEE
BiE ;
(b) FAEBLLICH T B EBRE L < IFBRKMEE, i
(c) AIHOKREX,
T/ BEER—BROUEOREICEIWTIUATOVIL—FICoEIND

(1) EEKME: /04>, met, ala, val, leu, ile:



WO 2014/163101 86 PCT/JP2014/059706

[0162]

[0163]

[0164]

(2) WK : cys. ser. thr. asn. gln;
(3) B&M : asp. glu;

(4) 1|EM : his, lys, arg;

(5) SHOBEAICHET DHE : gly. pro; R
(6) BEWKM : trp. tyr. phe,

INHLDETIN—THTOT I/ BEREOERRREFNERETIEN, —
B, TN —TERLTO7 I/ BEEOERRIFFRENER S FIEN S,
AFERBICHITDEHRIE. RENEBRTH>TH LK, FRENERTH-T
L FERFHEREFRENBROHEEGE TH>TH LU,

7 X/ BRIOREIE. BoFICSVWTANMOBLOAERICLYARI N
%, INHDAZEICKE. ROEDICREI NS DT TIEAWA, BMIREN
ZTEZFEEER (Hashimoto-Gotoh, T, Mizuno, T, Ogasahara, Y, and Nakagawa
, M. (1995) An oligodeoxyribonucleotide-directed dual amber method fo
r site-directed mutagenesis. Gene 152, 271-275, Zoller, MJ, and Smith
, M. (1983) Oligonucleotide-directed mutagenesis of DNA fragments clon
ed into M13 vectors.Methods Enzymol. 100, 468-500. Kramer,W, Drutsa,V
, Jansen, HW, Kramer,B, Pflugfelder,M, and Fritz, HJ(1984) The gapped d
uplex DNA approach to oligonucleotide-directed mutation construction,.

Nucleic Acids Res. 12, 9441-9456, Kramer W, and Fritz HJ(1987) Oligo
nuc leotide-directed construction of mutations via gapped duplex DNA M
ethods. Enzymol. 154, 350-367. Kunkel, TA(1985) Rapid and efficient si
te-specific mutagenesis without phenotypic selection.Proc Natl Acad S
ci US A 82, 488-492) . PCREEZE, htv NEEEXFOHEICLIYITD
ENTES,

AFEBOT I /BOBRICIE. BREEHIZINS, BENGEERRE
fie LT, WEONMHDIWIERBERTIENTED, L&A BIE
5 : 3UCEREDT I /BB SR B I EBEFICEWNT, EUF /Y Y
TD91EBDT X/ BERIEL, BETEHINLEDTHDIENTES,
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[0165]

[0166]

[0167]

[0168]

[0169]

[0170]

BEINZREHEHBEERESI NGV, —RHIC, ERMETRIEINSHE
. ERBEEICERBHZET, LK >T. UTOLD RMBETRIRI
DiEE, BE. AOOOREETEBHINS,

- IHELEIM) DI iR EE AR

AT I — R 2INAEZUHRREANT ¥ — CTHEGR S W B~

IR L ARBMRICIE. BRCEMMRSSEND, o & X IECHOMER
PHEK293HIARE IE. A% O— R 2DNAE SRRV Y —TCHEERT S
O DRRNLEMHMETH S, A, AZMEICHEHESHIMEVEDOER
HPOEERZICEEND, EBREN/EHTBHEI N TVRWTEIE, T
FE 11— R 2EGFEABELEDERMBETRIEI T TRLIIENTE
oy

Y EEMICIK, BIZIEFCBEDREHEICS PIVBENMM LD TH> T
H LU (MAbs, 2010 Sep-Oct;2(5):519-27.) .

I 5. AFEBREEROVWTNNIGEEDOFRIFRERFRESUMAEEIRMH
¥ %,

AFERICHITZ HE] WO RER. RELEVWEKRTHEAIN. LD
EMFEREEERTRY.,. B/ 70—F Ik (2RE/ 70— FIL k%
20) « RU7O0-F Ik, mAGEERK kR, ZEEETK (BE
BHEMETREK) BIAE ZEEERGE (CEREMRE) ) . FASHK,

b Mo E, MRttt aEng,

AFEPOHEIE, MROEE. MAOHKLAEEREINT,. WHRZH
FETHLV, MEOHEEKE LTE FIREINLQWS, B Mk, 92X
k. Sy Mk, DY FRGEQREEZESFLENTES,

MAZERTIAERFERZICLSAMONATWSED, fIAEE/ 70 —F
IWIEDIBEE/N 7)) R—<i% (Kohler and Milstein, Nature 256:495 (19
75)) . M A HE CKERFEFSE4S, 816,5678) ICLYEELTH LWV, Fi
77U SA TS BB TH LW (Clackson et al., Nature

352:624-628 (1991) ; Marks et al., J.Mol.Biol. 222:581-597 (1991))
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[0171]

[0172]

[0173]

[0174]

[0175]

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%
xE LT, =& Z1E0ver lap Extension PCRAANAITH 5,

3 DMCDRE 4 DDFRAERE I N AR EHRIEEZ I— K9 2DNAE & M7
FEHEMEEHE I—RTEINAEEA VI L —LTHRET DL IICKRRERI Y —
RICHAT S EICE> T, £ MERGFERIRBRI Y —DERTE 5, i
AANY Y —%EBEICEAL THIEZ B 28I L%IC, SR liE%
EEL, Sk MUAEI—RT2NAERIRIEBEBZEICE> T, &%k M
AN RESMBEOEBYPICEEINDS (FMNKFEFAREP 239400, ERA
BEW01996/0025765:88)

HEICH L. BERE MUEDOCORASE L REFH S ETMRT 5 £ D IC
FRO7 X /BBEEABMTZIEHTED, L&A T ZRDE RFRA
DBIEICHWEPCREAZISA LT, FRIC7Z XV BBEIIDEEZEAT S &N
TZ %,

E MNAREBEGETFORTOLIRA—N)—52BTD STy V& (
EIRE/ABEW01993/012227, W01992/003918, W01994/002602, W01994,/025585, W
01996/034096, W01996/033735%R) = REEWE L. DNAREICL YRTED
b MRAFELIERBINE D,

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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[0176]

[0177]

[0178]

[0179]

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%

B’ .

AFEPOMGEEEBRT 2TEBEIE. FREONRERH T 20EEATH
5 ENHES,

ABEHMZICSVTRRIIBIREINT., COLIBRAETHELL, R
OFlE LTI, BlzE. VAYR (WA hAA Y. TEHAVRE) . 88
. ER. WCIRE, 2MemR. ®E/n7) vsivREs/o7) vE—
BICSOREESAIIFEICEITOSND,

A MOV OFE LT, 19 —0O04F>1~18, J0=—FHE
F (G-CSF, M-CSF, GM-CSF#&¢¥) ., 4«v4#—7zxzav (I FN
—a, | FN-B, I FN-v, &&) [ fi&REAF (EGF, FGF, I GF,
NGF, PDGF, TGF, HGF#&¢Y) . EBEREF (TNF-a, TN
F-8) . YYAKRbF>y, TYRORIFY, LFFY, SCF, TPO,
MCAF, BMPZZE{F3ZE&NTZE S,

FTEAAVDFHELTIE, CCL1I~CCL28AEDCCHEHAAY
CXCL1~CXCL17REDCXCHEAMY, XCL1~XCL2#A
EDCHEAAY, CXICLI1BREDCXICHEAA VEZEIFRZIEN
TZ %,

SEHEOHE LTE. flAE. ENRFEEHRT77I)— Y14 bAHAY
SEEI7IYV— FOYUFF—ERSREFTIFI)— VYV ALS
—oFF—ERIRGETI I - INFZEHKT 73— GFUNIEHE

7IU— CPI7VAH—BZRAET7I)—. FOYVYEKRATT7H
o773 )— BERFI773I)—, RLEVERGFI 73—
BI7I)—ICBT2RRMEAEEBFRIENTESE, TN

K4

o
X
03
_H_
\l

i

TSR
e
ES

m m

4
S
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[0180]

[0181]

REARTT7FIV-ICETERER. RUTORFEBICEL T, 8O THER.
5]z t£. Cooke BA., King RJB., van der Molen HJ. ed. New Comprehesive
Biochemistry Vol.18B "Hormones and their Actions Part II” pp.1-46 (19
88) Elsevier Science Publishers BV.., Patthy (Cell (1990) 61 (1), 13-1
4) . Ullrichs (Cell (1990) 61 (2), 203-212) . Massague (ellidx77F 2
— k- T7oEY MEEMMIL)  (Cell (1992) 69 (6), 1067-1070) . Miyaj i
ma’ (Annu. Rev, Immunol. (1992) 10, 295-331) . Taga® (FASEB J. (199
2) 6, 3387-3396) . Fantl® (Annu. Rev. Biochem, (1993), 62, 453-481)
. Smiths (Cell (1994) 76 (6) 959-962) . Flower DR, (Biochim. Biophys
. Acta (1999) 1422 (3) 207-234) FHICEEHINTW3,
EREEGFT7FI) IR 2EAMEZTERELTE, HIZE B X
<o RTY ZAORIF> (EPO) SH{K (Blood (1990) 76 (1), 31-35, Ce
LL (1989) 57 (2), 277-285) . b bXEE~¥ D Ak O=-—RIEMEF (G-
CSF) =J{{E& (Proc. Natl. Acad. Sci. USA. (1990) 87 (22), 8702-8706, m
G-CSFR, Cell (1990) 61 (2), 341-350) . E hXWE~<¥T R hOVHRRSIF
> (TPO) Z®/{E (Proc Natl Acad Sci U S A. (1992) 89 (12), 5640-5644
. EMBO J. (1993) 12(7), 2645-53) . E hXET VXA VR ) v EZEE (Na
ture (1985) 313 (6005), 756-761) . & MXIE~¥ T AFLt-3) AV RERAE
(Proc. Natl. Acad. Sci. USA. (1994) 91 (2), 459-463) . E hXIlE< ™
2 M/NHREBFEIEFERF (PDGF) SA/{k (Proc. Natl. Acad. Sci. USA. (1988
) 85 (10) 3435-3439) . E hXIEYTVRA V4 —7xzaOY (IFN) ~a, B%
Fik (Cell (1990) 60 (2), 225-234. KTrCell (1994) 77 (3), 391-400) .
ErRET IRV TFUERE, EMRBYVAERFIVEY (H) 228G
ENRETOZ4vy—Oq %Y (IL) -102EE. EMETIRL VR
) URIBERTF (IGF) -ISEMAF. b XYY 28 0mEIHEEF (LIF) %
BF, B MXIEY D0 ZERBERREBREF (ONTF) SEGSFHIFEICHIRS
ns,

ENMRISEEOBMECICH > TRRTZ2RRTHY ., BERFELENRED
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[0182]

[0183]

[0184]

MiEhsd, X, #ENEE LABRICHEREY Y VAN IESFLICRNSE
BRAFEHDENERE THY . EBREHENEEEMEN S, BREOHIE L TIE.
BZIE, LROZFEEE LTCWPIZ7 Y H—BSRET7I) —ILBT 2R
EHIHETHDEDODHODEICEWTRIZL TWABGPC3 (Int J Cancer. (2003)
103 (4), 455-65) | fifE%AH & T HEMDETHIZT HEpCAM (Proc Natl
Acad Sci U S A. (1989) 86 (1), 27-31) . CA19-9, CA15-3, ') 77 JLSSEA
-1 (SLX) EN’MFEICEITFO NS,

MHCHT/E I&. EICMHC class IHE EMHC class IIHEICOEEX 4. MHC cla
ss IHRICIL, HLA-A, -B, -C. -E. -F, -G, -HA"&F ., MHC class IIHR
ICI&. HLA-DR, -DQ. -DPASEZEh 3,

SbFTEICIE. CD1, CD2, CD4, CD5, CD6, CD7, CD8, CD1@, CD1la, CD11b
. CD11c, CD13, CD14, CD15s, CD16, CD18, CD19, CD20, CD21, CD23, CD25
. CD28, CD29, CD30, CD32, CD33, CD34, CD35, CD38, CD40, CD4la, CD41b
. CD42a, CD42b, CD43, CD44, (D45, CD45R0, CD48, CD49a, CD49b, CD49c,
CD49d, CD49e, CD49f, CD51, CD54, CD55, CD56, CD57, CD58, CD61, CD62E
. CD62L, CD62P, CD64, CD69, CD71. CD73, CD95, CD102, CD106, CD122, CD
126, COWI30L S ENE D,

"EI/OTY) VITIEIgA, IgM, IgD, IgG, IgEAEFN D, F-AREESRA
BORCEERE/IOT) VOVWTNDIDORDE ST,

ZTOMOIMEE LTIETERD &L D Q9F 5 17-IA, 4-1BB, 4Dc. 6-4 ~-PGF
la, 8-4 Y-PGF2a, 8-#FV-dG, Al 7F ./ < V&4, A33, ACE, ACE-2,
TVOFEY, PUOFEVA POFEVA, PUOFEVB, FUOFEVC FU
FEVRIA, 74U FEURIA ALK-2, 74U FERIB ALK-4, 7 U F E VRIIA,
7% F E RIIB, ADAM, ADAM10. ADAM12, ADAM15, ADAM17/TACE. ADAMS, ADA
M9, ADAMTS, ADAMTS4, ADAMTS5, 77 KL > >, aFGF, ALCAM, ALK, ALK-1, AL
K-7. ZIW 2 7-1-FVF N N) TV, P77V R=4-17VH TR h
. ANG, Ang. APAF-1. APE. APJ. APP, APRIL, AR, ARC. ART, 7IF3I v,
$1ld, ASPARTIC, [DOEMF MY VU ALRIREF. av/b34 > F 71 >, Axl, b2M
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. B7-1. B7-2, B7-H. B-') > /\EkRIBEF (BlyS) . BACE. BACE-1. Bad, BA
FF. BAFF-R. Bag-1. BAK, Bax. BCA-1., BCAM, Bcl. BCMA, BDNF, b-ECGF, bF
GF. BID, Bik., BIM, BLC, BL-CAM, BLK. BMP, BMP-2 BMP-2a, BMP-3 # Z 5
# 4 => (Osteogenin) . BMP-4 BMP-2b, BMP-5, BMP-6 Vgr-1, BMP-7 (OP-1
) . BMP-8 (BMP-8a, OP-2) . BMPR, BMPR-IA (ALK-3) . BMPR-IB (ALK-6) .
BRK-2. RPK-1. BMPR-II (BRK-3) . BMP. b-NGF, BOK, Ry~ >, St
#RRERF. BPDE., BPDE-DNA, BTC. #AETF3 (C3) . C3a, C4, C5, Cha, C
10, CA125, CAD-8, AP h=>, cAWP, ZRERMEIIR (CEA) . EEERIR
ATFTVUA AT TV B AF TP UC/DPPL, AT TSI UD AT TV
E. B 7Y VH AT T VL AT TP V00 AT TP VS, AF TP UV,
A5 TS vX/7/P, CBL, CCI, CCK2, CCL, CCL1, CCL11, CCL12, CCL13, CCLT
4, CCL15, CCL16, CCL17, CCL18, CCL19, CCL2, CCL20, CCL21, CCL22, CCL2
3. CCL24, CCL25, CCL26, CCL27, CCL28, CCL3, CCL4, CCL5, CCL6, CCL7, C
CL8, CCL9/10, CCR, CCR1, CCR10, CCR10, CCR2, CCR3, CCR4, CCR5, CCR6,
CCR7. CCR8, CCR9, CD1, CD2, CD3, CD3E, CD4, CD5, CD6, CD7, CD8, CD10
. CD11a, CD11b, CD11c, CD13, CD14, CD15, CD16, CD18, CD19, CD20. CD21
. CD22, CD23, CD25, CD27L, CD28, CD29, CD30, CD30L, CD32, CD33 (p674
v /84 &) . (D34, (D38, CD40, CDAOL, CD44, CD45, CD46, CD49a, CD52, C
D54, (D55, CD56, CD61, CD64, CD66e, CD74, CD80 (B7-1) . CD89, CD95, C
D123, CD137, CD138, CD140a, CD146, CD147, CD148, CD152, CD164, CEACAM
5, CFTR, cGMP, CINC, RV ) XZXAEER. 7/ ¥ 1EER. CKb8-1, CLC
. CMV, CMV UL, CNTF, CNTN-1, COX. C-Ret. CRG-2, CT-1. CTACK. CTGF. CT
LA-4, CX3CL1. CX3CR1, CXCL. CXCL1, CXCL2, CXCL3., CXCL4, CXCL5, CXCL6
. CXCL7, CXCL8, CXCL9, CXCL10, CXCL11, CXCL12, CXCL13, CXCL14, CXCL15
. CXCL16, CXCR, CXCR1, CXCR2, CXCR3, CXCR4, CXCR5, CXCR6, #4 k43S
F v BEERSEHTE. DAN, DCC. DcR3. DC-SIGN, #i{A&|#IEF (Decay accele
rating factor) . des (1-3) -IGF-I (B¥IGF-1) . Dhh, < T %< > . DNAM-1
. Dnase, Dpp. DPPIV/CD26, Dtk, ECAD, EDA, EDA-A1, EDA-A2, EDAR, EGF,
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EGFR (ErbB-1) . EMA, EMMPRIN, ENA, TV Rt Y VEREK, TV 77 )T
—+, eNOS, Eot, TA4 ¥ 1, EpCAM, T ') »B2/EphB4, EPO, ERCC. E
~ZLIFV, ET-1, D794 —1la, 7794 —VIL, 7794 —VIllc, 7

7745 —IX, fRHESMREMIES /808 (FAP) | Fas, FcRI. FEN-1, 7 x
\) F>. FGF, FGF-19, FGF-2, FGF3., FGF-8., FGFR, FGFR-3, 7«1 7). FL
. FLIP, Flt-3, Flt-4, JRRERIBKRILEY. 7599 HAA >, FID1, FID2
. FID3, FZD4, FZD5, FZD6, FZD7, FZD8, FZD9, FZD10, G250, Gas6, GCP-2
. GCSF. GD2, GD3, GDF, GDF-1, GDF-3 (Vgr-2) . GDF-5 (BMP-14, CDMP-1)

. GDF-6 (BMP-13, CDMP-2) . GDF-7 (BMP-12, CDMP-3) . GDF-8 (X 4R #% F
>) . GDF-9, GDF-15 (MIC-1) . GDNF. GDNF., GFAP. GFRa-1., GFR-7JL 7 71
. GFR-7J 7 72, GFR-7JL 7 73, GITR, I AT, Glutd, $ESY IRV E
IIb/IIIa (GPIIb/IIIa) . GM-CSF, gp130. gp72, GRO. LRI EVHHE
F. NTFTv (NP-capFE /= |ENIP-cap) . HB-EGF, HCC, HCMV gBT>~pO—7
WY IO E HIN gHT o RO—7H#E4 /8 &, HIW UL, EM&RETF
(HGF) . Hep B gp120, ~/8X5+—+7, Her2, Her2/neu (ErbB-2) . Her3 (E
rbB-3) . Herd (ErbB-4) . BAfIANIRZ I A IR (HSV) oB¥ESY /XU HE,

HSV gD#E4 /XU E. HGFA, S FEEEERETE (HMW-MAA) | HIV gpl2
0. HIV IIIB gp 120 V3/)L— . HLA. HLA-DR, HM1.24, HMFG PEM, HRG. Hrk
EMNDEZAIY. BENFARMXAOTAILR (HOW) | B MRRBILE

> (HGH) . HVEM, I-309, IAP, ICAM, ICAM-1, ICAM-3, ICE. ICOS, IFNg, I
9. IgAZ Ak, IgE. IGF, IGFfEA 4 /84 &, IGF-1R, IGFBP, IGF-I, IGF-
IT, IL, IL-1, IL-1R, IL-2, IL-2R, IL-4, IL-4R, IL-5, IL-5R, IL-6, IL-
6R. IL-8, IL-9, IL-10, IL-12, IL-13, IL-15, IL-18, IL-18R, IL-23, 4

v —7zxzOv (INF) =777, INF-R—%_  INF-Hv<, 1 VEEY, |
NOS, 4 VR VASH., 41 VR UBEH. 41 VR UIBERFI. 175

YTIWNT T AVTFI)VUTINI P AVTFITIVVYTINIT A AT TY

—

VTFINT A/ R=FN, A VFTY)TIINIT 74/ R=8T, A VFT )T
7

75 (PIWIT7V) . AVFTYUTIIT 75/ R=81, A VFF)VVTFILT
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75/ R=83, AVFTVITFINIT 76, AVTT)VIR=FI AVFTT)>
R—F2 Avd—7zOvHv=, IP-10, I-TAC, JE. AU T LA V2 #
DoLAVS AYVOLAV6, AU LAVI AV LA120 AT L
A4, AV LA AV LA, AVILAVL2 AU LA UL
3. AU LA LA KC KDR, 5 F /44 MEBERF (KGF) . 53I=5
. LAMP, LAP, LAP (TGF-1) . E&7EMITGF-1, S&7EMITGF-1 bpl. LBP, LDGF, L
ECT2, L7514, LM ZA—YHIR. L1 X —YEERR. LFA-1, LFA-3, Lfo,
LIF, LIGHT, YR#& >/ &, LIX, LKN, Lptn, L-zL ZF >, LT-a, LT-b
. LTB4, LTBP-1, fiixkmE. BAEKKRILEY., VVKRMNFI IUR—SZHIE
. Mac-1, MAdCAM, MAG, MAP2, MARC. MCAM, MCAM, MCK-2, MCP. M-CSF. MDC
. Mer. METALLOPROTEASES, MGDF=:ZS{A. MGMT. MHC (HLA-DR) . MIF, MIG, M
IP. MIP-1-7JL7 7. MK, MMACT., MMP. MMP-1. MMP-10. MMP-11. MMP-12, MM
P-13. MMP-14, MMP-15_ MMP-2, MMP-24, MMP-3, MMP-7. MMP-8, MMP-9, MPIF
. Mpo. MSK. MSP. A F> (Mucl) . MUCI8., X aS5—EHHI¥E. Mug. MuSK
. NAIP, NAP, NCAD, N-C7 K1), NCA 90, NCAM, NCAM, xS 4>V
. Za—AabkAazav-30 4 FhE6, Za—-Lv) v, wERERF (N
GF) . NGFR, NGF—~—4_ nNOS, NO. NOS. Npn. NRG-3. NT. NTN, OB, OGGI
. OPG, OPN, OSM, OX40L, OX40R, p150, p95. PADPr. BIFIRERKRILE >, PA
RC. PARP, PBR. PBSF. PCAD, P-4 K1) > PCNA. PDGF, PDGF, PDK-1. PEC
AM, PEM, PF4, PGE. PGF, PGI2, PGJ2, PIN, PLA2, BaS@M7IAHYVKZ T 7
4 —+ (PLAP) . PLGF, PLP, PP14, FO4A VA >, 7OLSFT Y, 7O
T4 G, PS, PSA, PSCA, RIMZRRFFEMIFEHTE (PSMA) . PTEN, PTHrp, Ptk
. PTN, R51, RANK, RANKL, RANTES, RANTES, L S*F< UAfH, L S>F vBEH
. bzy, BIRESEZEKET IR (RSV) F, RSV Fgp, Ret, ) ovA REF
. RLIP76. RPA2, RSK. S100, SCF/KL. SDF-1, SERINE, m&E7JL 7 3. sFR
P-3. Shh, SIGIRR, SK-1, SLAM, SLPI., SMAC. SMDF, SMOH, SOD. SPARC. Sta
t. STEAP, STEAP-II, TACE, TACI, TAG-72 (fEERE&E#ES /8o E—-72) . T
ARC. TCA-3, THiREZ®EMHA (BIZA . THRZSEA®T7ZIL I 7/RX—4%) [ TdT. T
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ECK. TEM1, TEM5, TEM7. TEM8, TERT. SEXPLAPET I AU KR T 74—+,
TfR. TGF, TGF-7J)L 7 7. TGF-_—4% _  TGF-R—4 Pan Specific, TGF-~R—
SRI (ALK-5) . TGF-~R—4#RII, TGF-~R—#RIIb, TGF-~_—4RIII, TGF-~
— &1, TGF-R—=4%42, TGF-R—%43, TGF-R—%4, TGF-R—45 tAOvEY
. MORRCK-1, FORERRIEAILE Y, Tie, TIMP, TIQ, #H#KEF. TMEFF2, Tmp
o. TMPRSS2, TNF, TNF-7JIL 7 7, TNF-FPJL T 7 R—%, TNF-R—%2, TNFc
. TNF-RI. TNF-RII., TNFRSF10A (TRAIL R1 Apo-2. DR4) . TNFRSF10B (TRAIL
R2 DR5, KILLER., TRICK-2A. TRICK-B) . TNFRSF10C (TRAIL R3 DcR1, LIT,
TRID) . TNFRSF10D (TRAIL R4 DcR2. TRUNDD) . TNFRSF11A (RANK ODF R. TR
ANCE R) . TNFRSF11B (OPG OCIF, TR1) . TNFRSF12 (TWEAK R FN14) . TNFRS
F13B (TACI) . TNFRSF13C (BAFF R) . TNFRSF14 (HVEM ATAR. HveA, LIGHT R
. TR2) . TNFRSF16 (NGFR p75NTR) . TNFRSF17 (BCMA) . TNFRSF18 (GITR AI
TR) . TNFRSF19 (TROY TAJ. TRADE) . TNFRSF19L (RELT) . TNFRSF1A (TNF R
I CD120a, p55-60) . TNFRSF1B (TNF RII CD120b, p75-80) . TNFRSF26 (TNF
RH3) . TNFRSF3 (LTbR TNF RIII, TNFC R) . TNFRSF4 (0X40 ACT35, TXGP1 R
) . TNFRSF5 (CD40 p50) . TNFRSF6 (Fas Apo-1. APT1. CD95) . TNFRSF6B (
DcR3 M68, TR6) . TNFRSF7 (CD27) . TNFRSF8 (CD30) . TNFRSF9 (4-1BB CD1
37. ILA) . TNFRSF21 (DR6) . TNFRSF22 (DcTRAIL R2 TNFRH2) . TNFRST23 (
DcTRAIL R1 TNFRH1) . TNFRSF25 (DR3 Apo-3. LARD, TR-3. TRAMP, WSL-1)
. TNFSF10 (TRAIL Apo-2') A K. TL2) . TNFSF11 (TRANCE/RANK') > K 0
DF, OPG!) > R) . TNFSF12 (TWEAK Apo-3') H> K. DR3Y H> K) . TNFSF
13 (APRIL TALL2) . TNFSF13B (BAFF BLYS. TALL1, THANK, TNFSF20) . TNFS
F14 (LIGHT HVEM!) H > R, LTg) . TNFSF15 (TL1A/VEGI) . TNFSF18 (GITRY)
A R AITRY A K. TL6) . TNFSF1A (TNF-a %% F> (Conectin) . DI
F. TNFSF2) . TNFSF1B (TNF-b LTa, TNFSF1) . TNFSF3 (LTb TNFC, p33) . T
NFSF4 (0X40' > K gp34, TXGP1) . TNFSF5 (CD40') /i K CD154, gp39.
HIGMT, IMD3, TRAP) . TNFSF6 (Fas') H> K Apo-11) A K, APTIYHV K
) . TNFSF7 (CD27') /7> K CD70) . TNFSF8 (CD30') /> K CD153) . TNFSF9
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(4-1BBY) > K CD137Y) /> K) . TP-1, t-PA, Tpo. TRAIL, TRAIL R, TRA
IL-R1, TRAIL-R2, TRANCE, SR 7 x')ZEIK, TRF, Trk, TROP-2, TS
G, TSLP, FE/EREEH/RCAI25, FEEREEMRAIIRILA XYBEERAKILH, THEA
K. TXB2, Ung. uPAR, uPAR-1, — O+ —+. VCAM, VCAM-1, VECAD, VE-Cad
herin, VE-cadherin-2, VEFGR-1 (flt-1) . VEGF, VEGFR, VEGFR-3 (flt-4)
. VEGI, VIM, 71 JLRIE. VLA, VLA-1, VLA-4, VNRA VU F 5 YV, T3V

- T4 LTS5y REF, WIF-1, WNT1, WNT2, WNT2B 713, WNT3, WNT3A, WNT4
. WNTH5A, WNT5B, WNT6, WNT7A, WNT7B, WNT8BA, WNT8B, WNTOA, WNTOA, WNTOB
. WNT10A, WNT10B, WNT11, WNT16, XCL1, XCL2, XCR1, XCR1, XEDAR, XIAP,
XPD, HMGB1, IgA, AB. CD81, CD97, CD98, DDR1, DKK1, EREG, Hsp90, IL-1
7/IL-17R, IL-20/IL-20R, BB{bLDL, PCSK9, prekallikrein , RON, TMEM16F
. SOD1, Chromogranin A, Chromogranin B, tau, VAP, B9FF=_/—4
. IL-31, IL-31R, Navl,1, Navl,2, Navl.3, Navl.4, Navl.5, Navl.6, Navl
.7, Nav1,8, Nav1,9, EPCR, C1, Clq, Clr, Cl1s, C2, C2a, C2b, C3, C3a, C
3b, C4, C4a, C4b, C5, Cba, Cbb, C6, C7, C8, C9, factor B, factor D, f
actor H, properdin, sclerostin, fibrinogen, fibrin, prothrombin, thro
mbin, #EMEF, factor V, factor Va, factor VII, factor VIIa, factor
VIII, factor VIIIa, factor IX, factor IXa, factor X, factor Xa, facto
r XI, factor XIa, factor XII, factor XIIa, factor XIII, factor XIIIa,
TFPI, antithrombin III, EPCR, hAYVHREFT 2 >, TAPI, tPA, plasmin
ogen, plasmin, PAI-1, PAI-2, GPC3. Syndecan-1, Syndecan-2, Syndecan-3
. Syndecan-4, LPA, SIPRLTMIKRILE Y BLVHRREFOLDDERMEN
BRI niEs

AR EEBNT 57 X/ BESIZ. TONMRBEEEIMEINDRY
VN FERBEROT7 I/ BEEOUENFEIND, IREEHO 7 I /B
NEWET 2HE. BEINDITMUPHEIND T I /BOBIIKICRES
hiaw, FIZIE, CREBL UV FLIFFRICEET S 7I/BE2EE. ®E
ENTES, TEBEO7I /BEHRET S50, FICREINQEVA
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REEEIHMEINTWS ZEMFF L, AIAIE, BERT& LB L TH0%LL
£ BFFLLIF80RLAE, I HICHFEL X100 EOEEEEZBE L TWD
ZEMFFELW. X, PEI/BRARICLIYBEEEREIF LT L TVWTHE KL,
PIZSHERTEMEDNERT & LB L T2fE, 5fF, 10EFICA>TVWTH LU,
AEBOTEICEWT, PI/BEFOREER., 73/ BEREOE®R,
. R\ BLUTEHRODPRLKEB 1 DTHBIIENTE S,

BIZIE, TEEHONKZEOIINS I vOEOTILY Ibic&LdEOTIL
I VBEADEBERIEERZICLSMONBHTHS, L >T. KHEH
DOHEIE. ZOEHDONKIFEAILE I v OFEICIE, ThAEO/ILy Iy
BICEMIhEAEREEZ2T,

AFEBOMEOITLEEEIE. EROEINTH>TELL, TV RGHE Sy
MR, DY FRE. VERE SOSHG. 8LV, IhH5OFE Mk
e MELEE MR, B E MAGFRE, ED0L D BHEOHED
AERMBEETE LV, Tbe Metufkl &I, B (reshaped) b MakE D
MENS, & SUAOHIABIEEOTE, HIZ LD AMEDOEMIERE
415 (CDR;complementarity determining region) % b NiT/{AMCDRAFZHE L
1t DTHD, CREZBET 27/2DDHFERIMTH S (Kabat et al., Sequ
ence of Proteins of Immunological Interest (1987), National Institute
of Health, Bethesda, Md.; Chothia et al., Nature (1989) 342: 877) ,
Fleo TO—MRWLELTFHEBRIAFELLNTHS (RINEFFEBRLARESE
P 1250235 2%k, WO 96/02576 SRE|BR) . /. INLOMAEDAES
HICH LT EADEE, EYEE. ZEH. fREZHET 5010,
BReBRTI/BEBHRESALLEDTH>TH LW, AEPBORAEDOATES
BRI T 2REEICPHRTFEEZE T2 & T, RICH L TRYRLE
BTBHIEMNTETH LW (W02009/125825)

NMAEOBREEBRFICIE cHE AHY 1 TOEEREAEEL TWB D
WINOBEHERRETH > TH LW, TSI, AEBICBVWTEHERER
ik, 7I/BOEBE. RIE. MNMBLV/ FLEBAGREORENTHN



WO 2014/163101 98 PCT/JP2014/059706

[0189]

[0190]

[0191]

[0192]

FEEEBRETH>TEHE LW,

ARERAOMEOEHEBEEE LTE, HIX I IgGHiaD EHE B
ERWSZENTE, FFELLIEE MoGRA, B MgnEDOEHEE HE
HTH B,

Fle. ARADOFIRENERKIG. DS /08, FEEURTF R L
EREIETCFCRMEY VN VERFETHIENTRTH D, TIT. BE
VR BEER, RATEENDPBRICERBLBAWDAKEE2DDEAS
RYRTFREZECFATIRYURTFREZWD, OV /R 0E, £3-FN
RTIFRELTR, BIZIEZEE BEDTF. VAV R BRIZETLND
A, INBICREINDHD TR,

AEBPOFRMEY VRN JENFOFELWIIE LT, BHICHEET 2L E
TH =5 RO BICFCBEIBERE Ly V0BT o, BIZE, TNFR-
Ferhs 4 > /N9, ILIR-Fch& 4 /N9, VEGFR-Fcgh& 4 /N7, CTLA4-FcRh
G4 /N0 %E (Nat Med. 2003 Jan;9(1):47-52, BioDrugs. 2006;20(3):151-
60.) BEFOLND, Fo ARBOR)RTFRICHEIEZS VNI EIF
BHOFICHEETSRYNALRSZDFTHo>TH L, FlAEscFvayF (W02
005/037989) . B KX A UHifEaaF (W02004/058821, W02003/002609) . #1
A% F (Current Opinion in Biotechnology 2006, 17:653-658, Current
Opinion in Biotechnology 2007, 18:1-10, Current Opinion in Structural
Biology 1997, 7:463-469, Protein Science 2006, 15:14-27) . Iz (£, D
ARPins (W02002/020565) . Affibody (W01995/001937) . Avimer (W02004/04
4011, W02005/040229) . Adnectin (W02002/032925) EAZEIFEN B, F:
. MABLCFRESY VNV EDFIR. BREROEMNSFHIWEIE L
—TIRETHZEREERETH>TH L,

FLEAEPOMEICIE. MAEDOEBHIEZIND, MEDEBSHADAEF & L
TiE. BlzE. RYTFL > 7Y a—)L (PEG) PHIFAEEMEMESOERESD
FERBEIHMAEERESFBIENTES, 2OLD AMABHYIZ. KF
BADIRICIEEMNRMEMERT CEICL > THED I ENTE S, MADEM
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[0193]

[0194]

[0195]

[0196]

[0197]

FERIODFICEWTT TICHIIINhTWS,

TSI, AEBOTKIGZEREMMMAE (bispecific antibody) T#H> T
HeW, ZEREMRGAER. ERZIEN-T2RHETITLEE AR
DIMERFRICET2HAEEZVNIN, BRI N—TEELRDZDFHRICHER
LTWTEHELIWL, B—D2FFICHEELTVWTE LW,

AFEBEORYRTF NFEHEEIILQRFMOAEICLIYRHET S ENTES
o BIZIE., MAEIELUTORETHERTZIENTESZN, ThICREINS
H D TR,

MAEOEHEI— KT ZINATH> T, FFBIEBRDIXIIERO 7 I /BB
ENBMOMOT I/ BICERIN/EHEE I— KT 5N, BLCREDOR
HAEI— RT2INAERKIRIE 2, FCBREADIXIZEROT7 I /BEENE
BOMDT7 I /EEICERINAEHZ I— KT 5DNAK, B2 K. RABODE
8% 01— N9 ZDNADFCiRIFER D ZBG L. BEFcRERDOREDT I /%
—RTZ2IRVHLPENOMOTI/BEI—-—FT LD, BEERLZEAT
B5ZEICE>TEDIENEEKS,

e, HOHD LSO, RAVEHFHOFRBEADIXIIERDO T X /BEEHNH
OO T I /BICBRINAEY VR EED— KT BDNAEERET L. %DNA
EIEZERICAERT DI EICE 5T, FtBERDIITEROT I /BEENE
OO T I /BBICEBRINAEHEZ I— NI 2DNAEB2 I EHARETH S
o PI/BOBMIN. BIOBEE LTE. HIREINDEDOTIEAL
o FLEBHRICEESNT. RiE. M. FAOWTIL, XiFZFhSDHEAE
bETH>TH L,

Fio. FBBEBRICBVWTINIEERO T I VBEEFSEBNOMO T I /BBIC
Bt I N/AEH%E I— K9 2DNAIL. SRHDNAICD T TRIET B &N TED
o ERADNADMEAEHLE & LTIE, B, AIEMEEA I— R 2NAEER
PRI % 01— R9BDNA, B \MEFabtElg% O — N9 B2DNAEFerfigi = 01— R g
ZINARERRIF LN B D, ChOEAEDLHICREIND EDOTIERWL, &8
HZJ— F9BDNAE /o, ERICEDDNAICD T THIET B ENTES,
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[0198]

[0199]

[0200]

[0201]

[0202]

FEEDNAZRITIH 2 5EE LTE. UTOEEDNEIFLN S, AIZIE, &
HAIZMHIEZ 01— N9 2DNA%, EHEEFEMEEE I— N T HDNAE &6 ICHIR
NP H—I[CHPAAHEHEFERNI Y —%EERT 5, BARIC. BEATELREE%
O— R 2DNA%, BEHESEEE I— R 2DNAE & HICREANRY ¥ —ICH
FAKEERIANRY H — 5 HEBET D, CThHDEH. BHOBGETFEE—OD
NP Z—ICHARAL T EHHEKD,

BHET 54 %E 01— RTEINAERIERY 4 —AHAADKR, FKIZHEE
., FIZIE. TNV — TOE—49—0OFHEHOE ETHRIRT 5 & D HRIR
NYH—ITHPHAL, RIS, CORBARIS—ICLYBEHIREEZRES AL
AR ERRIE S, TORICKE, BHABIERENI S —OEIEDLE
EERATEENTES,

NRyHZ—OFIE LTIE M3RRZ 4 —, pUCHE~AR%Y 4 —, pBR322, pBluesc
ript, pCR-Script@RENEIFLN B, F/=. cDNADH T rO—=>7, Y
HLEZEME LEBE., LRIy —0ic, BIZIE. pGEM-T, pDIRECT, pT
TREEAVDIENTE S,

AFEBPORYRTF REEETZ2ENIEVWTIRI S —%FHT 3IFEIC
. IS, RNV Y —DBRATHZ, BEENIVV—& LT HIAE &
T AIMI09, DH5 o, HB101, XL1-Bluem EDABEE LEZBAICHEWVWTIE, K
BRETURLLKERETESLH5A7O0FT—49—. HIAEK lacz7OE—4%—

(Ward >, Nature (1989) 341, 544-546 ; FASEB J. (1992) 6, 2422-2427,
BRICKY ZOLENKBHEEICHEAAENS) . araBBTOE—4 — (Bette
r&, Science (1988) 240, 1041-1043, SRBICL Y ZDOLANKRIBHIEICHE
HAEND) . FEETITOE—Y R EEF>TWVWEIENRARTH S
o CDEIBRGAHY—E LTI, EBEBRI Y —DMIZpGEX-5X-1 (Pharmacia
#&8) . [QIAexpress system] (QIAGEN#tH!) . pEGFP, ZF/=IZpET (Z DH
B, BERTT RNARY XS5 —EZFRTE L TWBBLAINIFE LW RENEEITFS
na,

Flo. RO —=IZE, R)RTFRBDOIHDY T FIVEIIDNZENT
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[0203]

[0204]

[0205]

WTHELW, RURTFROMBDEDDY THIVERFIE L TIE. KIBEDAR
) TS ALICEEIEBIHEE. pelBL I FI)LEF (Lei, S. P. et al J. Bac
teriol. (1987) 169, 4397, BEICLY ZOLEIABEMEBICHAAEN D
) ZEAThIEELV, BEMHEAORIS—DFEAEZ. BIZIE)R7IF
Vit Y VBEAIL T LSE, DEAE-DextraniEEBWTITO &N TE B,

RBERRNV S —OM, BIZIEE. AFEBPBOR)RTFRERET S0
DRy H—&LTE, HEEPHEEROREIRENT & — (HIZIE. pcDNA3 (Invit
rogentt&l) %, pEGF-BOS (Nucleic Acids. Res. 1990, 18(17),p5322. &H8
L&Y ZDOEAEDNKRBMEICHAIAENSD), pEF. pCDMB) . EHRMIFEHED
FIBANY 45— (B z21E TBac-to-BAC baculovairus expression system] (GI
BCO BRL#tH!) . pBacPAK8) . MEMIHRDFEIRNRT & — (HIZAILpMHT, pMH2)
EMUANZIEEROREIRNY & — (FIZ L, pHSV, pMV, pAdexLew) . L b
O7 AL ZAERORIENY & — (FIAIE, pZIPneo) . BERHEEOHRERERI S
— (B2 E, TPichia Expression Kit] (Invitrogentt®l) . pNV11, SP-Q0
1) . REERXOEENI S — (FlxIE, pPL608, pKTH50) HZEFLh B,

CHO#EAZ. COSHARE. NIH3TIHAREZFDENMIMIRR CTORIRZBE LLIFHIC
. MIENTRIRIESHICHRERTOE—9—. HIZIEVOTOE—4
— (Mulligan®, Nature (1979) 277, 108, BRIC LY ZFDLEEAABEHE
ICHEAAEND) . WMTV-LTROE—4—, EFla 7OE—4 — (Mizushima
5, Nucleic Acids Res. (1990) 18, 5322, ZERIC LY FDLEHABAHHE
ICHAAEND) . CAGFOE—4 — (Gene. (1991) 108, 193, HERICLY
ZORFEIFARPHEICHEAAEND) . IWSOE—F—REEF->TVWBC
ENTEARTHY, MWEEGEMIREZZERT 2ODERT BIAIE, FEHX (
RFTAT U, GAMBARE) ICLYHIBITEDS LD AREFMEELRT) 26T
NEISIKTFFELWY, TOEIBFUERETEINRIS—ELTE BIZE. p
MAM, pDR2, pBK-RSV. pBK-CMV, pOPRSV. pOP137#:&EAZEF SN 3,

ILIC, EETFERENICKRIE. »D. MlBRTOEEGFTFOIEL—#K
DEIEEZBEME T BIFEICIE. MBS % R18 L /<CHOMIRRIC T h %2 8%
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[0206]

[0207]

T HDHFREGFZ2HET BN — (BRI, pCHOIZZR E) ZEAL., X b UL
F—hF (MTX) ICLYBIBIHIAEDFETFON, . BEEFO—BMD
RRZBENETHHEICIE. SV40 TIRERZRIRT 2B F2REEFLICKEDC
OSHERE 2 AW TSVA0DERE R 2RO NY 4 — (peD7ia ) THE&HMT 55
FEHBFOND, BEBEBRRE LT, £ RUA—D14LA 75T/
D4R, DR EO—T TV 14I)LR BPV) FEOHEKRDBEDERVWSIEHT
X5, IHIC, BEMRRTEGTFIE—BUBIRED/-H, HIERIH—I3:E
RY¥—H—& LT 77X/ VIR VRT725—E (APH) EiEF. F
IVVHES—E (K BEF. KBEFVVFUITZURIARY RIS
Sv27x5—t (Ecogpt) BMETF. Yk FOEMETESR (dhfr) EEF
FEESUCIENTED,

MAEOEINE. FIZ I, FHEERR L AMIEEEE LK. DFHEESRL
AR OMBER X ILESERL Y OBET 22 EICE > TITO &K S,
OB, BRI, BOOE. MRoE. EF. RAKE. 19, FcR
n., 7074 VA 7OFA VAT L, P74 =2F74—/AIMNIT5T7 14—

FoRBoOIMNTS 74— FIEBIOAR NI ST 4 —REDAHE
HEEHASDHOETITO)IENTES,

FAFKBPOFAREHE RS, MFRICTRETHEE LFRE RS MERIC
¥ LUTHEEEEBL, 1 VEBEDORHFICE > THEMRICT T 56T
HMAELETI2RER/ERAMVEZSOR)RTFREAVWS I &ET, MEH
DUBMEDBRERET DA EEZRHTTS

ERR/ABIEEW02011 /122011 BICEEHIN TV B &L DI, pHIREMRERFE D
FhHEISICHAERHET (pHT7.4) ICHB T BFCREEEERT 2 LD ICHEIh
FHREMMEREEE S TIE. HRICRYIR LEATE 2R, 8L0, mEF
AMLMREZBERIEIUREZBELTWVDEEH. ) LEMEHEERNXAA Y
EETHRYRTF ROBEICL > TIFAINSRBERET 2 2 D TEE
THDIENHEINTWS (ERLREN02011/1220115) . LAL. Th
FTICHMERG T CTOFCRES AR I B I UADAET. MEDOREZMN
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[0208]

[0209]

[0210]

[0211]

BRI BAERFBEINTLAN,

AEREBITIE. pHORHEICE > THRRICH T SREEEENEIL T 2 HERE
BRAAVEECRYRTF KD, pHRMIRICHE T BFcRnICHT T B iEE %18
8L TWAWRABIGGIBEROFEFEZZLICHEAHL ST, FeyREDKES
NLUT, MEFOREDEEEZMERERL Y NET 5 ENFERI N,
BEOERICHERINDZEDTIFRVWSA, COLIRIEAIO—2218FIC
BWTEIZERHELTUTOAAZZI LRI NS,

SIL-BRED & S ICHIEREE R A A UHRETEZIUN 1D (FTRbER
THEMR) THIHE, —HONERBERNAM V22T -2 FORMFICHL
TZHFOMENMEE L. —DFOHMsIL-6RiAAE —BADMRESEM %
BUZHTFONMRDFEEEREMRT 5, TDLH. COLdAHREER
EOEEEIE. BIICTRT LD IC—DDFcsE (RARTIQGI DFctEE) L
BLAW, BFESEE—DOFHEIFEN L T—FDFcyR, LB ZHF
DFcRNICIEE T 2728, TNOLDZERHRICT T ZMAMEILBE DIg6HA &R
BThHY., MBEBANOBUAATEICEREMICRI D EEZONED,

—H. MEAE FEFD LS KEES L UREOATOESERO_EHRD
EOIC. MEHBERAA VUIEETI2IEN—THZrfEET D548, —
DFOMIGETRAKICEEN D ZMDE 4 DMEREBEE KA U, —5FDIgE
DFICBEETH2EMOIE N —FILEABETEHIERIEN—TDERE
ZORNSEBETHDIENEZOND, TORR., —DFORMIGEREHIC
FET2MOMERE RAA VICRKET 220 FOIERICEREY 5 84
OMEREELMICIE,. BIOMIGEMEDFHAEET DI &ICL> T, plac e
HEUNDF (TRDLEMRDFTHIEDZ DD FEMBERERAAVES
ORYRTF RTHBRIGEMAEDZDOHDF) 22CHERAESHE (HE
BEE) 2RI DEELLND,

ZDH. MEEERAM VHRBETEZHNE ZULEEORES TICHE
BT IMEFEOMER/E RAA VEEUR)RTF RV RL EHEERD
RELBREEEREZHRT 256, URREESHKIIFcYR, FeRn, FEL &
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[0212]

[0213]

[0214]

TH—FZIIRH L TOARLCESZDOULDOZMDOFcEEEZN L Tavidity CHEE
KB T DI ENARETH S, LHALAEDL, MEEE N XM VIR ETE
BEMUN 1 DTHIMERDFOHZE. MEBERAAVEEORYRTFR
EMBDTEDREESEIE. ChoDLEFH—ICRd BFcEtdizN L7z
FAMEIE., LRRRBEESREENT 258 EERZ2ETHTIEAWL, 57
&, BEREBEEEERIE. ThoOLE /9 —%2KET2MBICEVWIERT
BYAEh 3,

REDFHAZULOMBEREE KA VIEE T2 ES0IHE. KAFEP
DR RTF ROpHKGFEHFEED L D ICA T VEBEOFHICE > THRERIC
WY BEEDELETIMEEESRAAVEBFITHIET, YERYRTFR
DB ZEIADBEICIE, MERTH AL LML T (ZH9FORRS LV
—DFOHE) UEDSAIMRNGESHK (REESH) ZHMRL. HX
REESEISHERICRYAEFNS E. Z0MF VBEORGNMEFDE
HEIFRERDZENS, TV RY—LANTRENMYUZREDSHEET D, T
D=, BEARBEESEINYAZTNMIEOIY RY —LKRTIH, HEZR
BEECEROBMRNEEING, BB LRRIETY NY — LR TFeRNICHES
THIENTELRWED, F4YVY—LIIBTLERIIOBING, —A.
MRS L EIE. TV RY —ANTFRNCES LBICmEEHRICY &
1IN EINBEEIOLND, AEFEHIOPHEELAD A F VIBEDEMEFICE
STEERD)FA VIVIEHETHY ., SEEREG 3~ 6 Tl pHREFEDFM
DRHYIC, AT DLBREOERGICE > THERICRT 2EEEMEHIELT
DMER/ERNAA VY EBWVWT, NEFOMRDBEREMET 5 EHNARET
HBIEDNTINTWS,

L7 > T, MREEBEMRICHT2MER/ENAMVEBT IR RS
F RO T 2EEHD, URREESKIIFcYR, FeRn, FkL 74 —%F
KR LTZ DU EDEZMDFcREEET 52 & T, URMEOHELEMET
5 ENAETH S,

MA T, BERBHIT~IDIREI D 5. FcyREN LAMEDEREICIE, Foy
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[0215]

[0216]

[0217]

ROFTE, IHIEFcYRTHBFcYRIIBBOFTENREAZIVWI EHNRINT
W3, 37abHB5, RIS, FeyRICHT 2HEEZETI /& LTH, FcyRIIB
KN T 2RBEEMRTT 2 ENTENE, EDFcyREZN LAEDEKREE
TR T D ENTRETH S,

INFETIC, WO DOMBEERICEWTIZIghEFcyREDEEFRICH
RIZEMEARDPHREINTWS, BIZIE. VEGFICN T 24K TdH Bbevacizum
b EINBEFCTIIMRERFEOREN LT TIPSR TWDS

(J. Natl. Cancer Inst. (2007) 99 (16), 1232-1239) , F/=. CD40) H>
RICH T 2MADORABREARICEWVWTHRAKICIBRERENRER I N, R
RABRMAFIEXI N/ (Arthritis. Rheum. (2003) 48 (3), 719-727.) , mu/h
WD EITIFINEBFcy LS9 —TH BFcyRIIbTId A EMEFey L
9 —THBFcyRIIaAFEIRL TWS (J. Exp. Med. (2006) 203 (9), 21
57-2164) A, EMMIET IR EEF oI ZDEDIARICL Y. EEINEWT
NOHMED MR EDFcyRIIaICN T 2#EEZ T L THMMMRIEEL. £0D
HRIBATRT 22 ENTREINTWS (J. Thromb, Haemost. (2009) 7
(1), 171-181, J. Immunol. (2010) 185 (3), 1577-1583) ., HEREKR
D—DTHZEHMT) TV b—FTADBEICE W TIEFc v RILafkEF R 04
BICEL > TI/MMRASEMAE L. MMROFEHEIEERE EHET 5 EHRES
NnTW3 (Sci. Transl. Med. (2010) 2 (47), 47-63) .

Ffe, ThETIRKEMETINVERWERRICLY., ke SMNEORE
BEERNEEEFCYRENLTTF 74 5F Y —%2FETHIEEHREINT
W% (Bruhns P., Blood. (2012) 119(24):5640-9.) .

Mz T, FHEDOFcyREN L TEENMRETAEOREESHLIRYATH
B2Z&IC&Y. ZOMRICH T 2HEMOEELN BB ENHREINT
W5 (Scand J Immunol. (2006)64(3):177-84.; J Immunol. (1999) 163:618
-22.) . ZMNRZFDH T 5MAERRODZE,. MAEAERRBEICHT 550
BHOEELP T AZHEEHEZTEL TV, MAEERICHT SHEIE
EXINBE. TOMABBIELL. BIRDPEBETZEDEZLND,
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[0218]

[0219]

[0220]

ZDEIIT. MAEDZHEREREEET DL TREBSHETRL. D
REESHENEUEFcYREMEERT 2 I & THRARBRIEREZFET S &
NEZLNh, MAOEERE LTOMEZRLTLE D, ZENE (ZEHK
#E) & L TIXGDF, GDF-1, GDF-3 (Vgr-2) . GDF-5 (BMP-14, CDMP-1) . GD
F-6 (BMP-13, CDMP-2) . GDF-7 (BMP-12, CDMP-3) . GDF-8 (I AR 4& F V)
. GDF-9, GDF-15 (MIC-1) . TNF, TNF-7J)L 7 7, TNF-F7JL 7 7 R—4%  TNF-
~R—#42, TNFSF10 (TRAIL Apo-2') A > K, TL2) . TNFSF11 (TRANCE/RANK!Y
H> K ODF, OPG'Y) H > K) . TNFSF12 (TWEAK Apo-3') H> K, DR3Y Hv K
) . TNFSF13 (APRIL TALL2) . TNFSF13B (BAFF BLYS, TALL1, THANK, TNFSF2
0) . TNFSF14 (LIGHT HVEM!) 7> K, LTg) . TNFSF15 (TL1A/VEGI) . TNFSF1
8 (GITRY > K AITRY A K, TL6) . TNFSF1A (TNF-a X% F > (Conec
tin) . DIF, TNFSF2) . TNFSF1B (TNF-b LTa, TNFSF1) . TNFSF3 (LTb TNFC
. p33) . TNFSF4 (0X40') > K gp34, TXGP1) . TNFSF5 (CD40!) A > K CD1
54, gp39, HIGM1, IMD3, TRAP) . TNFSF6 (Fas') A K Apo-1Y > K, APT
1) A K) . TNFSF7 (CD27') > K CD70) . TNFSF8 (CD30') > K (D153
) . TNFSF9 (4-1BB') > K CD137!) A K) . VEGF, IgE, IgA, IgG, IgM,
RANKL, TGF-7JL 7 7. TGF-~—4_ TGF-~R—4 Pan Specific. F7=ILIL-8
BmENFIELTETOLOND,

INLDEBERRT 5/HODHEE LTI, FeryRICHT 215 %2REET
DHENEZOND, LHL. TRTOFcyRICHTHEEERBLTLES
ZE. TOMBFEERAVTEFCYREN LERBEOREZIET 22 & IETER
WeEZbh5,

FITRAR =L DI, AEDFcYyREN LEMBEDREICIE, FcyRODO B, F
cYRIIBBAEAZE A#H->TWEZ &, FcyREDHEEERICHRET 2E/ER
IEEMRFcyREDEEERICER T2 2 &h 5, FeyRIIBICH T 2 iEE 15 H
FLD2D. thDEHERFcyRICN T A% EBRMICHEIBTIT 52 &ICL > T,
MEEREEZRbES 2 &<, EYEFcYRICHRXRT ZEERZRKEBLEE
NIk % ERATRETH 5,



WO 2014/163101 107 PCT/JP2014/059706

[0221] ZD7ced., AFKPOFREBHERE M T VIREORHFICE > TEHBIMERIC
WY BEEFEDNEILT INMER/ERAA VEZSORYRTFRICE- T,
MBHRICTBUETHEELRRAE BRBZHROMEBEARNSDHEKRICH LT, Bh
FRENREB/BLIENTETH S,

[0222] &/, ARBORYRTFREFAT B ET, HHERIRTF RHIEE
THRMED. MEBERXAA UPRBETEIENTESEMAZT1DULHIMEL
TWARWRER (BEFRER) THo TEHERAKOMREBD I ENTE S,

FTDEOBH[ELT. MEBERAMNVEBITBZRIRTFROAITIV
ERWEZBEERNMEONRANSDERERET 2HEEEITLIENTE
%,

[0223] LEiahl7eL i, MENZSEHTERE BIAIE, EREA—HIE LTIA, Ig
EZEDA L4707 ) v, B LLIE, TINFEIECD154ZEDINFR—/R— T 7 X
)—) THBETIF. ZULOMERBRESFHLIVCZULOMEREEM%
BURELABEECHEIMERINIBZENHDIEEZIOND, —A. ED
BEAMRDHZEETH., YFEEMMRICFEEITIELRDIIEN-TILE4
BEITH2BEURZULEORBERBRE RAM VESURYRTFRTH->T. (p
HE /z1dCa%ED) 1 7 VIBEDRGFICL > THEIE N—TICHT 2BEIE
b 2RIVRTFRORBEME T, ZULOREFBERAM VY ESTRY
RTIFRBLIVCZLULOMBEREE KX A VICHT 2 BEEHA (BEXRR)
EEURERABBESERETRTHIENTRETHDEEZOND, KM
EILBWT, BEAMMRICERETZIERZIEN—TII&2EET 2EUA
“HUEOMBEBERA A VESURYRTFRTH>T, (pHFELIZCaED
) 1A VBEORBICE > THEEIE N—TICHT 2/EEP’ELT 2MEE
BRTFOREMENRBEDFAITIERR, ZOIBEREBEERAA Y
EECRIRTFRDILE, REEEHREENT 2D EE—DDRYR
TFR (ICEFNBIMER/ERXA V) DM A VIBEOFRHEICEL > THRIRIC
N9 BEEEMENEIT IMEEE R XA U THNIEEL W,

T, ZOMOBAIE LT, 2ERFEMILIFZENS NEyY VaRRERES
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[0224]

[0225]

RAMVEEORYRTF REAVCZEERREREOMFEHNSDHEKE(EE
TEHEEETDEIENTES,

e, MENBRERNEDHBETE. MEBE XA VEEUORYRTF
FICEFNZ2EMERE A U LREERTMRICEETIERSIE
— TR EETIEHEBL. BAOMEREESRAM YOI N—=TICH
I AN (HEAIZCaFED) 1 A VBEORGICL > TELT 2REES
RX A VESOCMERADFH L. ZULEOREEARX A VESGRY
RTIFRRBIVCZULOMERESEN (BERRE) 22TCAILREES
EKEWMKT DI ENABETHDIEEILND, LEBDELIBRIRTFRD
JRELR—REHE LT, BEARRICEET 2EWVWCERDZIE M=K
BYSENATEREZ2CLEFEM (nultispecific) filk, FLBZE
RS MEY 77 (nultiparatopic) AEDBIRIND, TDLIBZERRE
M (multispecific) Hifk, FHWEEZEE/NZ MY /74 (multiparatopic) #1
ROIERES—REIRE LT, ZTORAEBZApHE 2 3 CalkEN RS TE (
TOICTRTELIBRIEN—TAZRHET 26BOTEEHEIEN—TB
AT L ABMOATERES ST, —EREM (bispecific) Hilkdh D\ it
—E/5 hEvY 7 (biparatopic) k) FE/. ZLULEOHRME. BLTL
LOMBRBEEEBEA (BREFNE) 280 KRERABEESHFEBKT &N
AEETHDEEZI BN D,

BEFRMREORBRZIEN—TIIHTIMER/E NAA VTH> T, HE
BIEN—FICHT 2BEEEUEDNM L VIBEORHFICL>TELE L, L
NoLE7y—IC/ L CavidityTHEET 2 EDNAREAMEREE KX 1O
HMEBAERYVY—ZV T T2 &ICL>T. BEAREROMBHNSDHEK
EILICNMEIEIMEREDFEEGE T2 ELNARTH D, SERFEM
FREZENRNSNEYIRRBEHEERAA VO, EIEMN-—TIIHT 58S
SEMEELI 24 A VBRBEORHIIA—DI 4 VBEOEGHTH>THL
WL, EQZ2WAAVRBEDORETH>THLW, BIZIE. ZERERFL
BN NEY IRRERHE R A VYO, —AOMEBERAMVYDOIE
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[0226]

N—ICHT BREEFEDSHOFM. F/ldlal F VBESZOEEA 4 VIE
BEOFRHFICE>TELTZ. ZEREUFILEZENS NEY I RRERRES
RXA v EBUONMRBESFII. FRAOMRBEE D FOFRELS—REKE
LTHIRINE, ISIC, Bz, —EFEMFAFIIZTENRS NEy IR
BEHEERAMVO, —AOMEHERAMVOIE N—FIIHT 2 EEF N
DPHOFHICE > TEIL L, 3D —FOMEHEE RAAVOIE N—TITH
T LEEENENCaa T VIRBEZFOEBA T VIREDORGICL > TEILT 5.
“EREMFAEZERS NEY I ARERRE KA M VEEURERBES T
&, AFEBPOMEHFEED FOIRELR—EBHKE L THRING, £ Z&E
REUFLEZEXRS MY IRREBE R XM VO, —HOMERE KX
AYVOIE N7 2EEFTEIHOZREICEL >TELEL. £I—HD
BEHEERAAMVOIEN—FIIHT 2BEEFEDHORBGIC L >TEILT S
 CEREMELEZENS FNEY VARERBE R XM Y ESOCRERESS
FHF, AEPBOMERED FORER—BIRKRE L THTRINDG, 5
I, ZERERFEEIZENS Ny VRREREE R A4 VO, —HOHRIER
BERAAVOIE MN—TIIHT 2EEEENCaq 4 VIREFOEESIF
BEOERHICLE>TELEL, 8)—FOMERBENA A VOIE N—TICH
T LEEENENCaa T VIRBEZFOEBA T VIREDORGICL > TEILT 5.
“ERENFLRIZENSI MY VRRERBE R XMV EEORYRTFR
NERESFL I, FRPOTNRERBED FOFEREL—REIRE L THIRS
na,
ARPOZEFEMMBERBE NAA VESURIYRTF R, FLIEFZEN
SMNEYIRMBREERAAVESURYRTFRGTFELTIE. TOVA
KEE—DDOMBEHEE R A VI MELSTFHOE—DIE =T IHEE
ZOLRCEB—DDROMER/E N A VI MEDFHROE_DOIE b—
TIHEET2HEEET D, PRCEBEZOOMERBE RNAA VY ESTRY
RTFRIE, ZORIGOBEEE VWO BRI SLEREMNEREDTEW
I3, —DFONMBRBEEIFICEEFN2_BEONMBRBE R A4 VLS
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[0227]

[0228]

[0229]

TEBMREESTH. ZDO0EAZIEN-—TIIHEET 2HBE. YENR
EEDFRIEREMNE/EESTEFHIEND, £, — 0 FONMEHEED
FICEFNE2ZRBEONRBEE N A A VICE > THEMRBES DT =2
DELBZIEN—TIIRET 2%E. SBNREESI FR=ERELNRE
BT EMEND,

NRDFHROE—DIE M—TICHETHIRREBE R A VHD/IS h—
TE B-DIEN-—TERBEDELDZE_DIE N—TILHEET HRRE
BRXAVHREDNRS h=TEREZTOBENEWVICER S, BWRIL. TOIR
CEHB—DDOMERE R XA VHAREDFHROE—DIEMN—TICHKEEL
ZOPRLEL—DDRIDRERE N XA VHARERZPFHOBE O b—
TIEET2HBEET S, PR EBZOOMEFEE RAAM VEEUHER
BEDTFIR. TOBEDHEMEWIBERNSSENS MY VRER/EESD
FEFEEIND, —DFONER/ERFICSENDI _BEOMEBE RN ALV
K& > THEMERED TS, ZD20ERZIEMN—TIRKET 5156, 4
BMEREEAFRIENS FEy I REREE2 FEFEND, . —2F
DHERHEDFICEENL=ZBEONERBS KA M VICL > THERRES
DFH. ZODEBIZIEMN-TIIHAET 2158, YBNREEDFIR=E
NS MEY VRERBED FEHEN S,

—DFERBREBOMEREE R XA VEEUSMOSEREEFLIFSEN
S MYy IMRERBEDF & ETORAEFEIE. Conraths (J.Biol, Chem, (2001
) 276 (10) 7346-7350) . Muyldermans (Rev. Mol. Biotech. (2001) 74, 27
7-302) & L UKontermann R.E. (2011) Bispecific Antibodies (Springer-V
erlag) FDERFFEFXER. 05 TGICERRARIW01996/034103 F 7= 1&W01999/0232
ANEORIXMEFICEEHINTVWS, INOHICEEHINAESEREMTL
BEENS MNEY IMERERFEZOREAEEZRAVD I &ICEL>T. K
RBPOMREE D FeRRTHIEHTRTH D,

BN LD RLERFERFLIIZENS NEY VMEBED T & TORE
FED—ERkE LT, —EREMTAEZOHRRAENTERICHATIND,
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[0230]

[0231]

[0232]

“EREMRA SR ER3IEM-TICH L TRENICES T 2 2ERD
AEEEESCRAETH D, RO _EFEUREITIGHREEEET 5/
AT) R—TZRBEMET DI EICEL>TEL Bhybrid hybridoma (quadrom
) IKL>TOMIEDZIENTTEETH S (Milsteini> (Nature (1983) 305,

537-540) ,

“EREUTAEZIEOMGEDIETRHINL LD BHEBRAFEERWT
HET 50, BRNOEOITEEEZ20EHE I— NI 3 ECFEHE
WKEALENSZHRIRITL2AEZD’HEAINGS, LMrLAarE 25U
HREBIEDIHEICSTIEHOMEEZERTHLITTH, (i) -0
IEM-—TICRET AR EZSCEREBE - OI LM -—TICHKEYT 2T
TR EZSUCEHI  — N e B oEBHOMEE, (i) F—OIEN—TIHE
BT IUEEEESCEHOA N — T EA->EHOMEEE, (i) BZ0
IEN—TIHETIHEMEEEZSVEHDOAN —HE Q- EHOHEEE
A 201 1ODFHOEIGTEET 2REMERD, INH=BEDE
HOMEEDRESYHISENOEHDHEH Z2EOMRES D FERBHRT 2
ZEIEHETH B,

IO LEHMBAFERZAVWTZEREMNRAZRET 2RIC. EREEK
THHIRAA VICEYE LTI/ BEROBEEZMA DS &ICEL>TATOR
HETDEHREZSOZEREMNAIBENICHBING S, BEENICE.
—HADEHDCHI R A A VICHFEET D7 I /BAIEHE LY REWAIEE (knob (
(] OF) ) IKEHEL. 32 —FHOEHDH RS VICFEET ST I/
BRIsR % & WS WIS (hole ( TZERR] DF) ) ICEMT DI EICE LT
. RENPEBRICEEINGEZ2LDICLTEROEHEKORES L URE
DERVHROBEEZSITRITITETHD (ERAFN01996/027011, Ridgwa
y (Protein Engineering (1996) 9, 617-621) . Merchant® (Nat. Biotec
h. (1998) 16, 677-681) ) ,

T, RURTFRORE, FLRERIYRTFRICL>TERINSEE
ZEROZEDOHEAE %, EHOKRBICFATL I EICLI > TEREN
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[0233]

MAEZEETIRMEMONTWS, Blb, EHNOREZEKT ST I/
BEEZRETDHIEICEL>T. A—BINZETI2EHOIENHEIN.
BRIDELRZ ZDODEHENMTERIND &S ICHIET 25 AN ZERESRIE
DERICIRAINGES (EFEARW02006/106905)

THIC, ZRECE/ /70— EZENRETNREREBL. ENSH%Zin vitr
CCETHIGFETRETH L TEREMNMAZIME T 2RMEBEINT
W3 (EFRAFW02008/119353) , AFERIFIZEEDE/ /7 O0—FILIAENE
TENC L > TEDFIFDIRHEL. ChOEPBRETDIIEILEL>T—ED
AETZEREMUNAEZRIBDTH D, LB RAAVICFERETSHT I/
BAEBHT I ETHENTFOBREEHHEL. LYNKRR ZEREMERE
ERDIAEEHREINTWS (EBRARIW02011/131746) ., CD LI AFES
“EREMNAEENST ZMRIC. RAINE S,

AFEBICEWT, THREROMBHISDOHEEEREE] &id. REHE KX
AVEBURYRTF RUUT, MEBESTF LBV )INEFRICES I
oo HBWE. MERED FOEEAANDDBAE ULERIC, MBTARICEFR
TEMEEMFHANSERIEZENIALTEIEEWVD, #>T. BE
RBEDFE/RELERIC. MRICNT 2BEEENM T VREICL >TEL
LAWRERE XM V2 EUCRERZEDF. pHERMEIE O &4 T TReRnICH
TEHRAFMEEB LARVFREES R A M VESUMERESF. £EFcy
LET9 =i T 2 BRNGESEEHEB LAWYy LETY—REE R XA
VEEUCMRESATEZS LAET LR LT, MERILSMEINERT
ZRINMEL Qo> TVWNIEEW, MEREDFOMEBHRMFEHEREENEML
ehEMNME. FIZIE, TRERREMERBRES FEEERRICES L. S5
BOTAMRARONFRRELZRET DI &ICLYHKTE I EHTRETH
%, MRICHTDB/EFUEDNA T VIREORGICL > TEILLT IMEFE R
AA v, pHERMEIH D&M T CTFeRNICH T B ETEM A B T SFcRnfEa KX A
V. BLUFery LETY IR T 2 BIRNAEEEMEEE T 2Fcy LETS
—HEERAMY GBRRAFcYREE R XM YY) Z220MRESD T LR NR
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REa#5 LEBRONBFOTARUREOREMET L TVWIBEICE. R
EEDFTOIMBERREERENMBMUALHEI T ENTED, TITE
IREFCYRIBA R X A4 v &IdFcyRIIbICH T 2 EaIEHE L DD, JEMRFcy
RICHT ZBEEIFMER LR XA V&2V, ARERERIEZ. MBEFRICEWVWTHR
ERESTILRETI2METH>TH, FLENEBEIFHIHEE LAVR
BTHo-TH &<, ZORER T THh [MFFRRFESS TRENEERE
1 B&Y TMRPFRBEED FHEEMREE] ELTRETDIEHNTE
% (BEE TIEPEHNRRE] CARTHD) , MEHBRERE]

R MRBES FREMRENERES FHBENMREZG5 LERE.

FEENMERESD THESMBERE TH 2 MEHHEHNFRE] 2RKT
2 &00, ARAMKERER MRHFBNFERE] S LTRETD &N
TE2, TMEAHRRERE] £ TP ERNERE] 2HET 2%
RIZFTED, ABHEICSWTLUTIKEE T2 LD ICERMABFICEWTE
MTH>,

[0234] AHBRICHSWT, EYFREROMLE] . TEOPBROWE] . LU0 [E
N-EWmERg] &, TmEs (I+) FEMomL] . RS (mH) &
BHowE] . [Ehznfs (i) H8) . TmES (o) FE%
HRLTD] EEVWBZADZIENTRETHY., INHDEAIERE CRKTHE
AXINns,

[0235] AHBRICSWT EYFRHIBET 2] & MEEEITFHIE M FE
YDA Zy b Yk, 90F A XREDI L NEMMICIZREINTH S
. MBERFHSHERTZET (BIZAIE, MERNTHEINIEL TRERZED
FHAMBRICES Z EDNARHTRERIRREICASZET) OREIRLRBZZIED
HRHT, MBEEAED TS INTHONMBINTHERT 2 TOREICH
RICEETRERE (BIX i, MEBEESFIMMEICHEES L TULWRLIKRE
THMEAIHBR T 2REAIRCRDIEHSL, RABFEIHEEZET 5L M
gGix. FEE NEMDERDFCRNICIEE T D &N TE D, Bz, RABFcHE
HAEBET 2L oGk FFeRnk YT RFCRNICIALIEETH &N TES T
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EMS (Int. Immunol, (2001) 13 (12), 1551-1559) , AFEBADOHMEHESD
FTORMZHETHENT, TELLRITIREZAVWTREEZTIENT
X%, BlOBIE LT, RRDFRNBIZFABIRINTE Y. & FFRNBETF
WKEATD RS VAT —VBLTHIRT ST U X (Methods Mol. Biol. (201
0) 602, 93-104) & F/. LUTICREBT 25XKBONEREED FORELHE
RILENT. WEETHILHICAVWD I ENTE S, BEFEMICIEK. TEY
BEANET D] SiEFEh MRKEAELTVWARVWRRBESS T GhERERE
BHERERBEESTF) B INTHEHLT I TOREANIRSARDZZIEZET
. MBEADFAFAMBARICEELTVWTE, TORBEESDFICT TICRE
DMEELTVWIRER., TORERBES TRIFLLRRICEETI AL, %
DIOMEREDFIRERICES L TOWAVEBEAR Ahid, FitiiE
ICIRAETESRAEIRCARY FEAMRICEES T IHRINZAY) |

EERTRRARREEDFICEA L TVWRVWEEERL IS &N TE
MR RREEAFICHEA L CLWABHER TH I &N TEEE RS, i
EREDFOHRESICL > TNRFHNSOMEDBEKREINNET 22 &N TEN
. MEERSENREBEE S FTONRFRRBEM/EML, . RERLIMERE
ERNFICHEE L TVWAREIRC RS, DFY., AERBICHIT2 MEEE
DFOEYEEBOWE] &3, HEFBESENEHSSTFOVTIADEY
BN S X —4 —DiE (MERFRFFHHOEM, FHMEHHERREOEM
BRI TSUVAOETOVWTNID) . HDEWIE, MEREEDTIRSE
ICHMBRARBREEAEL2FICHEA L CLW2RBEOER. H50E. MEEESF
ICEDMBPHRIASORBEOBERSNMEIND &, 250, HERKELTH
ZVWRERNMRFEEENERRBES S FOMBRFRFE, EHmnRHHEERE,. I
WHI YT VRAEOVWTNODNRSIA—H— (77— AFRXT14V2R

BEEICLZERE (BLUE) ) 2MET DI &I YT S EATRETH
%, PIZE. MERESFEYVR. Zy b T, OF 41X EMG
EIHkELEBE. MEHEELFHH52WIENMREEESENERES S FOMLE
FRELAEL. &R A—9—5EHL., OFEFEREIR LN
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[0236]

[0237]

[0238]

EHMERHERREIR Ao LBEEILE. MERES FORYHEHIN
ELEVWAD, ThHDNRNFTA - —EFEHEEICANOREICLIYRAET
BENHRETHY., BIZIFE. EYEREHEMTY 7 MWinNonlin (Pharsight)

HREWVWT., NEBOFIEZICHEWN/ >3O /8— M X b (Noncompartmental)

BT EICE > THBEIMT 2 EATES, RICHEES L TULWAW
FERESTOMRPREOAERUEELTOAETERT 2 EHNTRET
HY., FZIE, Clin, Pharmacol, (2008) 48 (4), 406-417ICHEWVWTRHEI
TWBHFEERAWS I ENTE S,

AFERICEWT [EMEBIARET D] &id. MEBES THRSRBRICRE
PHEREDFIKREE L TWAREIMERINEZ LB ED., MEREDT
BERICHBEIMMEESOFIHEES L TWARENMERINAE NN, I
BEMROMBHRRELZRE L. ERRROMEPRE. H25WE, BHFER
BILNT 2 EHNEREQEEN LR LT 52X TORBEICLYHIET 2 Z
EDFRETH %,

NE/EEDFICEE L TOWARWERRROMEFRE. H25WE. BiER
BREICNT 2 EMARREOCESIILEELNOFETREINGS, flx
(£, Pharm. Res. (2006) 23 (1), 95-103ICHEWVWTHAINTWEHEERL
TREINE S, T HEIASHrOMELEHRRTRIIEE. HEN R
RO T 2MEBELT (FYIIT=AMDT) &HFELTVWSD
EDIMME. TOMBEDKEBENFMINTVWENEILNTIET 5 & £ ATEE
THd, MEOBENPHNINTWVWEAE D ML, HEDOHEEE RMY 51T
OHADEFRRT—HD—%ZRET B &L > TEMING S, MEIRED
BEEA ML T 2MBERBAELF (FIZAMDTF) EHAELTLERE I A
. MROKEZRMTZALNMDEFRRAT—H—ZRET DI EICE>T
iRy (RS LN

ERMREOMEFREDRE. NFEFOHRIMERERICK T 2 MmOk
REDEEDRE. £AERNT—H—OREREDRAERFICRE SRV
. MEHBEEDFTMEREINTHLS—ERBEMBBE L ZRICITHON S Z &EMF
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[0239]

[0240]

[0241]

[0242]
[0243]

LW, ARBICBVWTHEREBESFMMEEINTHL—ERBEI/REL &
BEld, BICREINT, HEINNEHSDS TOHESICLY LEEN
BEGRET D EHAEETHY . fIZEMERBEESTERES L THLIERBE
% MEEEDTERS L THLIERBER. MERFEESSTEHRS L THST
BiBE%. MRESSFEBRSLTHS4ERAR. NEEEDFEREL
THHBEBPBRAENETF OIS, AERPICHVWT, TMRPRFERE]

sl MEREY FRENMESNERESD FIBENMREEGE LIRET
H? MEFHRRERE] . FLERNEREYTHFEEMERETHS N
WHEERNRERE] OLWThEEThIBITH D,

MFFHRRERRER. MEFEESTE LT BRICHT 2@EEMENS M 2+
VBEHKENTHIMBEHE R A VESUTREHEASF. F£/id. FcyR
LT EETEENBRDhAFCEEB A ECMRBEEDT. 25 LLBE
B LT, FERAEPOMEFEESF2RSLAVWGEEELERL T, K
RBPOMRBEEDFORESICEL Y., 215, 515, 105, 20f5. 5015, 10015, 20
0%, 500f%, 1,000f5F/2IE TRl KR LB 5,

NE/MEREES TR, MFICRTBYICEEINGES :
ME=BBRTOREDEILRE
BE=RRR COMERESTTFOEILRE
CE=FBEBATONRBEITOEILREH Y ORROEIRE R
REEDFEIL)

C=A/B,

CIER & WNIWFEEIR. MEREDTFHIY OMFEHERMENLYBFW
ExRL. ENLYRZIWHEER., MERESFHEY OMEBERUMELA &
YEWT EERT,

NR/MERBES TN, LERBOL D ICEHINE S,

NE/MERES T TR, MERESTFE LT BRICHT 2#EEE M
DAFVBEILL > TEELBWVWRERZE KA A V2 E0MER/EESF. oH
BV DRME T TRRNICH T 2 EEEMEE LIRWFCREE KX A V&2 8T
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[0244]

[0245]

[0246]

MEFBEDT. EldFcry L9 —ICRT 2 BIRVAEEEEEE LAV
cYyLETY—RERAA VEECHRBEEDF. 2BRELABEEHRLT
. ARBAOMBRBEADFORSICLY21E, 5, 104, 20£5. 50f%, 1004%,
20015, 50015, 1,000 F£IFFNULELERL D %,

AEBICBEWT, ARAOTMREBEESFELARTISZRNRESIFEL
T, MRICHT2HEEEEDNMF VIREICL > TEELAWVWRRBEE F XA
VEEBUMERZED T, oHEBMEIBODEM T TFeRICH T 2 E&EEEZB LA
WFCRNiEE R XA A V2 EOMERE ST, Fhidfcy LETY—IIRT 58
RO EEEEB LAWYy LETY—BE R XA VEEOMBRBED T
. BEVwWLNS,

PHES M IR D ST TFRNICH T 2 EEHEZ B T DFcRnfEE R X 1 Y D&
%M 258ICHVWT. MEFBREREZLEITRE/METNLLORED
. MBRBEDFNITIRAAT Y —NR— MNRREXERD LARWE ZE,
ERFCRNNS VAT =y I ARER32F /213 % #8276 (Jackson Laborato
ries, Methods Mol. Biol. (2010) 602, 93-104) A FE\\., WEIAERE T
ETINELEEERENEEIATTILIOVWTINNIL > TEHET 22 &5 T
X%, MEREDTFHIRIVRAADI VI —N—FERERIGT B & EIE. B M
CRNNS VRV T = I3 RA%MHEI2F /213 F%#3276 (Jackson Laboratories
) KIMEREDFEBIENTZC&ILL>THBT S &6 TE S, S
ENETINCIR. MEREDFEMEDREMET I RILRET 2, ERR
BIUEIAETILTR, —EOMRFHRREZZERT 27HICT I RITH
RABETBEULATIARY T2BHIAAT, RICMERBEEDF 2~V RAITE
WY 5, ARNMEBESSTF2ZRALCAETHREY 5, MEABMERE, MmET
RERERE, SLUCNRPRRERBEESS FREZ. SXEL/NOLEZH
WTETIBERTAEYT %,

Fey LET4—ICRT 2 BRUBESEMEZE T BFcy LETY—RER
A VOREBETET 2FSICHVWT. NEFRRERE S LEMER/ET
WEEDBDIE. MBERBEDFNITIRAAD VI —N— MR ERERIG LA
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[0247]

[0248]

[0249]

WIBEIZ. BERBWSNBC57BL/6J¥ 2 & (Charles River Japan) % LN,
NEMARRENETIVELZREBRENEFIAETILIOVWTIAMNMIL > T
g2 &ETES, MEBEDTHATIRAAT VY == N ERERIG
T5BEIE. BEBWSNBC57BL/6J¥ 2 & (Charles River Japan) ICHIER
EEDFEBIENTZIEILE>THEMI S EETES,

RAESIHETIL TR, REESDFERERDREWET I RICERET 5,
EHRERREAETIL TR, —EONFEFRRBELZERT 2/DICTY
ACHEARETE LEARY TEIBHAA T, RICHRESSFETY
ATERT D, BRNMRFEESTEACAETHRET 2, MFHRRRERE
. MFFERRFERE., SLUCNFEPRMRERZEEITRESL. SEELHOA
EERWCEYARRTAET %,

#5208, 4H%. TH. 14H%. 288%. 5681, F/I384R%ICMEE
FOMRRREZ LI EHRNRRES L URR/MRBEEDTEILERE L
T. AFEPORPMRZTHET 2 &N TE S, EVWBANIE. KEBOH
RS TORELTET 2 BMT. REBOLEFRFEREDL. MRES
DFOHE528%. 4B%. THE. 148%. 2881%. 56H%. FIX84H%IC
MEFRORNERE L LR EFNRRES L ORR/ME/RES T TN AR
ETDIEIE>TREIND, ARRBICEHOMRBEES D FICL > TR
FHRERE IR/ MRES D FEN OBV IER SN HIEIIE. 5
WCEEE LEERDIDFELITEBOFATEORDZTMT 5 2 &ICLYRE
INiE5,

BE51601%. 1B5E®R. 2057E%. 45ER. SIE%. 1205E%K. /324
% IC. MEPORNBERE S RIEHNRRES JUNR/MRBEES T
FILLEZRAE L T, AEPBOBIHAIREZFTMIT 2 &N TES, SVEIH
. AEKBOMRBES TORMEA MY 2 BT, REFMOLEFREFRER
BN, MEREDTOH/RS150%. 185R%. 205M%, 405M%. 8RR, 1
2B5RE%. FIF24RERICNRRORNRRBE X IEEHRRBES L UR
R/ MEREDFEIZANET S LICEL>TREINS,
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[0250]

[0251]

[0252]

[0253]

AREBOMRBEE D FORSRRIE. R, IR, BFERE

B, RTES. BIERES. EEOEN. SLUHARERNSRRT D

ENTES,

AFEBICBWTIR., EMIBITIMERED TOEYFRIRET 2 &
DEFE LWV, B hTOMEFFEUEARET 2 EHRETHDHEITIE,
TOR (BIAE, EBYIR. EMARRRIN S VAV IZVvIT IR E
RFCRNEIBANS VAV IZwIT DA, F) FhiEVIL BAE Hh=94
PIaE) TOMFEFFEMEEE LI, £ MTOMRRFEEEFHT S
ENTES,

AFEBICHTD MEBEDTOENBRONE, MFHFEEOM L]
ERFRMBRBEEDTEERICES LIEBOWT IO ORYENRE/S X —4 —1H°

WEINTWB I & (METRFFEIOEN, FHMEFFEFEOEM,.
WAIUTFSVADET. "MATRASEYT1aOWTIRD) . HBWE
 BEROBEYLKEEICETI2NREEBEEDFOMEBEFREN A ELTVWS

EERKT %, MERKESS TOLEFERE, THnFHRFHERE nf$
DIVTSVR NAATRASEYFAEDOVWTNDODNRSA—45— (77
—VIFRTAVR EBICLBER (BLUE) ) ZRAIETS I &L Y
Big B EDTRETH D, PIAE, MREERIFEYIRX (/—TITDR
BELVERNRIMNS VAT IZVIIVA) . Sy b, Y, 9HF, 41X

ERMREICHRELBE RS FOMRFPREZMEL, &/ X

— 4y —%Z8H L. MEFPFFHANRC A2 NIEFHMRERHFEFE IR <
BOBEFICIE. MRBEEDFOERYHBARELLEWVWZI D, IhHOD

NS A= —IFHEZICRRDOFERICLIYRET 2 &HABETHY. BHlx

(3. Z=MENEEREMTY 7 MWinNonlin (Pharsight) Z#BAWT. HEBODFIEZEIC

fEW/ >3O i8— KN X~ (Noncompartmental) T B2 &ICE>THEE

gD ENTED,
T 2UCHBWT, FcyRI, FcyRIIb, FcyRIII, FcyRIVD, 45ESEDFcyR
BRINFETICREINTWS, EMIBWTEENLICHIRT BFcyYRELT
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[0254]

[0255]

. FcyRI. FcyRIla, FcyRIIb, FcyRIIIa, FcyRIIIa, FcyRIIIbASR X
NTW3, INLDFcYROATH—MFIEEEZX SN TWBFcyRIIbidE ~
CRTADWTNICBWTHEREINTWS, fthdDFcyRIZFc ¥y RIIIb% fRLY
T Immunoreceptor tyriosine-based activating motif (ITAM) N L TE
ML T FIVERZET B, FeyRIIbIZHBEMNICA 3 5 imunoreceptor tyros
ine-based inhibitory motif (ITIM) N LTI FFHILEGEELTWS

(Nat. Rev., Immunol. (2008) 8, 34-47)

FcyRIIDOR 7S 4> /8Y 7> & LTFeyRIIbl &Fc vy RIIb2 & AY4R
HEINTWS, EbBLIUPTTROVWTHICHEWTEFCYRIIbTIEFc v RIIb2
ICHERTRWHER R XA 2B LTEY., FcyRIIbIIBHMIBTHRIRT 2
EHHERI N, FeyRII2iGT /07 7—, EHHIEE. BPAMAE. FEEDK
. WFHRBK, FEREKTCTRITT B EAEERINTWS (J. Clin, Immunol, (20
05) 25 (1), 1-18) ,

CHhETIT, EMIBWTFcyRIIbOKEER S, RIBETIIESRELRSR
DODREEHEEAINHZ T EIB/EINTWD, HIZIE, SLEBEDHICIEFcyRI
IbORIRTOE—9 —RRICH D ELCTFLEDREILEL > THEEFHICLEF
DOIEEHNTEY. FcyRIIDOFRIRAMET L TWBHNHEINTLS (Hum.
Genet. (2005) 117, 220-227. J. Immunol. (2004) 172, 7192-7199, J. Imm
unol. (2004) 172, 7186-7191) . F/=. SLEREDICIEFcyRIIbD233&EE
DOF7 I /BANIleFiFThr& WD ZBROEGFERIMBEINLTVWS, &
DEBGALIEFc ¥y RIIbDMBEIRE BEIBICHEE L. 233BEHODO T I/ BAThrDIF
B, IleDIFHEEART, FeyRIIbA) Ey RS 7 MIEE LIS S AY, #&
RELTFeYRIIDOY T HIVGEERENMET T2 &M BEINTWVWS (Nat
. Med. (2005) 11, 1056-1058, Hum. Mol. Genet., (2005) 14, 2881-2892)
o YIZUITHWTH, C57BL/67 ™ A DFcyRIIDEGFAIIEINL/ v I T
D hY Y RIE. BCMBFOEEPRKEEREDOSLEROEREZET I &N
HEINTWS (Immunity 13 (2000) 277-285, J. Exp. Med. (2002) 195,
1167-1174) ., /=, TNFETICSLEOBARBEETILEEIONTETWS
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[0256]

[0257]

T ZRICBWTEFcYRIIDORITEDE T A EAHE XN TLWS (Immunogen
etics (2000) 51, 429-435, Int. Immunol. (1999) 11, 1685-1691, Curr. B
iol. (2000) 10, 227-230, J. Immunol. (2002) 169, 4340-4346) , Zh >
DZEMS, ITVRCHEVWTH, & MEBRICFcy RIIbIGEMERZEEFIE L T
W3s&EZbh 3,

AFEBADFcEB T 55ENFcyRIIbZN L THRIRZBERI B HEICIE. Fe
YRIIbOMEED S B, FeyRIIDMIY R A b= ZOBELNREEERS
5L TWsEEZLND, ERULAELDICFcYRIIDOR TS 42 7R
7> b & LTFeyRIIbI &FcyRII2ZAFET 20, A EMROREESE
DIV RYA M=V RICRBEFEICEESELTVWBR I EPMHEINRTVWS
. Immunol. (1994), 152 574-585, Science (1992) 256, 1808-1812, Cell (
1989) 58, 317-327) , TNETICI I ADFcYRIIL2IEZ VSR VB Y
MIERYIAENT, TV RYASA M= RERBITIEPREINTVS (Cel
L (1989) 58, 317-327) , F/=. FcyRIIL2EN LIV RY 4 b= RUTIE
dileucine motifARBEELHEINTWVWED, ERBLTITTAOWVWTNIIZS
WTHdileucine motiflZfEFEINTWS (EMBO J. (1994) 13 (13), 2963-2
9%9) , DT ENHBLH, EMIBWTHEY T RERKICFCYRIID2IF T Y R4
1 h—RBEEBTBHEEZILND,

FD—AHT, FcyRIIb1EFcyRIINZEERY, TV RY A =Y 2%
IRV ENREINTWS, FeyRIIbIZFeyRIID2ICIEHA Sy, #lRE
WRAAL VHOFBARINEET 5, ZORIMNFcYRIIDIOY SR ViEE
Ey hMADRYIAAZHEEL. ZOERE LTIV R A M= ZADEES
nNd&EEZS5NTWS (J. Cell. Biol. (1992) 116, 875-888, J. Cell. Bi
ol. (1989) 109, 3291-3302) , b MCHWTH, ¥ AEHICFc yRIIbIIC
IZFc Y RIID2D B DIBDICIEABINAEET 2728, ELD X H =X LTFe
YRIIbT &FcyRIIB2ZOD T Y R4 A4 M= REEDEBVWHAELTWR EFEIN
%, ¥, EMIBVWTEH, YU RITEVWTH 209 EICHAERE £ D#H40%D
REESENMHERARYAEFNE ZENREINTWS (Mol, Immunol. (
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[0258]

[0259]

[0260]

2011) 49, 329-337, Science (1992) 256, 1808-1812) , TD T &EHH, E
MIHWTEHFcYRIID2EY Y RAKDEE CREESHEZMIERICEYIAA
TWbEFEINS,

FcyR family®> BFcyRIIbiZE M TEY D A THH—MBERNICITING A
L. RIRMEODGEEE—THDI NS, REOHEICE T DML RE
THDEHERNTES, FLEMTEIVRATHERKRDODREE TRERS AL
RAANRYIAEFNDEWIEEEZERETDE, YIVRZAWSHZET, Bk
ICBTFBFcyRIIbZN LEEMAICL 2TMRDBERIRNFATETH D &E
ZbNd, ERIC. BEERAT7ICEBWVWT. pHREMICTRMRERICES
5MEEETIMERED FTHSnIgh &b LT, pHKENICHAMNER
A T2MEEB LTI AFcyRIIbS L UFcyRIILICH I Zaffiityh'iEia
LERERBEADFTHDFME L UNFI6H ) —< LTI AU/ EI N & &
IS nIgGI MR EINIBEEERNTREOI VTSV RA%EMNT 5 2 EMR
Ihi,

Fr. BRINZSEEHEH SICEVWTFCRBRE vHEREYYREMST
FEHEOEBRINAERIN-, YT ADIEES. FcyRIIbLA DFcyRiZgamma chai
NDHREFETFTTULARIRLAWVWCENREINTWSEH, FcSBE vy #HRIB
YD A TIEFcyRIIb UL AEIR L TWRL, FeRBE vy HRIBT U R ICpHIRE
MICTTAMMRICES T 2MHEE2E T 2MERED T TH SnF4d, nFi6% 1%
59352 &T. FeyRIIBRMWICHKE S %188 LROD, MEBRZMET S
MREERTDIEDARETH D, SEEMRH 8 DI/ERN S, FeEBH v #
RIET I ACHEEINpHRENICTAMERRICES T 2HEE2ET 2R
EEDFTHBHFAE L UnFA6IE,. BV AITHRES I NicpHREFEHICTARM
NRIEET2MEELE T I2RRBED T THDnlgb & ERT, ARD VY
TIVRAEENMT DI ENRINE, T, SEXZMREGI8 DHERMN S, mF44d
B LUNFI6IEFcRR/E v HRIBT VAR EINALBETE/ —TII IR
KRS INBEERERBEICNMEZBRIE I Z&NMALME Ao,

SEZEZMwABISICHEWVWTFcYRIIIRIBY D X 2 E > TRAKDODERISRFEI 1
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[0261]

[0262]

[0263]

7o mIgG13d & U'mF44, mF46{EmFcy RMD S BFcyRIIbE & UFc ¥ RIILIC D A
BB EMND, FeyRIIIRET DRI SDREEIRE5T 52 & T, Fe
YRIIbERWICHES ZIER LBRD, MEBREZNET I2HREERT S
EDFRETH D, SEEFEH 8 DIFBRMN L. FeyRIIIRIE\ET I RICIZEI N
fonFddE L UnF46IE A~ U RICHRE I Nnlgfl & EERT, ROV D TS5V
AEBINT D EMNRINE, £, SERBHI 8 DHERN L. nF44E & Un
FA6I3Fc Yy RIIIRIBY D RICHEINALBATE / —T IV RAIHEINE
BE. BLUFCRRE Yy HRIBEYY ZICKREINLIBE EIFEREEICHE
EERIELZENBELMNER S,

INHDERNS. JEMRFcYRICNT iEEIZIERE T, FoyRIIbIZA T
BRWICEEZIBRT ST, MEBLRZMET DI ENARETHD I &
NEELMER -, TRDBEFcYREN LIEREBEESHEDREICIFEICFcyRI
IbABEELTWEZEARLTHEY., FcyRDD BFcyRIIbICH T 2 S % i
FLTBXIAThIE, ZOMAEDFcYREN LEREEESERDRET 233
EHRIND SHRINE,

FICERLIEINETOXIBEICMA T, LRBOT D X% E > M5
EHNH. E MNOEFKFIZEWTE, YU R EBKICFcYRIIbEN LIZRER
BEOMBEAANDIYAZDE L. ZOHRRE MFeyRIIbIIH L TRIRMIC
BEEEBRLAFcAET 2MBIETONRDBEREEDD I ENTELETH S
EEZIDLND, T, FTICERLAEELDIC. TUREE NETIEFeYRIIbAE
NUEREEESFEOHBERANOIRY A RAREOERETELZEEZ LN
B2EMD, U AFcYRIIDICH T Baffinity5 1838 L/cFc A BT AN
MEHREZRDIMREBREDOMRD. £ MFcyRIIbICH T daffinitys
FEREICHEBLAFcEAVWS I ETE NOEKRICBWTHEERT D2 EH
AETHZEEZ BN,

FARBIE. MAFBEHREREESCRYRTF RICBEWT, BFcta
WEBICDBRLK ES—DDTI/BREEZMAD I 220, HFclgz=2
GRYRTF RELEE LT, FeyRIIbICH T 2EEFMAMITL DD, K



WO 2014/163101 124 PCT/JP2014/059706

[0264]

[0265]

BFcYRICH T BRATFUNRD LFABERE R E 2R RTF ROEE
FiEERMT S

BIZIEUTOIRESCHEFEEZEFLIENTES ;

(a) FRBEIZESURYRTF RICEWT, SEfFclBEICV R EE—D0D7
I/ BREEMABHIE
(b) BIEEIRE (a) THEINARYRTF RO, FcyRIIbICHT 2#E4E
SEMRTEMRFCYRICH T 2REFMEAET 2T, 8L
(c) HMFBEHEZSORYRTF RELBE LT, FeyRIIbICR T 2EEE M
EMRL DD, SEMEFcYRICH T 2REETFMELNRD L FclBdREREED
RYRTF REBIRT 2 TR

FELWEKRE LTI, FelRBRERESTRYRTF NOREHRETH
27T,

(a) HMFBEFHEZSOCRYRTF RELEBE LT, FeyRIIICR T 2EEE M
EMRL DD, SEUEFcYRICHT 2RBEFMENRD T L OIS, BRARYR
TFREI-—RTIRBEHNET 2TRE.

(b) BEMMICUZZREEEALRIRT 2L D ICBET SR
(c) BEMEENN OLUZARYRSF RELOUNT 2T, 28T HET
HB5

ISHICEHBEEREILL > THEINIMERVFCHREY VNI EDTH
AFERICEEND,

FRAFKBPIE, MAFCEEBREFREZEORYRTF RICBWT, ZFcfEl
WEBICDBRLK ES—DDTI/BREEZMAD I 220, HFclgz=2
CRYRTF RELLB LT, FeyRIIbICH T 2EEFEEEHIFTLDD. IR
TOEMEFcyYR, ATHFeyRIIa(REY) (I T B EETFM KRBT 2 %,
HWME, AFRBAOFEBEBEREZSURYRTF ROBEFEERHET S

BIZIE. UTOIREEOHEEZEFTLIENTES ;

(a) FRBEIZESURYRTF RICEWT, SEfFclBEICV R EE—D0D7
I/ BREEMABHIE
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(b) RIREIR (a) THEINLRYRTF RO, FcyRIIailw g 24
SEMES L UFcyRIIDICH T 2REEMARET 2 TR, L

(c) HMFBEHEZSORYRTF RELBE LT, FeyRIIbICR T 2EEE M
ML DD, FeyRIIaRE) ICH T 2EETFMENRED LcFcBRNEFE S
CRURTF R%EBIRY 5 TR,

[0266] #F&E L W& LTI, HRFCEFZZLRY RTF ROFcyRIIbICHNT

HAEMEMIZ LD, IRTOEMEFcyR. FTHFeyRIIa(RE) ICHT
DREFEUEEAT 25E. HWE, FBEBRZERESTRYRTF ROE
BEBHETH> T,
(a) HMFBEFHEZSOCRYRTF RELEBE LT, FeyRIIICR T 2EEE M
AR L DD, FeyRIIaRE) (IR T 2HEETFHEIRMD T 2L D10, H&HRY
RTFREI—-RTRBEHRET 3 ITRE
(b) BEMMICUZZREEEALRIRT 2L D ICBET SR
(c) BEMBEENHISOLUZRYRTF RERNT 2IR. 2STHZET
HB5
ISICYUBEERAECL > TEEINZMARVFCREY VINVEDTE
AFERICEEND,

[0267]  F/AFERIE, FEEZEUR)RTF RICBEWT, EFciRicda &
E—DDT7I/BBEEMAS I 2230, EFISREINLIFEIC. HFc
BREEURYRTFRELBRLT, BRIRTFRICHT 2MEOEEE
WHT 2H%E. BWE. BRYRTF RICRT 2REOEEIINFH ST iR
YRTF ROBESREEZRET S

BIZEUTOIRZESUHEEZETEIENTES

(a) FCRBBESTRYRTF RIZBEVWT, EFcBFHICV R EE—D0
TI/BEEEMASZIRE. 8LV

(b) BIEEIR (a) THEINLFAREEZSOR) RTF RAEKICH
BEXINFEEIC. FFEEBESURYRTF RELBR LT, AOEEL
FINDE%MEET HITIE,
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[0268]

[0269]

[0270]

[0271]

FOLIBRRYRTF RIE, EHREFcyREFEMIELT D &AL, HEDE
GHZMFNTEIENTESD, EXRELTERTHZ EEZLND,

EEFEICEVWTIE, FeyRIIbICH T 2EEEMZHMRFL DD, I_TOD
SEMRFcYR, ATHFeyRIIa (RE) ICRT2HEEFUERBIIEE LI
THIEMNFFELL,

FEAZEICHIFTZEFE LWREKRE LT, BIZIFE MgGDFcEIZICH W T
CEUFYRY D I2BBEEDT I JBROMDT I BADKE S, FeiEigoEU
FUNY U J2BEBEOT I/ B1FEBOT I /B 2MFBBOT X /.
268FBEDT I /. 295BEHOT I /B, 26FBBEDT I /B 298EBEDT
/8. 323FBBEOFI /B 34FBOTI/BRUBEFEDOTI/BHDL
BENZDLRLKCEET1 D07 /BILEEINZ DAL ESET D07/
DfDT I /BADREENBAIND LD, YkFBEEHRET %, EUF
YNV J2BEEDOT I/ BREEHAEDINIMOT I /BREE LT
&, EEEOFNL2UEDT I /BEEBERL THAGDETH LWL, FHELWL
HEHE LT, TED (1) 5 (3) AFEIFLN D,
(DFcHEIRDEVF > /N ) Y J2 BB O 7 X /B8, 268FB D7 X /. 296%&
BO7I/BRUO4ZEDOT7I /B
(2) FCSBIIMEUF /N v F23TERBD T
BO7I/BRUB0OEFEOCT7I /B
(3) FcRBIHMEUF /N v 723BbBEED T I /B 237FB D7
BO7I/BRUO20FEDOT7 I /B

RERDOTI/BELTGRBRINE 7 /#IE. WERI& L& L TFeyRII
bICx T BIEATEMEE ML DD, TRTOEMEEFcYR, A THFcyRIIa(R)
IR T 2BEBIRENEL T 25O THNITRFICREI NARWA, EUF N
)V J238BE DT I /BN AspTH Y. FEIT, EUF /N v J23FB DT X
J BhPhe, 237TZE DT I /BEHGInXILAsp, 241BED T I J BH Met XISL
eu, 268FB DT X /A Pro. 295FE DT I/ EHMetXiFVal, 296FE D
73 A GLlu, His, AsnXILAsp, 298FEBBHD 7 I /JEEHAlaX (ZMet, 323F

i

JB. 2MEBBDOT7 I /B, 296%F

i

g, 241%
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[0272]

[0273]

[0274]

BO7 I /BHTle, 324BBDT I /BHAsnIdHis, 330BBD7 I /BN
HisXIdTyr THDZ EDFFE LWL,

Fre, LERBARCHITHHEELVERE LT flAEE MgGmFcsEikIC
HWT, FeyRIIICR T 2 EETEMEN RAB IgGDFcHElg & LhE L T2f5 £
ERDBTI/BRENEAINLFEERERE., £2TOFcYRICNT 2EE
EHEERIELT7I/VBREEMEAEDINTEAINS LD, HEFc
EEAEWET S

AFEBICEWT. [TFeyRIIbDICN T 2 iEETEMEMNRATIgGDF ctils & Lhag
LTC2BEUEEARZ T I /BERE] & LTE BISREINGWA, FIZ I,
1 VICKEHOT7 I VBRENZETSND,

Fro. AFEBICBVWT, 2 TOFcYRICHTHREFMHEEBIESL 73
JBWE ] & LT, BICEEI NV, BIZIE FeBEDEUF /N1 v
J24EFEEHDOT I /B 235FBEEBOT7 I /. 236FBBHOT7 I /B 231EFEBOD
I/ 239BBEOT I /B 265BB0DT7 I /B, 261BBOT I /BRV
7FEBDT I /VBHILRBIENZDRCEEHET1DDOTI/BIETFLNS,

FFELWEEHEE LTIE, HIAIE, FeyRIIbICH Y 2EEEENRMAEIIG
DFcHBE & LhER L T2fEL L&A 2 7 X JBEWED., FetBDEUF VN v
2BFHDT7 I /BRU2NEBEDT7I/BTHY., 2TODFcYRIZHT 2EFE
SEMERRIE S 7 I JBRED. FCBRIEDEVF /N V J234FB DT X
B, 235FBBOT7I /. 236BBO7I /B, 237FBOT I /. 239%E
D7 I /B 2656BBEBDT7I /B 261BBOT7 I /EERUV2TEEHDT7 I /B
HEEEINZDVDRLCEBTIDOT I /VBHIEIFENS,

BHEMICIE. TEDO (1) ~ (3) KESHO7I/EBREOHEEEZTFE
LWHZEDHEERE LTHEIFHIENTE S,

(1) FeSRIEMEVF /1) Vv J233BEBD T X /L. 23BBEEDT7 I /L. 264%
BO7I /B, 267807/, 268FBBD7 I /BRU2INIBZBEEDT7 I
i

(2)FcSBIBDEUF > /N Y J23BEDT7 I /B, 237TBBED 7 I /B, 238%
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[0275]

[0276]

BO7X /8, 2064FBO7I /B, 267ZEBO7 I /B, 268ZBEBED7I /8
2NBFEEOT I /BB 290FBEDOT I /BB, 291FBDT X /BB, 330FED

T7I/BERUIBEROT I /R

(3) FcRBEIMEUF /XY Y J233BEDT7 I /L. 238FBBE DT I /s, 264%
BO7I /B, 261ZEHD7I /B 268BBOT7I /B8 2INEFEODT7 I/
RU29EBEDOT I /B8

REROTI/BELTGERINDT7 I /BIE, XEAIE L& L TFeyRII
bICH g EEEMEHREL DD, TRTOEMEFcyR, ATEFeyRIIa(R)
ICH T BRBAEBRENRBDT2EDTHNITRICREINRWVWD, EUF VN
) J2B8FEEDT I /A Asp. 2T1EFEEHDT7 I JBAGlyTHY ., EUF N
)2 234 B DT I JEeHAla, His, Asn, LysXidArg, 2358B0D7 I /B
HiAla, 236BED 7 I /BN GIn, 237BB D7 I /EEHArgRidlys, 239%H
DT I /)HLys., 265FBBHDF7 I /A Lys. Asn, Arg. SerXifVal., 267
BO7 X /B Lys, ArgRiETyr, 297&ZB D7 I /BN AlaTH D 2 E DT FE
L\,

T, LEFEICHSITHFFELVWERKRE LTI, AIZIEE MgGDFctEisIc
BWT, EUFV )V J2B8BEOT7 I /B, 21NBEBO7I /B, 32788 ®
7B 3NVEFEOTI/VBRUBIBEHOTI/EEOMD T I JBADH
ENBEAIND LD, UFFCEEZNET 5, HIC, 23B3EED7 I /. 23
TEEDOT7I /B 264BBOT7 I /. 267THEBDT7 I /BRU268EFEEDT
T/BHILREEINDVRLSEET1DOT7I/BHILREENDZDALCEE 1D
DT I/BOMBDOT I/ BAOHREENEAIND LD, YKFcEEEHNE
T2, HAEDLINZIMOT I /BEREL LTI, LEBOFIL2ULEDT X
JBEERL THAEGDLETE LW, FELWHEE & LTE. T (1
) e (4) BNEIFLNS,

(1) FcRBEIDEUF /XY Y J23TRBDT7 I /B8, 238FBE DT I /s, 268%
BO7I /B 21NEFEEHOT7I /B RTBBOT7I /B8, 30EFEDOT7I /R
RUSNEBEEBOT7 I /B8
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[0277]

[0278]

[0279]

(2)FcSBIBDEUF > /N Y J23BEDT7 I /B, 237TBBED 7 I /B, 238%
BOF7I /B 28BB0D7I /B 21NBEEBOF7I /B RIZBBOT7I /B8
. BOFEEDOTI/BRUIBIEFEOTI/E
(3) FCHRIMEUF > /N1) v J238BEDT X /L. 26788 D7 I /BE. 268%
BO7I /B 21NEFEEHOT7I /B RTBBOT7I /B8, 30EFEDOT7I /R
RUSNEBEEBOT7 I /B8
(4) FetBIDEUF /N V J23B8EFEEDT7 I /BE. 264FB D7 X /B, 2671%&
BO7I /B 21NEFEEHOT7I /B RTBBOT7I /B8, 30EFEDOT7I /R
RUSNEBEEBOT7 I /B8

BEROTI/BELTRBRIND 7 I /BIZ. HERE LB L TFeyRII
bICH T 2EEEMEMITL DD, INTOEMERFcyYR, B THFcyRIIa(R)
ICH T BRBAEBRENRBDT2EDTHNITRICREINRWVWD, EUF VN
) J23B8FEEDT I/ BHAsp, 2TNIEBED T I /BHGly, 327BBD7 I
EAGly, 330FBEDF7 I /M Ser, BNEFBEDT I /EHSer, 233BED T
T VA Asp, 237TEBBEDT I /EHAsp, 264FBBHDT I /EH e, 267FEH
DT I /EHAla, 268BEDT I /EEHAAspRILCLUTH D T EHFE L L,

I SHICAFEBPIE, HFBEBEZSURY) RTF RICELART, FeyRIIbICHT

DEETFEMEMHRT LD DEMEFc YR, BICFecyRIIa(RE) ICH T S EM
MR LERYRTF REEET Z200D, RURTFRERET 2 HE%
RIET 5, FAAFKPIE, FHFEHEZFURYRTF RICEEART, FcyRIIb
KR SiEEEE R LoD, JEMEFcyR, RFICFcyRIIa(RE)ICHT 5
BEFUEDNRD LER)RTF REERTE00D, RURTFREHRET
DHEERMTD

FEAFEBPIE, ERIRESINLBEIC. BFCBEBESTRIRTFRE
tEE LT, MAEDEESFEIINAZR) RTF REERETZLHD, RYR
TFRERETDHEERHET S

FELWRERE LTk, BIAE. ERDFcyRIIDICH 2 A5 & M
LoD, 5&MEFcyR, FFICFcyRIIa(RE) ICX T B iEETEMEA R L 7zFctR
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[0280]

[0281]

BREFEZEOCRIRTF ROBEFREZRHROT7 I/ BEEOHEAIEDE
rEFSND,

Fro. EROBEAHEICIE., RABIGOFHEEEZZOR) RTF R &
L TFcyRIIbICH T 2#EEEEM M I N, BD. TRTOFEMSEEFc vy RICH
TRBEBEENRDINTONIE, fHOT7 I/ BREEEAEDOETHWS
CENTED, TOLOBHEE LTI, FIZRIFE. BARICHT 2EEEE%
BOIEIZRENBIFSND, BEEMICIK, BIZIE FefBIBDEUF /N v
J32B/BB DT I JBEWME. F\W L, FesBEOEVF /N v J321EB. 330%
BRUBNFEDT I/ BULEOHESEHIBFOSND, WERDOTI/BEEL
TEBRINZ 7 I /BT, RABIGDFHEEEEZSORYRTFRELEELT
FcyRIIICN T 2 EEEEIMRI N, TRTOEEREFcYRICHT 2EEE
HEABRDIND D, MEICHTI2REEEEZRDPITZ2 DO THIIRICRE
INBWA, EUF VAN Y J32BBO7 X /BHAAaXIE6lu, 327BBD 7
I /EAGly, 30FBEDT I /EHSer. BIBFEDT I/ BMNSerTHB &
BEFE LW,

ISHICAREBPIE, FlEIBASURYRTFRTH> T, DR EE—DD
TI/BAREIN, FFcEIBEZSURY RTF R&E L T, FeyRIIbIC
Y SREETEMAE MR L DD, JEMEFc YR, FHICFeyRITa(RE) I T 54
BIEMNED LFclBig M ERESURYRTF R0 — NI 5B RME
5, FLARBPI, FEIBESURYRTFRTH> T, P EE—D
DOF7 I /BAREIN. FFcBIBESORYRTF K& L T, FeyRIIb
KR SiEEEE R LoD, JEMEFcyR, RFICFcyRIIa(RE)ICHT 5
EEREMICH T 2R-EFMENEY LFclBfBiEFRE=ESLRYRTF RKED
— N 2REBERET 5, AFKEBOZMEBITDNA, RNAZE, WAL 5HET
S AN

ILICARPIX, LRARBORBZZONRII—EZRHTTE, XU 45—
DFELFHIINI I —DEAINIBEEHMIBICIHE U TEHEENEEERT S &
NTE, BIAELERDORI S —EAWNDE I ENTES,
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[0282]

[0283]

[0284]

[0285]

T SHICAFRIF, LEARIAONRT S —ICLYMEEGRE I N BRI
92, BEMRIIEERENEERERT S ENTE. IR EROREEM
RERAWSDIENTES, EBEAFENIKEAZE. MTO LD 2B EMiEssE
Fons,

ERMBIEIMES L TERINSHE. SR, YR, 50k
EEMBENMEEERING S, EAMICIE. BMREE LT ROLD A
HREABIRINGES,

(1) MEZLEEMAAE. : CHO (Chinese hamster ovary cell Lline) . COS (Monk
ey kidney cell line) . S THA—< (Sp2/0. NSOZ) . BHK (baby hamster
kidney cell Lline) . Hela. Vero., HEK293 (human embryonic kidney cell
line with sheared adenovirus (Ad)5 DNA) . Freestyle 293, PER.C6 cell
(human embryonic retinal cell line transformed with the Adenovirus Ty
pe 5 (Ad5) E1A and E1B genes)#: & (Current Protocols in Protein Scien

ce (May, 2001, Unit 5.9, Table 5.9.1))
(2) MAELEME : 77U HY X HTVINEHEA S
(3) EHRMAE : sf9, sf21, Tnb&

HHWNITEYMEEE LTI, =327 177 - 4/87 4 (Nicotiana tabacum
) 2ED=3F 47+ (Nicotiana) BHEEODHIMIC L ZHFELFORITR
DBRMTH S, EYMEOMEEIRICIE. DL ZAEELMEAEEFRS
niss.

BICEEMEE LT, ROLDDHMBEEZFNRTLEATE S,

—BR Yy hOItEX - L ESI (Saccharomyces serevisiae) R ED
HwHOI+E X (Saccharomyces ) B. X4/ —IL&ILEER (Pichia pastor
is) wEDPichialg

—HRRE : TARZFIJVR - =H— (Aspergillus niger) MEDFT AR F
WA (Aspergillus ) &

I LICAFERBI, FBIFZEURYRTF RICBEWT, EHFcmiRIc Pl
EHE—DDTI/BAEENMADZIEEET. FFEEBEEURYRTFR
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[0286]

[0287]

ELEB LT, FeyRIIDICW 9 2EEEMEZ#MRIE L DD, EEEFcyR, #ICFc
YRIIaREICH T S RESTEEZRP T 2 HEERMT D,

FEARRI, FeREZEVCRIRTF RICBEWT, FFclgIcPa &
E—DDT7 I/ BAEEMA DI %230, EHRICBREINLIFEIC, HFc

BEHEZSORIRTFREEBRL T, BRIRTFRIINT E0EE%E

WHlT 2 HE=RMT 5,

fFELWERE LT, BIZIE,. E3ROFcyRIILICH T 2GS 5 % M
LoD, EMEFc YR, #FICFcyRITa(RE) IS T B EETEM A U /zFctB
BREFEZEOCRIRTF ROBEFREZRHROT7 I/ BEEOHEAIEDE
rEFSND,

T, LRBOVWTHDOOAERICLYBEINALRYRTF NERRRICE
Fnd,

AFEBIE. AEAOFBBREREZESTRYRTF REEET 2EEMAK
MR Y 2,
AFEBFOEEMERMIE. ARBO LEMAEXIIFcRE Sy v /X EHFITM
ATEENICHBLE2HEEZEAL. RHOFETHALT 5 2 &M ATEE
TH>D, BlAE. KELLIFENLUADEZENICEHFE LB 2R E OEFEMS
R, XITRRBRFIOEZHFOF TIHEBONICERATE S, HIZE, EEFE
HBRINDEGES L IREE. BEANICIE, BEKCEERERIEK, fEYH,
FLEH. BEF. REEUE. =EF. BERF. BEFH. Xe o), BBEH
. ARG LEEHEAGOE T, —RICEO ONIHEERICEKRIND
BAAEBHETRENMT S EICL > THAUT Z I EMNEALOND, BEEFMW
ICid. BESKTSAMB. B BRtO—X, IV b=, TVT,
ANAQ—=RANT DL, ANXO—RF MDA, EROFYFOELE
LO—Z, eROF> OB AFILEZLO—-R, RYEZLTEI—LY
IFLVLT7I/7ET—r RYEZLEDQY RV, €5 F >, HEHEERHER b
D)4 R RUAFDIFLUEBEET 60, BFE. HILRF D X
FLENA—R, -V RI—F, EREBEREZHEE L TETFLZENT
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[0288]

[0289]

[0290]

[0291]

[0292]

di
\Y/

T3, INSHERICBTIEYROEBRERINHEEOELSLHEN
N3EDICT2EDTH D,

EROODOEEEKRDISERFARBKOL D BREI IV ERVWTERED
BHEEICR>TUFT B ENTES,

EFAOKAERE LT, BIZIEEEREK. 7 RVEPZOMROHEEIZE
EEUHFER. HIAED-VILErN—=I, D-¥V /=R, -k k=, &
B M) D LREF LN, EHENBEEESF. AIZIET7ILa—I. BEMIC
Iy /=, RYFZIa—), BIZE7TaELY ) a—ib, RYIFL
YY) A=, FEAFUHEREFEER. BIZIERY VILR— K80 (TM) . HCO
B0EHALTE &L,

RS LT ITHm, A ESH TSN, BRERHEF S L TREERBA
VI, RYVLTILI-IEHBLTELY, T BEEH. AIAE)
BIREER. BB M) U LEER. ERLLR. I BEBIOH1 v,
BEF BIZIERINTIA—, T/ —I)b, BIEBLEFRIEEBRELTEH
W, ARINIHRIGES. BUERT Y TIVICREIE S,

BERFE LCRIFEROKSTHY . BENICIE. FHFE, BIK5H
B RHRSHE, BRESHERENBFOLND, EHRFBE. FIZIE
FIRPES. BARESR. BERER,. R TEFREICLYLEFLIERER
BICIRE T ENTES,

FEAFKPOERMERYIZ. BEOFH, ERICLYBEEREFZEEER
TEIENTED, iFELIERGFEEI—-RTE2RYX I LA FREEET
ZERMERMOBRSEE LT, FIZIE, —BICDEEETkgdh72Y0.0001 m
gHr 51000 mgDEETRRZ EANTRETH D, HDWE, Bz, BEHK
Y 0.0015 5100000 mg/body DEIFE TR EEBZ BRI ENTESN. ThHdD
HBICKRT LBEIRINDEDOTIERWL, BE58. ®55%EIE. BEOKE
PER ERLEICLIYEET I, YEETHNEETRIRT 2 &H0'H
BETH D,

FEAKBOFEEBREFRESTRY RFF Ni&, BHifE. < 2 MR, &
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[0293]

KRS LU/ 3 FREROESEZIH T 2RFOBMXRS & LTE
ATHD, AEPOFABEBHRERESTRY RTF RiE, FEERFcyREFEM
892 &@<, FeyRIIDIGERMICAER LT, BHERE. <X AR, &BHRHE
BELV/ FFEEROFEECEZINE T2 &P ARETH S, BHREDE
MElb &k, 1BhE, IgEE4. IgMESE., [gAEXEREEZET, LERARADFCE
HWEGRESTRY RTFF R, FcyRIIb&IgEAZE4E T % T & TBHERE (D IgE
EEZIG L. IgMEZRIET 5 2 & TBHIBBDIGMEE ZINHI L, IgAERET
5 ETIQAEEZIEIT 2, ENLSAICTH,. BCR, CD19, CD79b, ZFDBHAAE
FICHRRLTWABDFTITAMR X 4 VA HBRICELH D WIEITAMR X 1 >
EHEERT 20 F&FeyRIIbe Z BIEMXITEREMICEET S E T, L
EERARRIMFEREZRIET 5, £/, X MIBOEME & &, BB, IgE
L& BEME. RBRAEEE50, LRAFKPOFEEREFESTRY
RTFRIE, <X MERICBWTIE, [gESHATH BFceRI, DAP12, CD200
RZEMDT A M EICHIB L TWABITAMR X 4 VA SLH D WEITAMR X A
VEHBEERT 2D FEFeyRIIbE # BN, BENICEBT I 7T, #
JE. IgEFIC & 278 M . RN OIEZ T2 ENTETH D, T, HR
HIRDFM L &1k, 1BE, BREBRREE2E50, FRAFRPDOFEENE K%
SURYRTF RIZ, FEERICBWVWTH, FeyRIIbEMBEEEDHF TITA
MRX A VAEMBERICEOHDIWEITAMR X A YV EHBEERT 29 F & 4B
M ISEREMICRIET 2 2 &IC K YUiEML, RN, BEZIFET5Z &
ARETH D, T, BHAMROEM &I, Bl RENAEE220, L5
AFEPOFAEFEREAREZSUR ) RTF Nid, BHRMEICSWTH, Mgk
EODFTITAMMR X A4 Y &HIERICEDH D WIITAMR X o >~ &HEEERT
20 FEFcyRIIbE 2 BEEMIGEZENICRIET 2 2 & T, EMb. BiERN
. BEiEAEISIT S &N ARETH B,

AFEBPICBWTIE, LEAEBOFCBIBEREFRESTRYRTF R, &
BEREMEREOEERRIIEFHFOEVNHRS E LTERATHS, LDk
IC. AFBPOFCEBRNEFREECRY RTF RiE, Bilfg. v X M. &R
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MRS LT/ TIFFREKOFEE L ZH T2 ENTESLDT. 0K
RELT. ARPAOFCEEBREFREZEORIRTFRERET D &ICLY
. REREMRBEAEBEXIETFHTDIENARETH D, [REXEEES
11, ROBD%EEET 5. BLENRLSEIFICEREI WAV : BfIU Y
YF . BCREMFL BCREMFRIRRE. BCREMKEE. BCRE
MEIBEREX. BCfEMARNEAN. BCREEIMURDMERIDE. B
ROKMEN, BCREMERESX. BORBEMHFPRRVE. BCRE
MREEKX. BCRBEMKNESHEA. BCREML TS —HKF BCREFE.
BTN RIAT R, RIKARB X, BEEMMRME. SRMELE. AP Ty b
B ARTFRO—D R, SRUEBHE. T RUEL SUERCIEHEHER
. ERMEEA, REMBESR. KAMIREEEEE (ARDS) | 52 ~ 0O
— VR, Nt KUK, EEMERRKR. 7YV VR, EEHENE. KEEHE
TROBE, 28TV TFIM—FTR, 7LILF-HELK FTLILF—MHE
BR, BEMKEBX. BHE. HAEMH. BRE. 25U RRE. REMERE
RfE. Yz —J L UERE. X—Fxv MR, 5445 —ERE. [BROIIR
MEFRE. BRINESR, BERANEERIG. EOEEERME. 77O0—LFE
BfE. WbZ0<, RiK~Z Y 7. RILE. WM av I, bFE2v oy
3 v VIEIREE, BB, 2BICLETILF TR (malgias) . BEARARMAM
AR, REMEMNRKRME. 7y R F v —EEE. £52 - L
—fEIREE. WA, REHE. [ABRE. EME. MY VIEERKEIRE. £
MERR, DT —RNFEE. BENMERE. REMESHEBRE. RHEHE
iE. WE, 7 ME—MREXR, BUHEEEEEL. REMETETERZ. RE
MECMREE R, BCRBEMER. RERKERE. SEETHERIKEER
. ERFIKUEEM., FREM/NRRED LR, REMFIREEEEE TE.
REETIY VR A VR VIREERERRB. BEARRT) T F—F X
. BXREE. HREED. RIRIAKBEMEREE. BRMERRKEE. MR
EfE. SEMHAM. Yy MUEREROEAR. BERB. BCREERER
iE. FRUEBRBTE. SEMWRE. KOEE. EMERT. REMHEHER.
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REMRARIA. BERBMEMA, RINEREE A, SHEME. RBEIAL.
BBEGEFEE, BMESERE. KEHL. HAFHE a3y MER
B, JL—T7 2. BUHAM. LIRS RFFL. DBHER. 7LYNAT—
. BBEMERR. HEMRERIREE. SIFREREETE. NLAS—E
BB, 41— br-5 U /\— MERE, BPREEL. REE. ETELIMERE
{bfE. CRESTIEIREY (AKGEEBE. L1/ —HRK. BEEHESE. BiEEH £
CEMMELIRE) « YA K=Y R, U FH SHELH. v
v UREREE. MRS, NV EVR. BRERE. VU FUESREEE.
RIsEENAR%. EMEEERE. B5. U U/ EHRAZFEE. IBE. DRER
« DRRDERMIE. RAK. RRIEFRZFIRE. FERIKMHIRE, 774
EIREE, N/ viR-Y 11—V 54 VIR, BERERS. LY T2 OBE
. CERMERE %, RERMMAEER. < v V-0 T XEREE. SI9DEER
[0294] &7z, LEARPAOFREREFALZECRYRTF RIE, BSRERICHT
A (BCH) OEENKRBORREEASNIECRERRICSEVT
. TOECHAEOEEEZIE LT, YXECRERREEEXIEFHT X
HOBMHSE LTERTH D, EEHENEOBE IR TH DAchRE itk
DFcERREERME LD TEHAWS I & T, AchRZE35 3 5BCRA FIR T 5B
MREOBEEIFEIL, PRE—REFETHEMB/EINTWVS (J Neu
roimmunol, 227, 35-43, 2010), BCAELRHET 2R & NFBICEHD
MAFCEBE OMEY VR VEEFES & T, TOESHRRICH T 2BREH
IR9 HBHARIMBCREFcyRIIbE #R1E L. BEMRICN T 2BCRZFIRY %8
MRROEHEEINEI L. PR RE2FET D ENARETHD, TDLD
RECRERRBICIE. ¥5¥ - NU—ERE. EEHENE. BUERES
#., BCREMRTA. RFEMITEREE. REMELCMEEEX. BCRE
MEEER, RENRBERE. 7 v RAARF v —ERE. SFETHERIRES %
. BERFHKERN. BCfEMALIMEN, ECRBEEFPEEME B
PR DS, /St RO, BAR. RREFIRBREEETE. &
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[0295]

[0296]

BUETIV VR, A VR VIRFEERERRK. BEARRTIU T N-FT X,
[REMEKE. REE. |\BRERE. HERYED. RRIAKEMREE. &X
MREKEE. BEREE. SEEAR. v b EXMELMEEHR. RE
%, BECREMEMHEE. BRUEESTE. BEMRE. ZRUMRKRK. BN
WERE. IEMERENZINDD. INLHEITFICIEREI AL,

Ffe. LERARBOFAAFAREFREZSORIRTF R, £EFXRICLERS
VINJBEERIBET ZERBOBEFOEMXDE L TERTH D, EHICHE
BREVINVEEREBIDERBICH LT, TOIVYNTEERRELTHRSL
MR T DAREENAVNONDDY, BERTEREDI VNN IVEEZRIBELTWS
7o, AEHOSEBRINLETDY VRNV EIZIEYE LTEBEIN, TDIY YV
NROBIIHTDRBEDPEEINTLED, TOR/RELT, EDYV/INIE
DPBREINPTILR>TLIEW, FFHELTOMRAFEBLTLED, 0D
KOG VN EEREPICEEHDOTAFeREEDMEY VN VEEFD Z
ET, HFI VNV E R B EICHE VW TBREFeyRIIbE 254 L
BB VUNVEIINTONMGAELEEZINHIT S ENTRTH D, MR D
&Ny 8 & L TIEFactor VIII, Factor IX, TPO, EPO, «-iduronidase, i
duronate sulfatase, AZl!heparan N-sulfatase, BEY a-N-acetylglucosamini
dase, CEYacetyl CoA : a—glucosaminidase acetyltransferase, DEIN-acety
lglucosamine 6-sulfatase, galactose 6-sulfatase, N-acetylgalactosamin
e 4-sulfatase., B -glucuronidase, a—-galactosidase, acidic a-galactos
idase, glucocerebrosidaseNZEN 3, F/o. TNOSDI VNI BEHET
DEREBE LT, MR FREMNMRRDEERR,. BEEM. 51V Y
—LfE (LOZWEE. 777K R\ J—Y1fm) SHEaFEND
o 2L, INHICREINARL,

Ffe. LERARBOFHAREEHREFEZEORIRTF R, Y 1 ILZFOD
BIHRDE LTERTH D, V1 IILRICHT BHETH > TARFERBICECEHDF
CREBZ ZUHEIL, T 1L RICHT 2HEICE SN 2 idREF L RRER (
antibody-dependent enhancement) %#I%l 9 % I & AAEETH %, MAKIKE
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[0297]

[0298]

MERRRIBR &L, TAILAD, ZFDOV 4 IRIIHT 2HHRAEEFIAL T,
SEMRFcYREN L TERINFcy REIEMRRICERT 22 & T, BELITLK
TRRRTHD, TVTVA4IRIHT Z2HMHADFcyRIILICH T S
B, FAREERLER A ST 2DICEELRE AR LTVWS I ENER
EXINTWB(Proc Natl Acad Sci USA, 108, 12479-12484, 2011), Fv ¥
DAL T BHRAMAEDIET 2T T 71V REDREESHEMNFcYR
IIbAZET BT, FeYyRENLAZEREZBEL. TORRE L THEK
MRS A IG5, T4 L RITIET > Y 1)L R (DENVI, DENV2, DEN
V4) PHIVAAZE N 3, L. TNHEIFICREI AL,

F/o. LRARBOFERBREREZSOR)RTF RE, EIIREL FEAF
IEITEEFOBSMKAE LTERTH S, BIREILORETH 28{6LDLIC
g DA TH > T ARBPICSEHDOFHEE % SOk IEFc v RITalkFH A
REMMEOBES A I ENTERTH D, MB{ELDLIAIZERELDL & CD36
OHEEA%EZREY A, MBIELLRESHNEMAEICH L THE L. Z0OFc
Mo %&E /YA MHFcyRIIavFe Yy RUREMICERE L. BB T 5 &ARE
INTWS (Immunol Lett, 108, 52-61, 2007), Z D& D AIIKIC, KFET
ICEREDOF BB A STUHRAEEFIAT 5 2 & T, FeyRIlafkEM S IERAE
I, BDDOFcYRIIVEN LIS FFIVICE > TE/ 4 b OEEEZINH
TEHEIENEBEAOND,

AFRBICEW TR, LEEARBOFCBEEREGRESLRYRTF R, &
KR Y BERFIXIEFHFIOESNXNSE LTERTH S, LD L DI, Fe
YRIIDICW T 2HEEEZHR L. DD, IRTOEEEFcYRIINT 2HEER
W BHZET, PTIZZAMAKOT7IZR MNEREMIEL DD, FeyRIlall
RIFHAHEEIC & 2 I/MROEMEEZINE L. OBRBERESD ) X7 &R
TEIENTRETHD, TDH, RFEPICREDFAEFIREARERWNLT
T2 MG, BOBEBEXIETEICERTH S, BEEMICIE. RFEBFICE
B DFc4BIHMERIZ, B AL, Aliases, CD120a, CD120b, Lymphotoxin B8 r
eceptor, CD134, CD40, FAS, TNFRSF6B, CD27, CD30, CD137, TNFRSF10A, TN
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[0299]

FRSF10B. TNFRSF10C, TNFRSF10D, RANK, Osteoprotegerin, TNFRSF12A. TNFR
SF13B. TNFRSF13C, TNFRSF14, Nerve growth factor receptor. TNFRSF17, T
NFRSF18, TNFRSF19, TNFRSF21, TNFRSF25, Ectodysplasin A2 receptor&E DT
NFSEEET77I)—ICRTZ27I=RAMUGBOT7TI=Z MNELZIBRL, 2
SAEXIEFRHICAIBAT S ENTES, . LBUAIKE. 207
A NEMICFCyRIIbE DMHEBEERNMBREEINDDFICHTET7I=X M
FEOF7 IR NEELIERT D, 1A T. Receptor Tyrosine kinase (RTK)
D—D2THBKItDL DT, FcyRIIbEZRBEI NS Z & T, MABDETEAHIE
INDLIBDFICH L THEFEEETERIRTF RIC, RNREBAODFCHE
HREFEZFEELIET, SEPFeRERLLHMREICNY Y 5HER %218
BT S ENTREER D, BIIROBEDEEET SN, BLENRLETICIE
REI naew : e (MEREFRE. FE0iReimE. fiRES L ORFE LR
Bea20) . AiEE. BRE. BBE. IE TR BB BE BE. /
MARRE. IRERME. RIRRRE. BBERE. BiRE. PRE. RTLKE. FEE
B, FEARE BE. S8k REIE. =WERE ERRES. MRE
. REE. EEMREE. BUMREE. IIFE. BEE BRE. V1 ILALR
fEE. [UEHERR (RMEHKEDIRE. SMSHI RS MR,
MAISREKE R MK, RUUESHEREANRES L CRMEBEREBNFZ S0
) . BEEEEANRE. S v/AMamE. 8D VR ME. RYF
V) URE, FERTEVYVRE (N—Fv MY URE, B v /RBRER
ms. BRERE. v NUHREY) v/ BB, TBREEME) V/SE. E AR
) VRRE, EE ) VAR, BEMEANEEMERE. KA T R
VU RESLURATHEBMIE Y V&) . 57y AREHEREK
E. ZRMESHE. BHEVNERE. KESZ (WEBE. EMEE. 7Y
TEHEHREE. BRESLVCEREZSE) . SRR, WIRSHRE.
BRE. ARVRE. 21—V 7RE. NERE. MENKMREE,
FEAFRBIE. AEPOFEHREFEZORIRTF RH L IEEFER
DEEFEICL YEBEI NFEEREFREZZORIRTF RERR (BF
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[0300]

[0301]

) ANMEET2TIRZ2230. REREMREROBERERAEILIEFHAEICEAT
oy

FIARBIZ., DA EHEAFKPOFCEBREFREZSEUCRYRTFREL
CIRAFEBORESERICLYREINFCBIBRERESURYRTF R,
FLERARBAOEREXRD Z2T. FARAOEBRGEI LI FHAEICAW
5-00F%y MERHET B, ZFv MIZE., TOM, BEENICHFEINSHE
., Bk ERAEZZBBULETREFZ/ v r—ILTHLIEBTES
o FLEAFRRIZ., AREADFBEBEFZEURIYRTF RE L BEFEHA
DHEHEFEICL YHEINFCBRERERESURIRTF RO, RERIE
MEREBOBBERIZZIEFHEIOEEICHITHERICET 5, TAFBRAIE,
AREBOEBERAEI LRI TFHAEICERT 500, RNEPOFCBEEHNER
EEORYRTF RFLRBEAREBORESEICL Y EBISE I nFeRISNE K
EEUR)RTF RICET %,

BREABHMETHVWONTWS 7 I /BOINFRE & I XFREOTIGIE
UTOBY THD,
752 :Ala:A
FILF¥=> :Arg: R
TAINSHEY tAsn: N
FANSEUER : Asp: D
SATA4 Y :Cys: C
TJIH XY :G6Gln:Q
TSI VB Glu:E
g1y i Gly: G
EXFT Y :His: H
Avaq4<r:Ile: I
A4 > :leu:lL
1) i Lys: K

XFAZ= : Met : M
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[0302]

[0303]

[0304]

[0305]

[0306]

2z F75=> :Phe:F
70Oy > :Pro:P
12 :Ser:S§
AbFAZ2 :Thr: T
N)ZFPRT7Yy :Trp: W
FOT :Tyr: Y
N> i Val @ v
BREARBHMEICEWTEIAINALTOETRMXEIE. SBE LTKHR
HEICHEAANLN S,
e
AFERIZ. UTOERBAICEL > TILICHIRINE A, TROEEFICIE
EINDED TR,
(=Ml 1) pHREFRNIIEMADES
(1—=1) ik PIEMADEE

pHIRFMIME NIGEEZ IS T 272010, MR TH S & MgE (EHET!
FS 113, BERIES  14) (AEREIEHE MGlypican3fiEN 5745%)
“FreeStyle293 (Life Technologies) #HWTHRIIE I/, HFIE Lk Mg
EIdYEENMO—MBHUANSLIOT NS T4 —KICLUBEL T, RAE
Ihi,

WEINLZHEOREDHNS, b MNgEICpHREMICES L. B2, =&
FORMIGEMRES L V=D FOIGEU EN SR DI RXRGEESEETLRT S
MENBRI N, BRINALTE NoEifd % & MG EHEEMRE., B &
U, b MREEBRELAVTHER, SR LU, FRIWERERGZIO—22
78 (IgG1) (FEHECHIES : 10, BHEAIIES : 11) LdBRINT,
(1—2) ik bIEEDREEFEN S & VphikFrE S IE M O ST

IV RY—LRTRESBE#T 2 &N TEDHMEIE. MEICH L TeHiK
FRICEET 2RI TAL, CalkEMICRE T H2MRICHEE TSI &ICE»
THRBT D ENARETH D, TIT, /70— 28BLTar hO—JL &
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[0307]

[0308]

[0309]

2B pHIREIgERESBE A B X AW\ Xolair (omalizumab, Novartis)®d., b NI
gE (hIgE) ICXY ZpHRFHIESRES & UpH/CalkFMEEREN M S N /e,

445, Biacore T200 (GE Healthcare) Z#FHAWT. 7 O—2718B L VX
olairhIgEIC W F BFEETEM (BBEEHK, (M) A hiz, Sv=v
Ny 7 7—& L TUREZAVWTAEN M TbNI .
- 1.2 mmol/l CaCl, /0.05% tween20, 20 mmol/l ACES, 150 mmol/l NaCl, pH
7.4
- 1.2 mmol/l CaCl, /0.05% tween20, 20 mmol/l ACES, 150 mmol/l NaCl, pH
5.8
-3 umol/Ll CaCl, /0.05% tween20, 20 mmol/l ACES, 150 mmol/l NaCl, pH5
.8

BEERNINEZERINENTYVEAY 3SR EBKET (
BLIIES : 12) OCKRIMICHEET BLysiCEX FUMMFMINARTF R (KU
T TEFFUEGPCIRTF K] CiE#HT 2) A AMLTMTEYVEES
F v OHEMMEAF B L TSensor chip SA(GE Healthcare) FICEEILX i,
ERBEDOE MgEa 4 Yz LT, EFF U EGPCIRTF NICHIR X
52 &T. BENGERF Y TEICEREIEI N, 7FF54 & LTETDDR
BEQoO—v2BEA4 Yz LT V¥ —Fyv T EDOE FIgEEHEESE
AIt, TD®%. 10 mmol/L Glycine-HCL, pH1.5% 14>z / FL T, &
vH—F v THBEIN, HEERIEETIICTAEI N, Biacore T20
0 Evaluation Software (GE Healthcare) #EW/iE. h—T 714 vFa 4
WL DRERBROBITICLY ., HEREERKa (1/Ms) RUAERERE E#kd (
1/s)BNEHI N, ThHSDERZTICHEREERK MHPAEHEI N, I5HIC
. pH5.8, 1.2 nM CaZff &pH7.4, 1.2 oM CakED T TOERE DKL & &
H U CpHIREMEREE D, pH5.8, 3uM Cafifd &pH7.4, 1.2 mM CaRED T T
DEMAEDKDLE 28 L TpH/CafkF R a MM I Nz, ZTDRR%ERGIC

~L7=,
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[0310]

[0311]

[R5]

pHifk Tt pHICaifir it

Ny F7— ka kd KD

HiiEE (BFE) byt vmsy | s vt KD{pHG.8, .2 mM Ca) | KD{pHE.S, 2 pi Ca}

(KD{pHT 4, 1.2 mB Ca) |/KD{pHT 4, 1.2 mid Ca)

pH7.4, 1.2 mM Ca || 1.5E+06 | 3. 6E-03 | 2 4E-09
P0—s278 | pHA B, 1.2 mM Ca | 1 2E+06 [ 2 3E-01 | 2 OE-D6 §42.5 1636.5
pH5.8, 3 M Ca || 6.2E+04 [ 2.4E-01 | 3.9E-06

pH7 4, 1.2 mM Ca | 25E+406 | 1.1E-02 | 4 4E-09
Xolair pH5.8, 1.2 mM Ca | 2.4E+06 | 2 4E-02 | 3.9E-09 2.3 2.9

pH5.8. 3 M Ca || 1.4E+06| 1.7E-02 | 1.3E-08

(1—3) 4a—278. XolairDBEEEASEDF K

I 0—2218Hk MIGEE FMERMET (pH7.4) ICBWTZHFOMIgERIE
BLIUZDFOIEUENORZARERGEESEHEETRTE . £LZTOD
REESEIEERET (pH5.8) ICBWTHERT 2 &AF V3B 0O b
5574 =&Y, 100 mM NaCLICEMLIBI =0 O0—2781%

. PMERETOY Y I E L T20mM Tris-HCL, 150mM NaCl, 1.2mM CaCl,, pH
7.40/8y 77—, BEERETOY Y 7 & LT20mM Bis-tris-HCL, 150mM N
aCl, 3uM CaCl,, pH5.8M/Ny 77 —ZRAWTHRINKL, & METH Bhlg
E (Aspb) 100wg/mL (0.60uM) &2 O—>278h%:1, 1:6MEILLTREES
NIREWRD, BREFLIEDCAH— MY TS5 —hT2REMERER. 7L
B0 NI ST 4 —THMINI, FHERETTIE20mM Tris-HCL, 300m
M NaCl, 1.2mM CaCl,, pH7.4MDFENME, BEEMSM T TIE20mM Bis-tris-HCL, 3
00mM NaCl, 3uM CaCl,, pH5.8MBENMENZLETNAWVLNL, 715 LI364000
SWxl (TOSOH) %R\, 75F0.5mL/min, 25CORET THMI N, FORE
REMVICR L, H1ICRTEBY. /0—2718& b MgEid., FMEREMG
TICBWT, BT ODFECIKDAREN 1D (MF—DFe—EHRER
ELEBEILEIT?) AE2FRBLVENULOSERI LIRS LRERS
BEBR LI EDHERIN, I5IC. BEZGHTICEVWTR. 20&D
REEBESEIEEOSNAN 22 EN S, EidBiacorex WA DT
ffi& @ik, pHIKFEHICCh SDORBEESERIIBRET S 2 SR I,
(ZfEH 2] 70—>278&Xolair®in vivoiE(H

(2—1) In vivof i@ b hIgE (hIgE (Aspb) ) MAH!
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[0312]

[0313]

[0314]

B (BBHES :15) BLURHE (BHFES : 14) BS54 % in vivodHiiA
Dbt NIgETdH BHhIgE (Asp6) (RIEMEIFIEILE MGlypican3fnid) 1. E el
1 EAKDOTETHE SN, hIgE (Aspb) k. b MIGEDNEFEHD AT O
JIZFq4—h, IRTHZE FNgEQMPHBEEHRBOFELZ TRV LD
ICYB7DIC, & MEDEMADONEREHRESY 1 hDT ANRSF A7 2/
SEVBIITHEINLEDTTH S,

(2—-2) J—=INRIREBWEIO—278&Xolair® b bIgEDEENN
BN R DIREL

C57BL/6J< 2 X (Charles river Japan) (ZhIgE (Aspb) %EBEHIRS., H L
<IZhIgE (AspB) &L hIgEinid (/ O—278F fzldXolair) % REBFEE
L 7% DhIgE (Aspb) L VHb MIgEHMADEREEAFTMI Nz, hIgE (
Asp6) (20wg/mL) & L < (ZhIgE (Aspb) &L Uik MIgEHAMDEETAR (
REIXR O ICEKEH) HPREIRS S10mL/kgTHBEREI N, D& X, higE
(AspB) IZW L TEMAE+oEREICTFET S &N D, hIge (Aspb) (&
FIELTHEFICHKAELTWREEZA LN, RE5%59H. 265/, 75E. 1
HfE. 2B@E. 4HE®H L < IZ5HE. 78FE. 148[E. 21HB. 28HE THE
IIANSIMBRARL I NG, I N/-ME%E7BI1C4C, 15,000 rpmT
SABRODEEL T, MBENSON, DEESNAIER., REZERETHE
T. 20CLLFICEREINIEAREILREIN,

[3%6]
B ERT higE(Asp6) & | &5t higE FiiFRE
7 higE L (1 gg/mL)p h (1 g/l’g}lL)
Za— 278 20 100
Xolair 20 308
2—3) =IO ROQMIEHhIgE (Aspb DAE

<9 AMEEHhIGE (Aspb) SEEEIFELISAXIC TRIES N, MEFEES L
T192, 96, 48, 24, 12, 6, 3 ng/mLDWMEARFARIMNARE I Nz, hIgE (Aspb
) EHMhEHADREEESEREE—ICT 50, RERS LU~ Y M
EEBHTIE, 10uwg/mLEARB kD icXolair (Novartis) %ML, =B T30
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[0315]

PHEIEL, REROKRERS LYV AMEAERF Zanti-human IgE
AEMBIEXINEA L/ TL— b (MABTECH) % L < I%. anti-human IgE (clon
e 107, MABTECH) AE#E{LIN7=a4 L/ FL—b (Nunc F96 MicroWell Plat
e (Nalge nunc International) ) ICEL. ERTAHFEFHES L <I134CT
—MpEEB X /-, FD%. human GPC3 core protein (EHIEE : 16) . NHS-
PEG4-Biotin (Thermo Fisher Scientific) Thiotin{b X N/=#HGPC3HuiE (%t
NEESL) . Sterptavidin-PolyHRP80 (Stereospecific Detection Technologi
es) AFNFNIEBRBIERXRKIHXE 7, TMB One Component HRP Microwell Su
bstrate (BioFX Laboratories) #&EHE & L TRAWERBRIE%ZT N-Sulfuric
acid (Showa Chemical) TRINMFLLE, BFFRBEYA(/OTL—F) =%
—ICTASONmD IR E & ES 57505, B L < 1&ESuperSignal(r) ELISA Pico
Chemi luminescent Substrate (Thermo Fisher Scientific) #EE & L TH
HRBETW, 4707 L—M) =5 —ICTRIBELZAET 2HEICE
STV AMBRRENMUMESI N, 7 AMBFRERIREFORKES
U < ISFEHRED SARATY 7 b9 = 7S0FTmax PRO (Molecular Devices) %
AWTEREINE, COAETAEINABIRNESEOMEHhIgE (Aspb
) BEHBAM2IRLE, PR TYO—227815278-1g6G1, XolairidXolair-
I9G1 & REBI N/,

2—4) /=IO b b IgEIn AR ORI

T ZMBAROIFNGEFIRBREIKELISNEIC TRAIEI N, MBEHRE S L
T0.4, 0.2, 0.1, 0.05, 0.025, 0.0125, 0.00625wg/mLDIREFRRFAI A AL
IN7c, hIgE (Asp6) EihIgEMADRBEEHREZE—ICT H7cH. RER
LY RAMEFAERRE, Tug/mlE& s & D IChIgE (Aspb) ANRMI N
-, ERTHDHEL /., BRERORERS LU~V YU ZMERER % Ant
i-Human Kappa Light Chain Antibody (Bethyl Laboratories) AE#HEI{ELI N
7=4 L/ 7L — bk (Nunc-Immuno Plate, MaxiSorp (Nalge nunc Internation
al) ) IZHFL. EET2HEHRESD LIIF4ACT—HBEI L, TDH%. R

abbit anti-Human IgG (Fc) Secondary antibody, Biotin conjugate (Pierc
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[0316]

[0317]

e Biotechnology) & & U'Streptavidin-Poly HRP8Q (Stereospecific Detect
ion Technologies) ZENEFNIRFEIRRRM S/, TMB One Component HR
P Microwell Substrate (BioFX Laboratories) #&EHE & L TAHAWERABRIL
%1 N-Sulfuric acid (Showa Chemical) TRINMZLE., UFHFBE~Y/OT
L— K =4 —ICTA0nmDIRKEEZRET 2HEICE > TY Y AMEFRE
MREI N, ¥ AMBRREIREIEORAED STV 7 b D = 7SOF
Tmax PRO (Molecular Devices) ZFWTEHINA, COFETUAEINL
FIRMNR SR OMBPIGERAEREHRZ ZRBICR L, R T/O—2781F
278-1gG1, XolairidXolair-IgGl & REBI N/,

TORR. £ MgEEHDERICH LT, & MgE& Y bO—ILiRIgEHAE
THhdXolairaRABICIRES LIBAIK. b NEDEKITEL ok, FNIC
LT, & MGEICH L TpHREFHNQAEEEEZE T2 70— 2718 % EFIC
BE LB EIE. £ NIEDEKE L MgEBIE LB L CTRIBICIET 5 &
EDHERR I Mz,

EIRR/ARAEEW02011/122011 B2 B W T E RIL-6L 274 — (hsIL-6R)ITH L
THRET2MEEhSIL-REZAVTRBOERDIERINTUVWEIH, ZOHK
RIFARRBIDFER & EA4 > T, ERAREN02011/1220115 DEFESI3
ICHEWVWTIE, ERIL-6LET4H— (hsIL-6R)ICH L TRET 2D, ZOEE
HPHIRFR TIE AW infk (H54L28-19G1) DIgGI AR ERBEFIC/ —< I
YO (CO57BL/BIR U R) ICHE LIBAICIE. MRBEMARS LI5S
LT, MRTHZIENL-6L TS —DBEREMEINTEST. L
BEL 1> TWe, pHKEMICHRICIES T 2iF (Fv4-Ig6l) ZHMEEA
BRHICIR S LcmE b, HOAL28-19G1 2385 L 21BE & LB L TR O BRI
BINTWDEDD, MERBMTES LABELYIIRROERITE Ao
TWe, ThIRAERES T2 EICLY,. EPRERICEA LZER.
EOMRE EEHICEEBTEHIEICLY,. TUAERKRICFRNZNLTY A 7L
TN, MANSBRINIKLKARSDZHTHDEEZOND,

AEBHTELONBERIE. MREABICREEZESTI2EICELY. 7
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[0318]

RERERS LBELYE. MEOERIMETZEVIBERTHY. B
EOREE—RFETEDLOITHS, LHrL. AEBEBTHWZMERETH SIgE
W ZMERETH Y., hsIL-RIEZ—MHRRTH B & WD RAEMRD, IgEIIxH L
THIEHREENA S &, —DORBRICH L TZ20MRGEIMEET 52 4T
BETHY. R (1 —3) TEHEINLLI WERORREAEISWS
REEEHREERT 2. MEBRTHNIL, [GOZEETHDFcrRICHL
T—ffi (affinity) THET S ELHATEIRVA, LR & S REHDOR
FREMEN LMD AEESEDBEICIE, FeyRICN L TEEE (avidity)
TRETDHIENTRETH D, —H. hsIL-ROIFEIE—DDHMERICH L T—
DOWMELMEETES, LEN>TEOREREEHED LRDREESEILF
cyRE—ff (affinity) TULAMMEETET. avidityTIREE LELBAE S &L
TZOHEEERIIBHTIE WV, Tabb, IgEE ZDOMENLHHRINDRE
BEEITFcYRICN L Tavidity THKEE L. £ ORERFcyROVFRIRT 5 ATiHE
ZEN L THHANSECNMIREINEZEEZ SN,

ISIC, AP PHRENICHERETH B IEICHET 21581, MEREHRED
REESESHERNICIRYAENARIC. TV RY—LATRESBERIN
%, TDE. MRIFMEEEEICFCRNZNLTY 173N, #BEEL -
RERIESA VY —LHNTHEINS, TOHER, MEIRRICHT 2EE
HMREMTIZAWEE SR LT, ESEPMTIERIE O EEI LN
T=o
(EfERFI3]) FeyREGEERBIE/LI O0—278&XolairDin vivoFT
(83—1) FcyRESFEBEIELE bIgEMAEDERE

RIS, EREGI2 THEINMEOEROIMEN REEES K EFcyREDAE
EERICHRT 25D THDMMRELT 2720IC, pHEREMICE MgEICKHES
%278-IgG1IC LT VU RAFcYRICH T 2 A MMER I NAAREHRIER I h
foo YU AFCYRICH T 2HBAELBEBIT D & EBEMIC. 278-IgG1DEUF >
N T TRINDB23BAGDLeun Arglc. 239D Ser HLysiC B X N /=278-F
760 (BREEEEIIFES : 1) HNMERI N, ThHDEETF%I— K9 2DNAEE
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[0319]

[0320]

[0321]

[0322]

FINEEZICAMOBETEMRIREA TR I RICHMAEN, BETS
Z2I RPABASINEEMEERAWVWT, EROBFETRE LIS OHRME
WEFEDRED. TORERISHEI N,

(3=2) J=—NIIREEAWEFcyREEFEBIELIO—>278¢Xol

air® b b IgEDHEENFENR DIRFE

(2—-2) ERAKRDAET/ =TI R%ZAWVWT, YT AFcyRICHT S
e 2R S B 7/2278-F760 (BRHELTIES : 11) Z1%5 LBOIgEDHRLD
REMEEL T,

3—3) /J—IINIZADMIFHhIgE (Aspb) BE DAIFE

(2—=3) EARDOAFET/ —TINTIADMEFNNIEREZAE L .
COFETAEINLBIRAZRSZOMEBHPhNIEREHBR ZRAICT L, Lt
BOHIC, BAFRICIE (2—-3) TRLNK278-19611 SO MEEHhIgER
EHBHR LI,

3—-4) /—= IO b b IgEIn AR ORI

(2—4) EAROFET/ —TIT U AOMEFHhIGEMAFRE % AIE
L7
COFETAEINLBIRAZRSZOMRHPREREHZ ZRGICT L, Lt
BOEOHIC, BRICIE (2—3) THELSNE278-1961 O MR HEIREHD
tR L7,

AERBIOERTIE, A EFcYROBEZBRBET DI &ICEL > T, mMEEH
OIMAFREDOHRBICKIAELIFERINALN > ERFI2TEHEREINE
20— 2I18DIgGI A SEROMRDBREINEIELIDRIE L CHBET
B EDNREIN, ThbE, ERF2ZTEHER I Wbk DB S
ICERER I NZIGEDERDINEIE, 85 LA &FcyREDEEERICHE
THIENTINT,

INLDIENDL, MIBZERVWT. BHNE T 2RREMENICHREIES
BT, BEROMREMEDI XS REESHREZTRIEDL &, TOHRE
DFcyREEDNRABIGIMAERAREICHIFEL TWS Z &, HF L IEHE
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[0323]

[0324]

[0325]

AIRICH U CoHREMICHES T2 2 & (pHEEMRETICES T 2RI T
fEEh. PHEEETICSIZBELIYERTLTWSEZE) UETHD
ENEZLND,

(EMEHI4 ) FegRIIbDADIEEEZRABEFAREICHIFL. TOMODFcgRAD
HEERBI BN E DR
(4—1) P238DARE LA EDE S T & TFeRIIbADIEE % MEFF L, FcgRI
IaR~ DIFE % I St 5 HE DIRET
FCQRIIbAMDIEE & RARBIGGI D F N & RAREICHIT L DD, JEMEFcgRAD
BEDHEBRMITER L EMELZERTZICHEY., RERBEEEZI LN
BT I/ BEIIOERMEIES TE L FegRIlaZzFegRIIb& X B L T,
BIRMWICEESEEEZEBEITES & THDEEZL N, FegRITallid131%H
BO7 I /BAAgTHEELFEHEHIsTHIELRFEZRENEET B,
CDBREICHINT B HREHNFCIRIIbTIZArgTH B8, FegRIIbiLFcgRIIa R
RS K YBEAIAELIL TWS, FD/8H, FcgRllad > 5 TH, FegRlla REY
“FcRIIbE X BT 25 Z & MFICHBDBETH D EE X bfe, T DFcgRII
aRICH T BFcgRITADIEERIRMEEM EIEZHDDOHREE LT, EUF VAN
\) > J238FE DPro&AsplC B Y 2EMEHW02012/115241ICHWVWTHRE I 1
TW3, AR TR I DREZSOMMAZHFEIC L TFegRIIbADREE Z XA
BIgG S AREICHI L ZMDOFcRANDIEES = BERR Y IS I /-
ZAHEOEREEZBIE LK,

W02012/115241 DERER 5 TE SN /=Fc (P238D) &Fc v RIIb#ABE 4 4E1H & D
BEEEDOXSEREEBITORRICEDE, EUF U/ v 7238FEDPro%As
PICEH L 7-NEFc ET, FeyRIIb&E DHEEERICHEZS5 25 2 &N FRIE
NBERAL (EUF /N1 > J2338%E. 234F%FH. 235%FE. 236FB. 237FH.
239%E. 240FB. 241%HE. 263%H. 265%H. 266%&H. 267&H. 268%
B. 271&B. 273%H. 295%H. 296& 8. 298&H. 300&FH. 323%H. 32
bEFHE. 326%FEB. 327FH. 328%H. 330FH. 332%EB. 3UBEHOEER) I
&L THENLNEZEAL., BFcyREDEEER AL &,
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[0326]

[0327]

[0328]

HIRHSE FT 25 4B 18 & L TW02009/125825(CRIRINT WA E M vy —0O4
FUOLESY—IIRT ZMEOTEREIRTHHILR-HO AT ERE (EBFIE
2 :17) %, HiAHEEESEEE LTE MG DOCKREDGlyS & UlysZ Bk
L7GldZE 3 BIL6R-G1d (BLFIES :3) 2R L&, RIS, SEZEMHEH 1
DFEITH, ILR-GIdDEUF /3 1) > 4238 B DPro% Aspll B L 7= IL6R
-F648 % FR L 1=, RN WNEZZB AT S55THEHE L TIE. IL6R-F648ITH L
TM252Y 35 & TAN434Y %38 A | 7= IL6R-F652 (EEIES : 1) &, IL6R-F648IZ% L
TKA3E% B A L 7=IL6R-BF648 (BRI ES : 2) D _TEH%EHAR L7/, IL6R-F65
28 % \MIIL6R-BF648(D EEEDERALICH LT, T T I /BB & Cys&[R< 18%E
B|OT7I/BEEALL, FLEEE L TUIILGR-L(BEEHES : 6) = HEICH
W, TREZNOHEE HITSEERER 1 OFERICH > TREERR., BELL
o TNHLOWEFRESEREN 1 OFERICHY, MEEHIR, BRL, 5F
EHH2DAEICEY ZBFcyR (FcyRIa, FcyRIIa HEY, FcyRIIa REY, Fc
vRIIb, FcyRIIIa VBY) (XY 2G5S & MEREICEEM L &,

ZDFER. TDOHTL235F, 6237Q, F241M, F241L, H268P, Q295M, Q295V,
Y296E, Y296H, Y296N, Y296D, S298A, S298M, V323I, S324N, S324H, A330H,
A330YH'P238DRE & HiAEHHE D T & T, FegRIIbADHEEERE AT X
H5ZEMRFeRIIRICH T HHEEEBMAITL2REEL LTREINEL (X
1HLU58) .

2 7 13 IL6R-F652/IL6R-LICXS LT, 3 8 IXIL6R-BF648/IL6R-LICH L THT >
F- MR EZAIC L Y RE I N /2WZE DFcgRIIaRE & UFegRITbA DIEXTHY
BEEEER L, IhniE, RWEARDFcRIIaRDD % WM FFegRIIbICH T 2 &
ED{E%. IL6R-F652/IL6R-L, & % \NEIL6R-BF648/IL6R-LDEFcgRAN DI
EOMETEY, 1005 LETH D,
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[3R7]
e IL6R-F652I"% LT [FcgRIaRIZX 3 % [FegRIbIZxtd %
= BAL-®RE EXMESENE [fAMEEEE
IL6R-F652/IL 6R-L 100.0 100.0
IL6R-PD023/IL6R-L |A330H 73.9 101.5
IL6R-PD024/IL6R-L [A330Y 60.0 74.4
IL6R-PD089/IL6R-L |G237Q 65.0 66.0
IL6R-PD004/IL6R-L [H268P 77.0 80.5
IL6R-PD047/IL6R-L |L235F 89.9 95.4
IL6R-PDO013/IL6R-L |S324H 90.8 91.9
IL6R-PDO012/IL6R-L |S324N 92.5 102.2
[0329] [%8]
NIk, IL6R-BF648I=xt L TC|FcgRIlaRIZX}d B [FegRIbIZx}3 3
BALE-®ME HAXMNEEENE [fAMNEEEE
IL6R-BF648/IL6R-L 100.0 100.0
IL6R-2B044/IL6R-L [F241L 55.7 65.5
IL6R-2B045/IL6R-L [F241M 64.7 81.1
IL6R-2B118/IL6R-L |Q295M 93.4 96.3
IL6R-2B124/IL6R-L |Q295V 65.2 72.9
IL6R-2B128/IL6R-L |Y296D 88.1 102.1
IL6R-2B129/IL6R-L |Y296E 68.4 93.3
IL6R-2B132/IL6R-L |Y296H 66.9 89.1
IL6R-2B137/IL6R-L |Y296N 71.7 98.3
IL6R-2B145/IL6R-L [S298A 451 55.5
IL6R-2B154/IL6R-L [S298M 715 79.4
IL6R-2B169/IL6R-L [V323I 90.8 102.9
[0330] KRTIBLUVKRSICRLEBERIDL, ThS5O0UEEWTIE, REEAR]
b L TFegRIIbA DA % D7 < & £55. 5% EICHEIFE L DD H. FcgRlla
RNDIEEEBBIETIZRETHZ I ENREINTS,
[0331] #ZTCTAMETIE. BICINOOHREEHAEDOLEDZEICELY., FegRllb

ADEE %G & FEFREICHERE L/ F £FegRIIaORNDIES & A REA R Y KR
LB RDOER AR L, BANICIEK. R7BLUTRS8FTHEEAR]
ELEB LT, FEMEFCRICN T 2 A BRMICEB L TWVWEEEALND
WE, HHEIWREENSEHAEHE TILR-FO48ICEA L7, HALEEE LT
ITIL6R-L(ECFIES : 6) Z4LBICAWV. ThEThOHE & HICSEZERERF 1 O
FEICK > TR ERR., BRIk, §OoNABREARDFcgRIa, FegRIlaR, F
cgRIlaH, FcgRIIb, FcgRIIIaVICN T 2#EEIESEEMRN 2 DFHEICHK > TEF
L7 TTTRIICIE., BWEERDFcRIIaRE & VFcgRIIbICKT 3§~ 2 HEREY
MAERL, Thid, EHREIARDFcIRIIaRD B\ EFegRITbICKT T 54

AN
i m | 4
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BED(E%. IL6R-G1d/IL6R-LDFcgRIIaR# % LM EFcgRIIbADIEAEDIET
Y., 100ELETH S,
[0332]
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[5R9]
FcgRIlaR |FcgRIlb
] el e | e cxd 3 |Ioxd s
WERHB GldIZHLTEALI-HE AP P
WEEEN |EaEk
IL6R-G1d/IL6R-L 100.0 100.0
IL6R-F648/IL6R-L |P238D 29.9 138.5
IL6R-P589/IL6R-L |P238D/Y296E 270 142.4
IL6R-P590/IL6R-L |P238D/F241M 20.6 126.2
IL6R-P591/IL6R-L |P238D/F241M/Y296E 200 131.2
IL6R-P594/IL6R-L |P238D/F241L 19.8 1113
IL6R-P595/IL6R-L |P238D/Q295V 235 112.5
IL6R-P596/IL6R-L |P238D/Q295M 32.2 143.7
IL6R-P597/IL6R-L |P238D/Y296H 27.3 140.4
IL6R-P598/IL6R-L |P238D/Y296N 31.6 148.6
IL6R-P599/IL6R-L |P238D/V323l 30.9 148.9
IL6R-P600/IL6R-L |[P238D/S298A 16.5 112.4
IL6R-P601/IL6R-L [P238D/S298M 273 131.7
IL6R-P602/1L6R-L |P238D/F241M/Q295V/Y296E 18.1 111.6
IL6R-P603/IL6R-L |P238D/F241M/Y296E/V323I 16.9 129.6
IL6R-P604/IL6R-L |P238D/F241M/Y296E/S298A 13.0 92.3
IL6R-P605/IL6R-L |P238D/Y296D/S298A 13.5 82.0
IL6R—P653/IL6R-L |P238D/F241M/H268P/Y296E 14.5 116.3
IL6R—P654/IL6R-L |P238D/F241M/Y296E/S324N 18.2 128.3
IL6R-P655/1L6R-L |P238D/F241M/Y296E/S324H 171 127.0
IL6R-P656/IL6R-L |P238D/F241M/Y296E/A330H 18.2 137.9
IL6R—P657/IL6R-L |P238D/F241M/Y296E/A330Y 15.4 115.0
IL6R—P658/IL6R-L |l 235F/P238D/F241M/Y296E 20.8 149.2
IL6R-P659/IL6R-L |G237Q/P238D/F241M/Y296E 9.1 87.0
IL6R-P660/IL6R-L |P238D/S298A/S324N 14.7 100.4
IL6R-P661/IL6R-L |P238D/S298A/A330H 175 109.1
IL6R—P662/IL6R-L |P238D/Y296D/S298A/S324N 11.2 73.3
IL6R-P663/IL6R-L |P238D/Y296D/S298A/A330H 10.1 79.7
IL6R-P687/1L6R-L |P238D/S298A/S324N/A330H 12.6 100.2
IL6R-P688/IL6R-L |P238D/F241M/H268P/Y296E/S324N 13.3 113.7
IL6R-P689/1L6R-L |P238D/F241M/H268P/Y296E/S324H 10.1 102.9
IL6R-P690/IL6R-L |G237Q/P238D/F241M/Y296E/A330H 10.5 102.3
IL6R-P691/IL6R-L |[L235F/G237Q/P238D/F241M/Y296E 10.7 103.6
IL6R-P692/IL6R-L |[L235F/G237Q/P238D/F241M/Y296E/A330H 13.7 126.9
IL6R-P693/IL6R-L |P238D/Y296E/S298A 114 87.9
IL6R-P718/IL6R-L |P238D/H268P 20.5 122.9
IL6R-P719/IL6R-L [P238D/S324N 24.0 130.2
IL6R-P720/IL6R-L [P238D/S324H 21.5 125.6
IL6R-P721/IL6R-L |P238D/A330H 24.1 140.2
IL6R-P722/1L6R-L [|P238D/A330Y 22.5 130.0
IL6R-P723/IL6R-L |L235F/P238D 240 128.5
IL6R-P724/I1L6R-L |G237Q/P238D 17.8 101.2
IL6R-P725/IL6R-L |P238D/Y296D 24.5 135.7
IL6R-P726/IL6R-L |G237Q/P238D/F241M/Y296E/S324H/A330H 12.0 123.0
IL6R-P727/IL6R-L |G237Q/P238D/F241M/H268P/Y296E/A330H 8.3 107.9
IL6R-P728/IL6R-L |L235F/G237Q/P238D/F241M/Y296E/S324H 11.0 126.0
IL6R-P729/IL6R-L |L235F/G237Q/P238D/F241M/H268P/Y296E 10.0 126.6
IL6R-P731/IL6R-L |G237Q/P238D/F241M/H268P/Y296E/S324H 8.1 85.8
IL6R-P732/IL6R-L |L235F/P238D/F241M/H268P/Y296E/S324H 11.9 165.3
IL6R-P733/1L6R-L |L235F/G237Q/P238D/F241M/H268P/Y296E/S324H 6.3 103.5
IL6R-P734/IL6R-L |l 235F/G237Q/P238D/F241M/Y296E/S324H/A330H 12.56 169.1
IL6R-P735/IL6R-L |L235F/G237Q/P238D/F241M/H268P/Y296E/A330H 14.3 173.1
IL6R-P737/IL6R-L |G237Q/P238D/F241M/H268P/Y296E/S324H/A330H 7.2 99.5




WO 2014/163101 154 PCT/JP2014/059706

[0333]

[0334]

KRIICTRLEBREEDHBH S, FegRIIbADFESHIL6R-G1d/IL6R-LDZF N
ELEE L T8O%LA E & #EFE L. FegRIIaARADIBE DL TICER I TWD
WEFICDWT, BFCRADKDEZEZR 1 0ICR L, RPDENHBESEM
& l&, IL6R-G1d/IL6R-LMDKDIE % ZAEAFDKMETEI > /=fETH Y, IL6R-G1d
JILBR-LODBFcgRICH § 2KDEAE 1 & Lz & T DR BEFDHER B EEEE
RY. RPDKED> B, KEBTEY DRI N/(EIE. FegROZWEIKICH
THR/EDNWBTHY., FERAULENTIIELSEFTTEAVWEHIIN
fefesh, SEERGI2 ICEREHD

(X2)

KD= CeR,_/(R,.-RI)-C

EZRRLTEHLLETSH S,



PCT/JP2014/059706

155

WO 2014/163101

[5k10]

8000 900'} £00°0 0zZ00 11700 [90-31'6 |40 60-30°L HOEEY,/N¥ZES/V¥862S/a8e3d| T-H971/£89d-H9TI
Z100 G8Z'| 0100 0£00 0£€0°0 {o0-20+% | 80-30'L HOEEY /V862S,/a88ed] 1-H911/199d-Ho Tl
1100 3L60 6000 G200 9F¥0'0 [00-3€G | 60-3F'L N¥Z€S/V¥862S,/08E2d[ 1-4971/099d-49TI
G000 L080 9000 G100 17000 0-3¥9 | 80-308 396¢A/WI¥ed/a8Eed,/OLECD| T-H9T1/659d-H9TI
G000 L08¢ 0100 8600 #0000 [00-3F || £0-3£8 396¢A/WLygd/ageed, /4562 1] 1-4H911/859d-H9 I
G000 LED'L 6000 9200 #6100 9031 | 80-3L1 AOEEY/3962A/ W 1¥2d/0882d| T1-H9T1/£59d-H9TI
L000 LL97T LLo0 7e00 81100 [90-36'1 |& 80-387 HOZEY /3962A/ W 1¥2d/0882d| 1-H9T1/959d-H9TI
£000 068'| L100 0£00 £810°0 00-32.Z7 |8 80-39'L H¥2ES,/396ZA/Wited/as8ezd| 1-4911/659d-49l
£000 9107 7100 Z€00 90200 [00-397 [& 80-39'1 N¥2ES/396ZA/Wived/asezd| 1-d911/¥S9d-d9Tl
£000 o6t'L 6000 ¥200 €800 00-36¢ | 80-38'L 1962A/dB9CH/ W L¥Z4/a8e2d| 1-HO11/£69d-HO I
8000 LLBD £00°0 1200 78200 00-3€°G | 60-39'8 V86¢5/0962A/08¢2d| 1-H911/609d-49 I
8000 8£6°0 8000 8100 76200 00-366 | 80-3¢'| V862S/3962A/WI¥Zd/a8e2d| 1-H9T1/409d-H9T
¥000 L68| 6000 9200 05100 003227 | 80-32¢ I£2€A/3962A/W1Ted/assed] 1-H911/£09d-HOTI
9000 £ele 0100 8200 ¥L10°0 Joo-ave | 80-36'1 3962A/AG62D/Wived/a8ezd]| 1-4911/209d-d9l
9000 000 0100 8v00 62800 00-397 | 60-30F WB62S/a8szd| 1-d911/109d-Ho 1l
9000 £ol'l £000 9200 £¥60°0 {90-3F Y | 60-36¢ v¥8625,/08¢72d]| 1-4911/009d-H971
8000 9£9¢ Z100 8700 76100 [90-3202 | 80-3L'1 H962A/08E2d| 1-d911/L6Gd-H9TI
G000 GIgT 0100 8€0°0 00£0°0 900327 | 80-3L'| AG62D,/08E2d| T-H971/G66d-H9TI
G000 99.'| 6000 Z€0'0 9c20'0 [00-367 | 80-3'| 11¥ed/08¢2d| 1-H971/+66d-H9TI
8000 LPO'L 1100 ¥E00 8c10°0 0031 | 80-3b7 3962A/WIvzd,/a8ezd] 1-4971/166d-49TI
G000 0eg’L 1100 ¥E00 ¥610°0 00-387 | 80-3L'L Wlved/asezd] 1-4911/066d-H9TI
8000 958'¢ Z100 900 0££0°0 00381 | 80-30'1 396¢A/08¢2d| 1-H971/685d-H9 I
G000 6vLT Z1l00 G900 gIp00 |60 90-36'1 |5 60-36'1 [60-308 a8ezd| 1-H911/8¥94-H9TI
000'L 000 | 000'| 000°L 0000’1 [Z0-3p'e Joo-31'¢ [/0-39%6 [90-Tz L [ol-3cE 7-4911/P1D-HOTI

r=N=1 I4=R=I1 g =R=10 g =N="0 [y =R=N
w_mmmmu_“ ﬁwmmmu_“ w_m_mmmu_“ w_ommmw w_.mmwm* W)y a wmyaM wad ) ax

B e~ i~ o~ | CEREZI QLT @ T R SRR FRLTVY EIPLO-HITI FYFER
QLpE-l) QLR QLIS QLR LR Soypias | “qpyso)| HenyFos| Yemdsod|  ensod
ABIIE32d|  qIySod| HemdSed| delysod|  Edsod




PCT/JP2014/059706

156

WO 2014/163101

G000 ¢080 9000 1100 02000
G000 ¥9¢7¢ 000 1200 £1000
€000 €L0¢ 1100 8100 §1000
¥00°0 680 9000 6000 100070
000 8rLl gloo L100 50000
9000 66¥°0 £000 ¢l00 6¥000
9000 991°1 5000 5100 $0000
1000 LLEL ¢100 L100 90000
G000 ¥90°L £00'0 ¢loo 71000
6000 LGe'L 9100 6100 L1000
8000 6vLg 1100 9v00 90400
£000 0gl’l 8000 1€00 00100
6000 (514 44 1100 00 ¥000°0
£L00°0 09L'L 0100 700 9€40°0
9000 0¥8'¢ 1100 P00 €800
5000 800¢ £100 6€0°0 0FE00
9000 85€¢ ¢100 ¥¥00 86£0°0
8000 9191 6000 9¢€00 ¥6¢0°0
8000 8160 9000 8100 €200
9000 068} 8000 (44} 90000
L000 L3811 000 L100 0000
G000 6LC | £00°0 L100 110070
£000 160°1 8000 9100 81100
8000 69¢| 6000 1200 ¥6¢00
HESH| HHSH JNESH| IECH| IESH
CAMEEY| GHRCEY| GHRCEE| COREY)  CHRCEY
LR QLMD LMD QLM TP
ABIH324|  qIYSod| HEMMSo4| Helly®od4|  Eld3od

190-3r'9 |30
|90-3gC ¥
9
9

0-36'¢ |54

190-3L ¥
190-36¢ |¥

030}

9

g
190377 |
190-36€ |

9

9

9

90-361 |50

190-39F

|9o-31¢

9

9 ;
90-367C |
90-38'] |G
90-397 |60
9
9

{9032 |50

0-32¢ |

190-396  |¥0

90-3L¢
90-3EP
90-30F |F0- 3
9

38
3
0-3Lv |¥

190-31v ¥

HOEEY/HYZ€S/3968A/d89¢H/ W I1+24/ABECH/DLEED

1-d9711/£84d-H9T

HOEEY/396CA/d89¢H,/ W L¥2d/d8ECd/DLEZD/48EC]

1-49711/6€4Ld-H9TI

HOEEV/HY2ES/I96CA/WI¥Ed/ABECd/DLEED/ASEC

1-d9711/vELd-H9TI

HY2ES/396¢A/d89¢H/ W vEd/a8ECd/DLECD/AGEET]

1-d9711/6ELd-H9TI

HY¢e€S/396¢A/d89¢H/WI¢d/A8ECd/JGECTT

1-d9711/¢8Ld-H9TI

H¥2€S/3962A/d89¢H/W1¥¢d/A882d/DLECD

1-d9711/1€4d-H9TI

3962A/d89¢H/W1¥24/0dBECd/DLECD/JSETT

1-d9711/6¢4Ld-H9TI

H¥2€S,/3962A/Wlked/d8Eed/DLECD/48EC]

1-49711/884d-H9TI

HOEEV/3962A/d89¢H/W1¥ed/ABELCH/DLECD

1-49711/£8Ld-H9TI

HOEEV/HYZES/I962A/W1¥Ed,/dBECH/DLECD

1-d9711/9¢Ld-H9T1

d96¢A/08Eed| T-d9711/G¢Ld-HTI
a8eed/DLeeD| 1-d911/PeLd-H9Tl
a8£2d/46€271| 1-4971/682.d-4H97T1
ADEEY/A8EZd| TT-H9711/2¢Ld-49TI
HOEEY,/d8Eed| T-d97T11/1¢Ld-H9TI
HP¢ES/a8Eed| 1-H911/0¢.d-H9
N¥¢ES/a8Eed| 1-d911/61.d-H9TI
d89¢H/0a8eed| 1-49711/81.d-H9Tl
V86¢S/3962A/088¢d| 1-d911/£69d-H91I

HOEEY/3968A/IN1¥2d/A8E2d/0LETD /AGETT

1-49711/269d-d9T1

J96EA/W1¥E4/08E€d/DLECD/H5EET

1-d9711/169d-49T1

HOEEY/A96¢A/WITEd/A8ECd/DLEED

1-49711/069d-d97T1

HY2ES/396CA/d89¢H/W1¥ed/ageed

1-49711/689d-d97I

NYZES/396CA/d89¢H/Wi¥ed/ageed

1-49711/889d-497TI

FXRVYEZIPLD-HIL

FYER




WO 2014/163101 157 PCT/JP2014/059706

[0335]

[0336]

[0337]

AR TEAINALWED S B, Y296E%E A L /-P589, F241M%E A /=P
590, F241L%Z=E A L7=P594, 0295VZE A L7=P595, Y296H%ZE A L 7=P597,
S298A% B A L 7zP600, S298M% A | 7-P601, H268P% B A | /<P718, S324N
ZEA L 7=P719, S324H%E A | 7=P720, A330H%AEA L 7=P721, A330Y% & A
L 7zP722, L235F %8 A L 7P723, G237Q%F/ A L 7=P724, Y296D%E A L 7/=P7
2513, FcgRIIbADIEEZGIdE ARENZTNLLLICHEIF L/2F &, FcgRIIaR
ANDEEEREEAFOF648L Y HER T 2RI DD EDNRIN, &
NSOHFT, RmEFCIRIIARNDIEE A KR L TV DIES298A% B A L 72P600
T. FCgRIIbADIEE EGCIdD 1. 2fFICHERF U 7= F £FcgRITaRNDIEE %0. 026
BICRR L TWWe,

SEMERIFCQRICN T IS % B IRMITER T 2RO H > RER L ZHH
BHETHRET LR, FeRIIbADEANGIdE LB LTI 0MEULETH Y.,
MDFCQRIIARNDIEE IR EER I N TWDIE, PI2TTH o7, PT271xFcg
RIIbADIEEDGIdDT. 1EFICHERF I N, FcgRITaRADIEEHY0. 0125 (TIKES X
NTWiz, F7FcoRlalixd§ BHEEHGIdD0. 00 1 4£=(C, FegRIIaHA DS
HY0. 0071% 1, FegRIIIaVAMIEAH'0. 005 ITHEBINTEH Y. FegRIIbLAS
D, SEMRFcIRICH L TS TGBIRMICHA 2 RBE T 28BN/ -HEFTH-
720

(4 —2) FcoRITbADIEE % 3834 | /o ERIC KT DFcgRITaRN DIEES KR

RIC, FegRIIbADREE % BIRBIICIBR L. MODFcIRICH T S IXIEA L
MWD, HBDWIIMER LW EFEEERIC LT, FegRIIbd ELRFcgRICH T
IREEBBITIRNELEAT ST E T, FeaRIIbICH T A 1EI961 & F
REICHIETZ—HT, OFcIRICTT HEEN TG & LB L TEB L TW
DREFENBOLNE I EABEBFINL,

ZZTEY, IL6R-GId (EBFIES : 3) I L TKA3EAE A L 7IL6R-B3 (
BEHES : ) HEE I iz, IL6R-B3ICH L TFeoRIILBIRMIE S # A E D
HTEATEIEICEY., FegRIIbADIEE & BIRMICIETE L 2 WE AR IR




WO 2014/163101 158 PCT/JP2014/059706

Ihi, TiiALEEE L TIZILGR-L(ELFIES : 6) 2 HBICA W, ThENOHH
EHICBEERBI 1 OFEICHK > TRk EHR, BRI, S5 BERK
(DFcgRIa, FcgRIIaR, FcgRIIaH, FcgRIIb, FcgRIIIaVICW § BiESIESEE
Tl 2 DEEICHE > TFHMAI L7z ERINAREFRDORFCIRICH T 2HEET
MAERT1IORY, RPOENWEEEMES I3, IL6R-B3/IL6R-LOKDIE% &
WEEDOKETE > /ETH Y. IL6R-B3/IL6R-LDRFcaRICH T BKDEA1E
L& TORREROENNBEEMEEZRT, [KD(IIaR)/KD(IIb)1 &I,
B NZERDFcgRIIaRICH T BKDIEZFcgRIIbICH  BKDIETEI > = ETH Y.
CDEAARZFNIEARZTWIEEFeRIIbICH T 2 BRI BV EERT, &
FOKED DB, [RETRY DRINIEIE. FcROBBRERICNT S
N THY . REMRENTIZEL KBTI RWVWEHIETI W=/,
SE RN 2 ICEEED

(2]

KD= CeR,./(R,,~RI)-C

EZRRLTEHLLETSH S,
[0338]



PCT/JP2014/059706

159

WO 2014/163101

[5&11]

0¢9 [l 281 80-3¢¢ MOCEV/VICEN/AYBTA/D1L2d/ABITH/ABELd/ALEED/APEST/AEEET| T-HI1/G61d49-HITI
66 €1 861 80-31'¢ HOEEV /VIZEN/D1L2d/A89¢H/A8Eed,/ALECD/APEC1/ALEET| T-H9/v61d9-H9T1
egerA g0 £8l 60-3¢9 MNOEEV /D 1L2d/A8ICH/A8ET/ALETA| T-d9T1/€61d8-doTl
£LT 0 1'EC 60-3990 MOEEVY/A96CA/D1L2d/A892H,/08ETd,/AcEA| T-H9T1/261d9-4911
1T 0 £0¢ 60-30'F MOEEV/VIZENM/D1L2d/089¢H,/08E2d/AECC| T-H91/161d8-d9TI
A% 0l £61 80-3¢9 MOSEV /D |1 Led/A89CH/A8Eed/ALETD| T-HIT1/061d9-H91
gy 80 88 80-3A¢v MOEEY/VO2EM /D1 L¢d/ABIZH/A8ECd/ALESD| T-HI1/681d9-H9TI
9'/9 'L (¥4 80-31°¢ MOEEVY /D 1/2d/0892H/A8¢2d/ALE2D/AEe2A| T-HI11/881d9-H9TI
L0l v0 L6 80-367¢ MOSEV/VIZEN/D112d/A8ECd/ APECT| T-H9T1/L81d9-4971
106 11 8G| 80-3G'v HM0EEY/VIZEM/A96CA/D1L2d/A8C2d,/ALECD/ApECT/ALEEA| T-HI/981d8-HI9TI
vy cl 9¢l 80-3€'9 MOEEVY/VIZEN/D1LEd/A8ECd/ALETD/APEET/ALECT| 1-H9T11/681d9-H9TI
I 44 o0 28l 80-31'1 MOSEV /D 1L28d/08E2d,/0ace2a| 1-d9 1/ ¥81d9-H97I
6¢1 0 801 80-3L'1 MOEEV/VIZEN/D1L4d,/A8E¢d/ArEC1/AEE¢A| T1-HI1/681d8-49TI
£82 ¥ gee 80-30'1 MOEEV/A96CA/DLed/A8ETH/ACETT| T1-d9T1/281d9-H9I
£61 €0 £0¢ 60-3G°L MOCEVY/VOZEN/D 1 L2d/A8Eed/Aeeda| 1-dIT1/181dE-H9Tl
6'6¥ 60 98l 80-38'6 MOSEY/D1L2d/A8Eed/ALEECD| T-H911/081d9-H9TI
698 80 L9 80-31'9 MOEEV/VITEN/DIL2d/A8ECA/ALETD| T1-HI/6L1d9-H9TI
109 Al 1’81 80-3¢'v MOLEV/D1L2d/0882d/ALE2D,/ACEZA| 1-HO/8/1d8-H9TI
009 a1l gel 80-3€°¢ MOEEV/A9TEN,/D1L2d/ABECd/ALECD/APECT/AECT| T-HIN/LL1HG-H9TI
98 20 1'61 60-3CL MOEEV/A9¢EN,/08ECd,/ALEC| T-d9/9L1d8-HITl
06l 1 g6l 80-3¢/ HOEEV /VI2EM/A962A/A8Eed/ALECD/APELT/ACEET| T-H9/2G1dF-H9TI
Vil 9l 691 80-31'8 HOEEV/VI2ZEN/A8ECd/ALECD/APECT/ASEeA| T-H9T1/ G LdE-d9T1
066 Q¢ LL L0-3C°¢ HOLEV/VIZEM/ABETd/ALECD /APETT| T-d9T1/0G ) dE-HITI
1'€€ 80 06l L0-3¢°| MOECY /VOZEM/A962A/A8ECd/ALETD/APECT/ALECT| T-HOT/671d9-H9TI
iy ol oyl 80-36'8 MOSEV/VOTEM/A8ETd/ALETD/APETT/ALETA| T-d0T1/8v 1dE-H9Tl
I'Ly [l 9E1 L0-3Jp'| MOEEV/VIZEN/A8ECA/ALEED /APECT| T1-HIT/Ly1d9-H9T1
LEl [1] £6 80-3IF'L Y92EM/088¢d/ALECD/ARECT| T1-HIT/9%1dd-H91l
1'6 €0 66 (0-3¢| adgeed/ALECD/ArEET| T-H91/6¥ 1d9-H9T1
6¢ 20 L'8 80-3L'¢ VOZ2eM/A8eed/ALeeD| T-d9T/ vy 1dE-d9T1
1A% ¢0 ool 80-39'1 VO2EM/A8ECA/APECT| T-H911/S¥1d9-H9TI
9¢ 10 e L0-3¢| MOLEV/ABETd/APE2/Aceea| 1-HO/£€1d9-H9TI
'8 10 Y4 80-3G| MOEEY,/VICEM,/8E2d/ALECd| T1-HIN/ZE1d8-H9TI
9%¢L 0 gel E G0 L0-3¢'| MOEEV/A8Eed/QLECD /ACEZT| -9/ LE1dE-H9TI
¢0ol 20 ¥ A} E { 60-38°| MOEEV/INEEEA/A8E2A/AEEET| T-HI1/081d48-H9TI
09 1'0 £6¢ (0326 80-38'¢ MOSEV/d962A/0d882d/Aee¢a| 1-HOT/621d9-H911
08 20 991 Ema 0z 80-3¢9 MOSEV/VIZEM/ABETA/APETT| 1-H911/680d9-H911
vl 0 £el (0377 |4 [0-36'C MOEEV/VIZEM,/A8Ced/ALECD| T-HIT1/880d8-HITI
1'G 1'0 091 (031’9 |&0 80-38°C MOEEVY/ABECA/APET 1| 1-H911/L80d9-4911
¥'a 10 1Ll L0-3L°G § 80-3L¢ MOSEV/VIEEN/ABETd| 1-H9711/980d9-H9I
g6 £0 TEl 103zt [5 10352 0tev/0882d/ALE2D| -ug 175804899l
1’9 10 £Pl (0-30G |G 60-30L MOSEV/NEZEA/A8EEed| T-H9T1/P80dE-H9TI
6¢ [o)] 062 L0-36°L 80-38'¢ MOEEY/A96ZA,/A8EZd| 1-H9T1/£80d48-4911
8¢ 10 44 L0-3¥G 80-38'1 MOCEY,/A8E2d/AECT| T-H9T11/280d49-49T1
1'E Q0 V44 | 60-30'6 d967A/0E€23,/Agced| 1-H971/19292-4911
L 20 ol 1L0-3€Y 60-3p'| adeeza/NEZEA/A8Eed| 1-H97T1/£62H2-4911
9¢ 1’0 o¢el 190371 80-31'1 aseed| 1-4971/8v949-4911
0l ol £0 90-31'e 90-31'L |01-FCF * -4971/£9-H97I
<l 11 0 £0-3G6¢ ([90-39¢ |L0-3.9 |90-30°I |0I-32¢E 7-497T1/PI1D-H9T1
EEEE EEEE asew| ew| qew| (/ew| (1/ow

GHEXBY LHECBY (amam aM aM ad ax aM - o~ .

Spie| o pkenl| quemay| ¢kl k| eehol| vapt| opk ERATY R IICE-UITI FHER
TJaId3o4| Yelysod ACIIE324| T]anygod| Hellgdod| Helyss4| -jerysod




PCT/JP2014/059706

160

WO 2014/163101

g8 02 0G1 60-30¢€ J0EEY/D1Led/AB9¢H/A8E2d/ ALEZD/AVET 1/UEECT| 1-dD 1/Eveda-dg 1l
909 il rvl 60-36 J0EEV,/VIZEN/D 1 2¢d/ABI¢H/A8Eed,/ ULEED,/Aeeed| 1-a9 /¢veda—do 1l
89 il Gl 6031 ] H0SEY/Q0¢eN/D [ L¢d/089TH/A852d/0LECD/Ageed| 1-d9 11/ [7edg-doll
(43 0 BGI 60-39L H0EEV/D1Led/U89¢H/DLI2S/A85¢d/ALECD/AEEed | 1-49 11/0veda—d9 Tl
cIg Tl Tel 60-39L H0EEV/VICEx/A962A/D 1 Led/U89ZH/OLIZS/A8ELd/ ALELD/AVEL 1/UEECT| 1-d0 1/6Eedg-d9 1l
258 A 8Ll 60-3r ¢ H0EEV/VO¢EN/U96¢A/ D1 Led/U89¢H/UBECd,/ LECD/APET 1/UEE¢d| 1-d9 11/8€¢dg-d0 1l
60¢ 0l (S} 6031+ MDEEV/VIGEN, U962A/D1Led/089gH,/DL9¢5,/UBLed/ULECD/APEE 17A56¢d| 1-99 I/2£¢dg-d9 11
Tl Tl Gel 60-3LL HOEEVY,/Q0¢ex/U962A/D1Led,/U89¢H/DL92S/08E2d/ULECD/AVEL I/QEEed| 1-d9 11/982da-d9 1l
Z0L ! TGl 6035 ¢ H0EEY/Q9¢ex/096¢A/D1Led/U89gH/ABECd/ ALECD/AVEC 17088 | 1-0911/56¢da-d9 11
gaC 60 001 60-369 MOEEV,/ 9283,/ A962A/D 1 L2d,/A892H/DL92S/08E2d,/LEZD/AVEC1/0E€¢T| 1-HO /EedE-HI 1l
CEg gl g8l 80-30L MOEEY /D1 Led/U8Eed/ULECD/AVEC 1| 1-d9 I/6Eedd-d9 1l
7SS Bl 0GI 80-30L MOEEY/VIZEN/D112d/08E5d/ALEGD/APEZ 1| 1-d9 11/¢66da-dg I
! Tl 473 6037 6 H0EEY/U96¢A/D11¢d/U80¢H,/UBECd,/ULEGD| 1-dD I/ [EedE-d9 Il
22! 61 IZe 80— | H0EEY/96¢A/D1L¢d/A89¢H/U8Eed,/ ULEeD/desed| 1-d9 11/08edg-d9 1l
9L el £61 80-39G H0EEV/VIZEN/D1Led/A8Eed/ALECD/APEC 1/AEEed| 1-d9 11/62¢d8-d9 Tl
eLL 9e go1 60-39% H0EEY/A92EN/D 1£2d/A89¢H/OLIZS/A88¢d/ALECD/AVEC 1| 1-d9 11/8¢edg-d9 11
896 Ll V6l 80-3L¢ H0EEY/Q92EM/D 1 £7d/A89¢H,/A8ECd/ALECD/AVECT| 1-d911/L2dg-dy I
ote ! Bl 80-3¢ G HO0SEV/A92EN/D11¢d/08Eed/ALECD/AVEC ]| 1-H9 1/92¢d8-19 I
€8 g1 61 80-356 HUEEY,/A9CEN,/ U8Eed/ALECD/AVEG 1| 1-d0 1/566dg-d9 1l
€88 Ve 621 60-3¢9 H0EEV/VOCEN/D 1£¢d/U80¢H/OL9S,/085¢d/ALECD/AVEC ]| 1-d9 11/¥eeda-d9 11
geel Tl 0¥e 30-3L¢ HOEEY/VI2Ex/D122d/A80¢H/U8ECd/ULECD/AVES 1| 180 1/£26d0-d9 1l
606 ! 50¢ 80-31G H0EEV/VIZEN/D11ed/U85¢d/ALECD/AVEe | 1-a91/¢ceda-do 1l
YOIl CHl V&g 10-3¢ ] H0EEY/VIZEx/A962A/08E2d,/ ALECD/APEZ]| 1-d9 11/12ed8-d9 I
8C8 0l 0g 80-30¢C JI0EEV/Q062A/D 1£¢d/A89¢H/A8ECd/ULEED,/Agecd| 1-d9 11/0z¢dg-d9 1l
606 gl BLl 80-30F MOEEV/D1L¢d/U80¢H,/08Eed/ALECD/AVEC 1| 1-d0 1/615da-d9 1l
L0¥ L0 61 80-3LE MOEEY/Q9%Ex/0 1 Led/0892gH/Q8E¢d/ALECD| 1-89 11/81¢dg-d9 11
g0e €0 0¥e 90-38¢ MOEEV/Q962A/D [ Led/U89¢H/OLIZS/ U8Eed/ALEGD| -d9 /L 1eda—d9l
44 V0 r0¢ [0-329 MOEEY/D1Led/U89¢H/DL925/Q88¢d/QLEeD| 1-091/91¢d8-d9 1l
¥SL g0 r1g 80-3¢F MOEEV/0962A/D112d/A892H/A8E¢d/ALELD| 1-H9T1/GIed8-HI 1l
85C 90 Trl 80-36G MOEEV/A9CEN/A962A/ABECd/ ALECD/AVEC 1/0e€ed| 1-d9 /7 Iedg-do 1l
7Ll T0 1] 6031 H0EEV /D1 Led/U89¢H,/U8ELd/QEsed| 1-d9 11/51edg-d9l
ZEl £0 907 60-3¢ % "0EEV/U06¢A/D11¢d/089¢H, UBEEd/AEEed| 1-d9 /¢ 1eda-ag I
071 €0 58l 60-3¢ H0EEV/V9¢Ex/D1Led/U89¢H/U8ECd/UeEed| 1-d9 I/ [ ledg-dy 1l
76L Il 96e 80-359 H0EEVY/D [ L¢d/A89eH/08Eed/ALED| 1-d911/01eda-Hal
909 60 TEC 80-36¢ HO0EEY/V96E/D1L¢d/U89¢H,/ UBECd/ALEGD| 140 11/60edg-d9 I
906 Pl 9o¢ 80-36 H0EEY/D | L¢d/A89¢H/08E2d/ALECD/AEEed| 1-H911/80cdg-H9 1l
It i (¥4 80-3¢¢ H0EEY,/U8E¢d/AEE¢d| 1-H9 1/206d8-19 1l
CET! €0 g5l 60-3¢ 8 H0EEV/D [ Led/U8EEd/UEEed| 1-d9 11/90ed8-d9 1l
€61 €0 51e 60-3LL H0EEV/AD6CA/D 1 Led/UBECd/UEEEd| 1-80 1/506d9-H9 1l
vzl Z0 08l 60397 HOEEY/VOLEN/D1L¢d/ U8ECd/UEELT| 1-U0 1/¥0edd-d9 1l
I'E9 ! [ [0-38 ] H0EEV/D1Led/A86¢d/ALECD| -89 1/606dg-dg 1l
£eY 60 88l 80-356 H0EEY,/VIZEN/D112d/A8Eed/ALELD| 180 11/20¢dg-Hg I
€LL ! 0le 80-31'% "0EEV/D [L¢d/A8Eed/ALEED,/AEEcd| 1-d9 11/10¢dg-d9 1l
606 A £8l 80-32¢€ "0EEV,/Q0¢EM/D14¢d/A8ECd/ALECD/APEC /08| 1-d911/00¢d9-d9 11
tD 0 oy 60-37 9 H0EEV/Q9¢EM/9E¢d/ASe¢d| 1-HD 11/661d89-90 11
] <0 ! 80-31'1 MOEEY/VI2Ex/D [L2d/A89¢H/UBECd/AVEL 1/UEEed| 1-49 1/861dE-d9 1l
g8 Il rLl 80-361 MOEEY,/A9ZEN/A96ZA D1 L2d/A892H/A8Eed/ALECD/APEC 1/AEEed| 1-d9 /£61dg-d9 Tl
EEl ¥ VEI 0 : 0361 80-T 1 MOEEY/VICEN/D 1 Led/ AB9ZH, U3ECd/AVECT| 1-d9 1/961d6-d9 1l
HESH HSH (iowy| - (110wl (/10w)|  (TA0w)|  (1/10w)

EHRCEE| ERRKBE| (DAY a a a a al - =l

A B R | B T | Y | AT FRATY IR IEE-UOT FhER
T9IyB04| genysod ABIIY324| 2114324 | HeNgsod| yerysod| 2jerddo4




PCT/JP2014/059706

161

WO 2014/163101

[el8l [t1e B0E L0-3¢6_[80-31S_[60-3c | I56Ed/H0EEY/D | Ld/380¢H/VLDLS/179CA/A8E¢d/ULECD/AEELd| 1-d9 11/86vdE-d9 I
T19Z gzl 0le L0-396_[80-358 [60-31¢ "0EEV/DLEEY,/ D1 L¢d/I80¢H/VLIES /TP 9eA/U8Eed/ULECD,/ Asecd| 1-a9 I/L6vd9-d9 11
601 g2 §Ge 90-3L€ [L0-3L¥_[60-T2 | a96¢A/D1Led/380¢H/VL0¢S/P9¢A/A8Eed/ALEeD /g | 1-d911/967d8-d0 11
AR 608 503 [0-36% [60-3¢8 J0EEY,/A96¢A/D 1 L¢d/389ZH/DLITS/A8E¢d/ALECD| 1-d911/G6vdE-d0 1l
o607 [ E¥ 8e ; [0-35C [60-36¢ J0EEY/Q96¢A/D1Led/I892H/VLI2S/A8Eed/ALECD| 1-d9 I/76vda—d9l
v OrL 01 128 [90-311_[01-3¢¢8 Q962A/O 1 Led/389¢H/VLI¢S/ I70¢A/U8Eed| 1-d9 1/€6vdg—d9 1l
E0E] A §8E [0-3¢6_|01J6L D1Led/3892H/VL8%5/I79¢A/U8ELd| 1-d9 1I/¢67deE—d9 1l
vol0l__|¢6 B8 [0-3¢1 [60-3¢% H0EEY/U96¢A/D12¢d/I892H,/VL92S/Th9eA/08eed/ALEED| 1-d9 11/ 16vda-a9 1l
Ci8el_ |96 9% 90-3v¢_[(0-31| |60-3&¥ H0EEY/D1L¢d/3892H/ V925 /IW0eA/A8eed/ALEeD| 1-d9 11/06vda-d9 1l
0060t | 2ce e 60-30°1 |/0-308 [80-3c¥_[60-3c | WO6Ed/H0EEY,/ Q96CA/D [ Led/I892H/VL92S/WIZA/U8ELd,/ ALECD, / UE€ed | 1-a0 11,/68rdE-d9 1l
€091 [ OFbL o7 I__[90-391 [80-3r¥L [60-3¢¢ J0EEV/A96¢A/D 1 Led/389¢H,/ VLECS/T79eA/A8Eed/ALECD/Ueeed| 1-d9 1/887dg-d9 1l
04897 | 8L¢ BEE 80-36€_[60-35 | IND6EJ/H0EEY, D1 £3d/380¢H,/VLOCS /179CA/U8Eed,/ULECD /8¢ | 1-d911/487dE-d0 11
970 il il [0-38Z_ [01-3¢8 D1£¢d/U69¢3/389¢H/VL9¢S/U8Eed/ULEEGD,/UEE¢d| 1-d9 1I/¥8FdE-d9 1l
g6e g0 801 90-3¢ 1 [60-3¢ | D1L¢d/389¢H/VL9%S/ 199¢A/A8e¢d/ULECD/Ueted| 1-d9 /68vda—d9 1l
€661 T 50¢ [0-30% [60-30°1 51L¢d/389¢H,/VL92S/W92A/08E2d/ULEeD/UEEET| 1-H9 1/ 18dE-Hg Tl
85I 20 Iee 90-3¢9_[80-3¢| D1.¢d/d69¢3/380¢H/ 1992A/08E2d/0LECD/AEECT| 1-H0 11/08vdE-HI 1l
£S5 4] o1 [0-306_[60-3¢% 51£¢d/389¢H/VL9ZS/ 199CA/1V9CA/Q852d/QLECD/AcEea| 1-d9 11/6LpdE-d9 I
CI611 | GEl 0le 80-308_[60-30¢ 0EEY,/D1L¢d/380¢H/ VL0925 /179¢A/08E¢d/ULEED/AEEEd| 100 1I/SprdE—dg I
IZel 7 Y [0-31S_[80-381 "0E€V/D [£2d/06923/389¢H/ 199¢A/U8Eed,/ ALECD,/Agecd| 1-d9 1I/e77dg-d9 11
T6ve | 8¢ 90¢g |[t0-38¢_[60-3C¥ d0EEY/D1Led/U69¢3/389¢H/UBEEd/ULEGD/UEECT| 1-H 1/4vhdE-HI Tl
g%0¢___ | 0¢F 0¥e [0-39€_[80-3L1 J0EEV/D [L2d/3892H/ 1992A/U8Eed/ULESD/Aeecd| 1-a9 /157 dg-d0 11
€65 08 0ve [0-3¢1 [60-3L8 d05EV/D 112d/389¢H/1V9cA/Q85ed,/ QLE¢D/AkEea| 1-d9 11/0vvda-d9 1l
780S [ G8 60¢ 90-38Z [L0-3¢ 1 [60-3L8 HOEEV/D 1 Led/3892H/VLIZS/ 1992A/179ZA/A8E¢d/ALECD/AEELd| 1-H9 11/65rdE-d9 I
09 9 [543 [00-391 [£0-38T [oI—d1¢ LZEEL/H0EEY,/D1Led/I89ZH/VLICS/A8ELd/ALEED/UEEed| 140 1/8ErdE—do 1l
0ecG___ | 8% rig 90-ar 1 |L0-3¢¢_[01-36L LZEEL/H0EEY,/Q96¢A/D1Led/389¢H/VL9¢S/08ECd/ALEGD| 1-d0 I/LERdE-HT Tl
%09 [ 8% BEY ¢ |L0-3¢¢_|01-39¢ LZEE1/J08EY,/ Q962401 Led/I89¢H/VLIES/U8ted/ULEGD,/Aseed| 1-d9 1I/98vda—d9 1l
861 9C rZe [0—3¢v_[60-301 LZECI/d0EE Y/ VIeEN/ U96¢A/D ILed/UBYCH/ 8Eed/ ULEeD/UEted| 149 1/9erde—dy Il
AR 7% [0-3¥t_|01-35% 1ZEEl/H0EEY,/A92EX/A962A/D [ £2d/0892H/A8E¢d,/ALE¢D/AEEed | 1-d9 I/¥Erda—agl
v16 a1 00z [0-389_ |01-3¢L LZEEI/MI0SEY,/962A/D 1124,/ (BAZH/08E2d/ULED/AEECT| 1-d0 I/E5vdE—do I
792 e ove [0-31v_[60-39¢€ H0EEV/D | Led/A69¢3/389¢H,/DL9¢S/A86¢d/ALE¢D/AEEed| 1-d9 1I/1Evdg-d9 I
vS5Z__ 8% £8l [0-3¢¢_[80-3L) |0EEY/D 1L¢d/3892H,/DL92S/ 199¢A/A8bed,/ALEeD/Ageed| 1-d9 /087 dg-d9 11
7ol | ¥9 Tl 1031 [60-3¢9 H0EEV/D 1 L¢d/I89¢H,/DL06S/T7IZA/U8ELd/ALECD,/UEEET | 1-d0 11/62rdE-d9 1l
LUcc__ [8¢ 08¢ [0-36€ [60-36% 90EEY/D1L¢d/389¢H/DL9¢5/08e¢d/ALECD/UEESd | 1-d9 11/8¢vda-d9 1l
€126 9 9Lz [0-391_[60-30°1 H08EV,/D [ 12d,/06923/3892H/V192S/0882d/0LED/Ag6ed| 1-H9 1/92kda-HI 1l
g8ce__ |09 gEe [0-3¢¢_[60-d1¥ H0EEV/D 1L6d/389¢H,/VL92S/ 199¢A/U8Eed/ULESD,/Agecd| 1-a9 11/96hdg-do 1l
SE09 |29 TVE [0-381_|01-3LL H0EEY/D L¢d/38UZH/VLIES,/08E2d/0LECD/AEEeT| 1-H0 1/€2kdE-HI 1l
TiT <0 o6l 90-3¢Z_[80-T 1 0962A/D1L2d/389¢H/A8E¢d/ALELD| 1-H9 11/69¢d8-19 I
9ee 90 6! 90-38 1 [60-35¥ Q96¢A/D1£¢d/389¢H/A8Eed/ALEED,/Ageed| 1-d9 11/89¢dg-d9 11
BPLI VE 08l [0-3¢€_[80-T ) J0EEV/D1£L¢d/3892H/08Eed/ULECD/UEEET| -8 1/99¢dg-Hg 1l
TE08 Il 71 [0-3¢9_ |80 Je< HO0EEV/U068A/D1Led/3892H/Q85¢d/ALECD| 1-09 1178924840 1T
715¢ I'E £8e [0-35¢_ |60 L H0EEY/Q96¢A/D12¢d/389¢H/0882d/ALECD/Ageed| 1-d9 1/79¢da-dg 1l
g <0 0Ll 90-30Z [80-30] 51 L¢d/3892H/A8E¢d/ALECD| 1-H911/29¢d8-d0 11
CEg A 801 10-3¢9_[60-30L 0EEY/U96EA/D 1 Led/U89eH,/A8Eed,/ ALECD/AVEL 1/AE€CT| 140 1/67edd—d9 Il
€88 Bl VET [0-3¢8_[60-3L] H0EEV/VOCeN/A06¢A/D1£2d/Q89¢H/A8Eed,/ALE¢D /g | 1-d911/87¢dg-d9 11
CEg Tl 51¢ 10318 [60-35L H0EEY/A0CEN/A96¢A/D 1 Led/Q89¢H/U8Eed/ULEGD,/SE¢d| 1-80 1I/L7¢dg-d0 11
UEe L0 VLI 90-391 [60-308 HOEEV/V92ex/Q962A/D1L2d/U89¢H/DL92S/A86¢d/ ALECD/UEEed | 1-d9 11/97eda—do I
7Lt 50 591 = 90-3¥' 1 [60-329 H0EEY/A9¢€,/A062A/D1 Led/U89¢H/DLI2S/A8E¢d/ALE¢D,/AEEed | 1-d9 /Syeda—a9l
I8¢ g0 VOl 503993 0-39¢ |90-3%1 [60-38L J0EEV,/A062A/D1Led/A892H/DL92S/A9e¢d/ULECD/AEEed| 1-d9 I/vveda—a9l
HESH FHSH Q/ewy|  (J/0wf (/oW  (TAewy| (10w

EHRCEE| ERRKBE| (DAY a a a a al - =l

A B R | B T | Y | AT FRATY IR IEE-UOT FhER
T9IyB04| genysod ABIIY324| 2114324 | HeNgsod| yerysod| 2jerddo4




PCT/JP2014/059706

162

WO 2014/163101

20le gl 1Ot D1£L2d/3892H/VL9ZS/1¥9EA/08E2d/AsECA| T-H9T/896d49-H9TI
6'¢2¢C ¢l 9 A962A/D1L2d/3892H/VL9ZS/1¥92A/08E24,/Aec2A| T1-d911/£9G649-H9TL
829G L'y gy HOEEY,/A962A/D1L2d/389CH/VLI2S/A8E2d/ALETD /ALETT| 1-H9T1/G9649-HITI
GOyl 61 29¢ HOEEY,/A962A,/02L23/D1L2d/3892H/A8EZA/ALETD| 1-H9T/¥9649-H9TI
9'G6 L Ve 162 HOEEV /A96ZA/ACLTI/DILLTH/TABITH/A”ETd/ALETD,/ALETI| 1-H9T1/£96d49-H9TI
6'0E!L 9l 06¢ HOEEY/A96¢A/AeLea/D1Led/A892H/A8Eed/ALETD| 1-H9T11/Z9Gd49-H9TI
8691 1'e 0'8¢ HOSEV /A962A/A2LEA/D1LLEd/A892H/A8ELd,/ALECD,/ACECT| 1-H9T/196d49-H9ITI
891 g0 [¥44 HOEEV/A96ZA/D11.2d/3892H,/D.92S/08E2d| 1-HIT1/096d49-H9TI
0oLl 20 '8¢ d962A/AeL2A/D1Led/A89CH/VL9ZS/1ICA/A8Eed| T1-d9T1/665d9-HITT
9CPe [ ¢ H0EEV/A¢Le3 /D1 Led/38ICH/DLICS/IPIEA/A8ELd,/ALETD| T1-HIT/866d9-HITI
L'eG1 [ [W¥44 HOEEVY /A96ZA/D1L2d/ABICH/DL92S/A8ELd,/ALETD | T1-HIT/LGGdT-HITI
£'89¢ 9¢ ¥'GS H0EEV/A96CA/D1L2d/38ICH/DLITS/TFIEA/A8ECd,/ALETD | T1-HIT/966d49-HITI
8'16L 99 L'6S H0SEV/A96ZA/ACLEA /D1 LEd/ABIECH/VLIZS/TPICA/T8ECd,/ALETD| T1-dH9TI/SG5d9-HITL
6669 ¥L L'eS HOSEY/ACLZA/D1LEd/AB9CH/VLIZS /TFICA/A8S2d/ALETD| T1-dITI/¥SSda-HITL
0’0001 9cL ¥4 H0EEV/A2L23/D1L2d/3892H/VL92S/I¥92A/A8ECd/ALEeD/Aggea| 1-H9T1/£68d49-H9TI
1'e611 2L gLg H0EEV /A96ZA/A2L23/D1L2d/3892H,/VL92S/1V9ZA/A8EZd,/ALECD /ALETA| 1-H9T1/256d49-H9TI
9'08% 1A% '8¢ H0SEY/A96ZA/A2LZ /D1 L2d/IABITH/TVITA/A8ETd/ALEZD| T1-d9TI/ 16649491l
o'cor A% vy HOEEV/A96ZA/ACLZ3/D1L2d/389ZH/DLITS/1V9CA/ABETd/ALEZD| T-HIT/068d49-4H91I
9'G6 | 6’1 668 H0EEVY /D 1L2d/389¢H/DL92S/0852d,/ALETD | T1-H9T1/6+5d9-HITI
£688 1'g 99¢g HOEEY/U96CA/dELET/D1L2d/a89CH/1PICA/A8ECH/ALEZD| T-HIT/0PSd9-d9TI
6°£9€ [ 0'6¢ HOEEVY/A962A/d2L23/D1L2d/3892H/DL925/1F9ZA/A8E2d/ALEZD| T-HITI/6E649-H9ITI
268G [ 98¢ HOEEY /D 1L2d/3892H/1¥92A/A8E2d/ALETD| 1-H9T1/886d49-HITI
6'Grl v 1’68 HOEEY /D1 L2d/38IZH/DLIZS/IPIZA/ABECZA/ALETD| T-H9TI/LEGHT-HITI
'ov0olL LEL 902 N96Ed/HOEEV /DLTEY/A96ZA/D1LTd/ABITH/IFOTA/A8ECA/ALETD /ALETI| T-HITI/9EG4T-H9TI
£8LL LI eee N96E£d/H0EEY/DLZEY/A96ZA/D L L2d/TABICH/DLITS/IPITA/ABECA/ALETD /AEETI| T-HITI/GES4T-H9TI
7' 0v01L gL 08 196£d/H0SEY,/A96EA/D1L28d/A8DZH/IPBZA/ABELd/ALEED /AEECA| T1-HII/PEGSAT-HITT
L'8GL 06 £6¢ 1968d/H0EEY /A96ZA/ D1 Led/ABICH/ DLIES/IFITA/ABEEd/ALECD /ALEZT| T-HIT/EEGHT-HITI
9'G96 [N} £'6¢ W96£d/HO0EEY /AI6ZA/D1L2d/A89ZH/1WICA/ABEed/ALEeD /Aeeea| T-HIT/ZEGdT-HITI
[N 743 '8 1'ee W96Ed/HOEEY /A96ZA/D1L2d/ABICH/DLITS/1WICA/A8ELd/ALEeH /AECTA| T-HITL/ LEGAT-HITI
6.88 1'9 9'0G HOCEV/A96CA/deLTT/D1LTd/ABICH/VLITS A IVITA/ABECA/ALECD| T1-HITI/ L 1Gd9-HITI
L'p08 3] %4 L0-3.'1 |60-309 HOLEV/deLT3/D1LTd/ABITH/VLITSAIVITA/ABECA/ALECD| T-HIT/01Gd9-HITI
9¢LL 1'¢ 468 L0326 |60-31'| A96¢A/ACLEA/D1LEd/TBITH/VLITS/TPICA/A8ELd/ALECD /AEECA| T-HIT/606d9-HI I
98¥1 0¢d 09¢ 1L0-3F'S  |60-3F'L A96¢A/deL83/D1L8d/389CH/VLITS/IWITA/ABEEd/ALECD/ACECT| 1-HI/808d9-HI1I
61901 601 eFe {0301 ([60-397¢ H0SEY/deLda/D1Led/FB8ITH/VLIZS/IFITA/ABEEd/ALECD /AEEET| T-HIT/L06dFG-HITI
G806 06 1'GS {0-3¢'1 [60-31l'E H08EV/A96ch/deL23/D1Led/F89CH/VLICS/TFICA/A8EEd/ALECD /ALEZT| T-HIT/906d49-H971
Al [5¥4 0'0¢ L0-3¢v |60-31') d2L23/D1L3d/3A8ICH/VLITS/TPICA/A8ELd,/ALECD /ALETT| 1-H9T1/G08d9-H9ITI
LT e a8l L0-38Y |60-3V') d?.23/9D1L3d/389TH,/VLI9TS/1P9CA/A8ECd/ALEED /ACELT| T-HIT/P0Sda-dH9TI
0L081 061 AT 80-3L'G |60-3Z'| W965d,/H0EEV /DLTEV/AI6CA/D1LLd/T8ITH/VLITS/TP9CA/A8ECd/QLECD /ALECT| T-HIT/£08d9-H9TI
¥'LE8 66 Y4 L0311 [60-31'¢ HOSEV/DLIEVY/A962A/D1L3d/T8IZH/VLITS/TPICA/A8Eed/ALEED /ACETT| T1-d9T11/206d9-H9ITI
9¢cl L'l 1'G¢ L0-3¢£9 |60-31'¢ D1L8d/3898H/ VLTS /1P9CA/A8Eed/ALEZD| T-HITI/ 10Sd9-H9TI
N4} [} 6'6¢ =] (0-3¢'L |60-3¢C d96Z2A/D1£2d/389ZH/VLO2S/1P92A/ARE2d/ALEZD| T-H9IT/00649-d9TI
¥ol11¢ 6'1¢ SEE -32 80-36'+ ([60-3¢'I 1968d/40£EV/A962ZA/D1£2d/3892H,/VL9ZS/1¥IZA/AE2d,/ALEe2D/Ascea| T1-H971/66vd9-H9TL
nEon nuen ow| (iow)| ow)| (om)| (1/10m)

CAR¢BY| LEMEE QDAY a a a ()] ay - el

o pit| g pieci| qena| ¢ oieol| oak| 9 pko)| opknl| obk ERY R CIE8 I FHER
Z]any3o4| Helysod ABIIIHS04 | ZJAIIH394 | Helld3o4 | Helysod| Zjeryso4




WO 2014/163101 163 PCT/JP2014/059706

[0339]

[0340]

K1 VICEH LAREEIEWT N EFCIRIIbAD IS AT IL6R-B3/IL6R-L & b
B L THEEBINTEY. ZTOFcRIIbADIEE DIEEDFZEIXIL6R-B3/IL6R-L
MD2.6fEH 53090EF TH > 7=, F/=IL6R-B3/IL6R-L MKD(IIaR)/KD(IIb)A%0. 3
THOEDICH L. R 1VICEEH LAHREEIES. TH 56448, WTFHOWE
& EFegRIIbICXS 9 % &R 14 (KD(IIaR) ~KD(IIb)) AYIL6R-B3/IL6R-L & LLBS L
THELELTWE,

N5 OFcgRIIbICH L TRIRMICHESIEME L 2 BEFICH L. 2FcgRITH
TOREEBEBILI2UEEEAT ST ET, FegRIIbICH T 2 A 1EIg6 &
BREICHIETZ2—A T, MOFEMEEFcRICT T 2EEH L9601 & LEE L TR
REIER L TWAHRESRDBOND E TSN, I T, EEIC, IL6R-
BP568/IL6R-L 45 & TN IL6R-BPA89/ILER-LICE A X M 7= 258 4B (DF coRII &R At
BEMHNEGEZAVT, LROFRRBY OREADIELNDI O ERER L,
BHRMICIE 582D OFcoRIIERMBESIEERNE L EA L LBEFREHR &
L THW., FegRIIbICN T 2iE&IFI1961 & RAREICHIET 5—FH T, HOEM
BFcoRICH T 2 E M6 S LB L GEIRMICER L TW B RERKREFSZ 2
ENARETH D & &R LT, BAEMICIE. IL6R-BP568/IL6R-L 3 &£ TFILGR
-BP489/IL6R-LIC A\ 5 /=FcgRIIbfE S IEMAE & IL6R-G1dICEAT B Z &
T, ZTEHDFcoRIIbICH T 2 #EE % TIRMICIEIE I 2 WEIRILGR-PET7H &
T'ILGR-PESSTAMERI I /e, fALEHE L TIKILGR-L(EELFIES - 6) Hi@ICH
W, TREZNOHEE HITSEERER 1 OFERICH > TREERR., BELL
o INSZDDHREARDEFCORICH T ZKDEER 1 21IRT,



PCT/JP2014/059706

164

WO 2014/163101

[$&12]

9652 vl 0l-3l¢ 5172d;/3892H/Y192S,/W9ZA/08Eed,/Accea| 1-d911/286d-d9 I
L0LEE | 612 60311 IN96Ed/J0EEY,/A962A/D 1 L2d/A892H/Vi02S/IF9ZA/A8E¢d,/ALE¢D,/ACEZT| 1-d9N/LLGd—-dT I
0l 0l (0-J¢v |90-36€ [L0-389 [L0-3L6 [0k-dC} 7199 1/P1D-d9 1l
Y]
aMe £ =
TER) & ¢ i)
2jaded| Fo s
DY) E OHE (W)@ (WaM| Wax| Wax| ) ay
HRE/a ¥5,/aM eI QK| CEMII LM AR ERYYE ZYER
S b Ix S 6 o) ACIIYE04| T)aldS0 4| HellyBo4| Yelysod| T)elyso4
- M -
O | eI
©P1D




WO 2014/163101 165 PCT/JP2014/059706

[0341]

[0342]

[0343]

[0344]

PS77MFcgRIIaRANDFEEIFG1d & LLEX L T21. 9%, FegRIIbADiEE 183370,
METH > Tz, F7=P58TDFcgRIIaR~DIEEIZGId & LB L T1. 445, FcgRIIb
ADFEEI1X255.6fZTdH o 1=,

ER I N ZEEDFcRIILIESIERBERICH L. £FcgRICH T 2 HEE
BRIEL2HEEEAT S5 & T, FegRIIbADHREE % RABIGH & RAEEIC
MR LADN S, fttDFcgR, 4FICFegRIIaRICH T B iEE A& TREAR Y HSE L 1=
WERDOERE Z1RET U7z, FegRIIaRICH T 2#EE % ARICER T 2HE. F
cOREDHEEVEREEICIEBNICHKEZEAT 2N ZEETHIETRES
Ni-, ZHEHI4 — 1 TR L 7IL6R-F652/IL6R-LDEUF > /81 ¥ F'234%&H, 23
5&B. 236FH. 237FB. 239FBICN T 2 WBNUEZAICMA T, FegRI
IERMIERNEF IR T 2 ERNREEBADN RIS N,

W02012/115241C B W TEHRE I M TULWBFcgRIIbIERINZ (E233D/G237D/H26
8E/P271G) % IL6R-BF648 (ECHIES :2) ICEA L. IL6R-BP267 (EIIES :
5) HEELX N/, ILBR-BP267(MEUF /1) v J2658% H. 266%E. 267&E
. 2609FB%ETTDT7 I /B ECysHRCIBIEFRD 7 I /VBBICERR L AWEAN
EEIX N, iRl & L TIZILGR-L (EBFES : 6) 2HBICHAW. FNE
NOHE & HICBEERRG 1 OFEICHK > TIRAZRIR, BRLELE, Chb0
WEFESERBAE 1 OHERICHEN., MEERR, BREL. 3EEREGF20
FEIck Y RFecyR (FeyRIa, FcyRIIa HEY, FcyRIIa RES, FcyRIIb, Fc
YRIIIa VEY) (I 9 2 S % BBAICEHME L2, &1 3IFIL6R-F652/IL6R-L
iZ3 LTy R 1 4 1FIL6R-BP267/IL6R-LICH L THT o 1= BB EEAIC L Y
RHEXINEREDFcIRIIaRS & VFegRIIbADIEN M EMAE R L, TN
id. BIWEARDFcgRIIaR B WM EFegRIIbICH T 2 ESEDES . IL6R-F652/
IL6R-L, & % \MZIL6R-BP267/IL6R-LDZFcRANDEAEDETEIY, 10045
LZETH B,



WO 2014/163101 166 PCT/JP2014/059706

[F13]

::L665F;"(_ FogRIaR |FegRIlbl=

D < - S 3 )
wt AY

B T, [Em s

BALE \wamn (mamn
IL6R—F652/IL6R—L 1000 1000
IL6R—PD072/IL6R-L |G236Q 20.6 104
IL6R—PD085/IL6R_L |G237K 05 11.8
IL6R—PD090/IL6R_L |G237R 7.9 23.7
IL6R—PD026/IL6R_L |L234A 67.2 37.2
IL6R—PD031/IL6R_L_|L234H 418 276
IL6R—PD033/IL6R_L |L234K 11.2 6.2
IL6R—PD035/IL6R_L |L234N 444 38.3
IL6R—PD038/IL6R_L |L234R 78 54
IL6R—PDO044/IL6R_L |L235A 37.7 7.9

[0345] [*14]
g-g?gﬂ_ FogRIaR |FegRIlbl=
TlIZxd S |W TS
wt AY

B T, [Em s

g C|EEEE |EeEN
IL6R-BP267/IL6R-L 1000 1000
IL6R-BP318/IL6R-L |D265K 13 2.3
IL6R_BP321/IL6R-L |D265N 16.3 317
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INLDHRERDHT, FegRIIARNDFEENZREEBINT W=D, P58
TICX L CS267REE A L 7=P636T & o /=, P636ILFcgRIIaRICH ¢ BKDAGIAD
0.023fET&H o /=h'. FegRIIbADMKDILGIdD 1, 8% A& #EFF L T\ /o, F/FcgRI
allx T 2 HEEAHGIdDO. 00074%(C, FegRIIaHITX 2 #E& H%0. 00641, FcgR
IIIaVADFEE 0. 00815 ICHIFE S TW e, LI EDRERA SFcgRIIbICH LT
ERMICHESER L EWERICH L. ZFcRNDOIEEZERT 2HEZEA
$ 5 & TFegRIIbICH T 2 iEEId 106 & AREAMIE L DD, fdDFcoRITH
TEREZILY BEBLAREANEOND Z ENTRIN,

(4 —3) FcgRITaRNDIFEEENERD H 5 HE D& EHEIREY

4—1, 4—2CBVWTREIN/AFeIRIIbADIES £61dE RIRME ICHER
LD2D. FegRIIaRNDIFEMEBINARE A AEDE, LYBNALHE
HEOERERKRES L T2,

K17 ICHASOERBRET T, RPOBENHNBEEME & IE, IL6R-GT
d/IL6R-L(DKDIE % RN ADKDETE| > /=ETH Y. IL6R-G1d/IL6R-LDRFc
RICH T ZKDEE1E Lz & XOBREROERNEEEHERT, RHEDKD
EDS>E., RADKED DB, RETREY DRINEIE. FcoRDBRER
KN 2EENHITETHY . FHERAENT TIFE L < BFTTI RV &R
Ihfcrfcdd, SEEZRH 2 ICEHD

(X2)

KD= CeR,,./(R,,~RI)~C

EZRRLTEHLLETSH S,




PCT/JP2014/059706

171

WO 2014/163101

[5&17]

5000 7050 £000 £100 Z000°0 90-3S"1 | 3962A/D11ed/d89¢H/d192S/1¥9ZA/08€¢d,/DLETD /AeCea]| T-HI/08Ld-HITI
¥00°0 9161 £000 £10°0 50000 £0-389 396ZA/91.2d/d892H/HL92S/1¥92A/A8E%d,/AE23| T1-HO/ZLLd-H9TI
800°0 5L21 9000 €200 90000 L0-3L°G D 1£2d/389¢H/HL92S/1¥9ZA/WI¥ed/A882d/AcET| T-H9/20Ld-HITI
5000 £97°1 000 2200 50000 L0-36'9 142d/d892H/HL92S /1¥92A/A8EZd/AELET| T-H9TI/669d-H9TI
L0070 6281 5000 0200 80000 L0-31Y 3962A/D1Led/I892H,/HLITS/1P9CA/A8Eed/AeCea]| T-HI/¥69d-HITI
G000 67T 2100 6900 €1v00  [60-36 g0- : 60-30'8 ageed| 1-4911/8¢94-4H9 11
000'L 000} 000'} 000'1 000°1 £0-3re [oo-31'¢ [r0-396 [90-3z'1 [oI-3c¢ 7-H9T1/P1D-H9TI
HESH| HESH NS IEHOH| FHEHSH

o pixml| o efxml| o afm)| o bl o pixa) SEMD| QT LM QLMD ST ERGURE FYER

- - - - ~ | ABIIY304 | dIdBod| HenySo4( Menysod|  eydod
AEIIY3od|  dnydsod| Henysad| Yelldsod|  epysod




WO 2014/163101 172 PCT/JP2014/059706

[0355]

[0356]

[0357]

=1 7TICEELERERD I B, FegRIIaRICH T 2SR BMERE L TV
7=MDi. FegRIIbEIRMIESISANE(KRPS87ICN L T, S267R, H268P, Y296E
EHAEDLETEALEPII2THY ., FegRIIbADIFBENGIdELLER L T1. 545
ICHERF X N2 F HFegRITaARADIEE N GId & LEER L TO. M7 ITEB I N T W
7o FTcFeoRIaICH Y HHEEILG1Id & LB L TO. 000515 (2. FegRIIaHICN 9%
A A0, 00315, FegRIIIaVICH  HHEEA%0. 00415 ICHIFI S N T UL,

(RFEBIS]  FegRIIbADIEEEZRATERBREICHR L. T DRDFcRA
DR/EZRHBIE. DN OFBAEANDEEZREBI CLREFRDIER

CDC (complement—dependent cytotoxicity) ZADCCHENR. BEXRIGEELRLT
IV —HETH D, TIETTHERLALAEEIIWT N EFCRIID
PADESETL T4 —ICRT2BEFEEIAICEBINTS Y, ADCCE
HRAZICFEBINTWEEEZIONS, LA LAadohiksmrsDREEe
BRI EFegRE DIEEEBAL & ISR D /8. FBEICH T S RESIEMEILHE
HINTWa2HRMIH D, T TEREROHAEAORETEMZFML.
HAEANDREZERIEIRELHEAEDLED I E T, BEADHEEICDOW
THRBIELREREZFRTD & L,

k& b RClgk DABEERMRMTIL. Biacore T200 (GEANIL R4 T) #AHW
TiTo7lce SV =V TNy T 7 —ITIZHBS-EP+ (GEANIL RS 7)) AW, HIE
BEIL25C E L=, Series S sensor Chip CM4 (GE~NJLA A T) 12, IV
Hy ) TRICE YProtein L (ACTIGENZ /= idBioVision) @&l L-F
v TeRWic,

INSQEYY—Fy TICENORGFEZ Xy TF v -3t SV N
w7 7 —TZFRLhuman complement C1q(PROSPEC# % \LMZCalbiochem) % 48
BEfFAIHE, IRICHTSREEZME L. MAE TR L, &L, Clq

EEBRF v TF v — LENKOBIKET 2. SO Fv T F v
—ETOqDREEERLU/BHEETHLE Lz, F/. 10 mM glycine-HCL, p
HILSZRISIEZZET, VY —FyvTICF v TFvr— LG ERSEL
EVY—Fy TEBELTRYIRLAWE,
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Cla~nDREEEEBEIE2HEE LTI, HLfTX@k(J. Immunol, 2003, 164
, 4178-4184) ICEEEDK322AZ AWV e, I HIC, EUF /8 v J3228& B DLys
EWOEREZETACUICEBRT DI ETECIqE DBANMERI NS & 81
Iz, K322EICDWTHMET L7z, F7. I19641EIg61 & LB L TCDCiE
MAZE L KL, TNIKCH2 R X o Y CRIGDEFIDEZEWICERT 3 & & DR
EXNTWS . Exp. Med., 1991, 173, 1025-1028), % T. IgGl1(MEUF
VIN) U T3RTEZFEBDAla%GlylZ, 330FHDAla%Seril, 331ZF B DPro%Ser
E L. IgGABIDERF & T 52 & TCIaNDREEER T I2RFICOVWTHEHD
TTiTo7%,

BAEBICIE, FegRIIbADIEE #1858 U 7oK, & % WM EFcgRITbA D
BEMRF LT EMOFcRNDIEE BB L EREFDE M IgADFEE ZFT
L7z, £ TNLHICH L TCIgANDREE BRI T IRELEZHBAEDLE L
WEGEAEEEL, MLz, FLL2TOREEICH LT, BEEHEF2DH
SEIHE > THEEL L 7B E D EFcoRANDIEE A FM L 7z, Cla~DiEEFHMEIC
BFdxATF4+ 72 bO—ELT, £ MgdERWE, &£ g4 OEU
TN J228FBDS e r ZProll B L. CRIRDGlyHS L CPlyszfrE L
7=G4d%H 9 HIL6R-GAd (BLFIHES : 52) ZFH L=, fhLeH & L TIFIL6R-L(
BLSES : 6) =B L TRWE,

x181F, FRLEBWEKREE FMIg~NDOREEZFTEL BERTH B, RF
D T61d%100& Lz & TDCIqICNT AR &id. FWERKICHT 5C1q
DIFEELXEREFDF v TFvr—ETHRLALZEDT. ThAEIL6R-G1d/IL6R
-LOCIgADFEESE % IL6R-G1d/IL6R-LDF ¥ TF v —ETHRLAIETEY,
ISIC100E LIETH D, TAbhE, IL6R-G1d/IL6R-L& EbEk L T & DF2EC
QICHET 2N ERTEDTH D,
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G1d%100

o & o5 ELIEED

(redz EENDHE Claloxtd
RE=

IL6R-G1d/IL6R-L 100.0
IL6R-G4d/IL6R-L 155
1L6R-G1dK322A/ILBR-L |K322A 20.5
1L6R-G1dK322E/IL6R-L_|K322E 2.3
IL6R-G1dGSS/IL6R-L __ |A327G/A3305/P3315 15.2
i 1L6F P238D 215
1L6R-P741/IL6R-L P238D/K322A 1.4
1L6R-P742/1L6R-L P238D/K322E 14.1
IL6R-P743/IL6R-L P238D/A327G/A330S/P331S 20.9
[IL6R-PBO0/IL6R-L ©  * |P238D/S298A 2.4
1L6R-P744/I1L6R-L P238D/S298A/K322A 13.6
1L6R-P745/1L6R-L P238D/S298A/K322E 20.9
TLER-PBOT/IL6RL |L235F/G237Q/P238D/F241M/Y296E 21.0
1L6R-P746/IL6R-L L235F/G237Q/P238D/F241M/Y296E/K322A 1.4
IL6R-P747/IL6R-L L235F/G237Q/P238D/F241M/Y296E /K322E 137
1L6R-P727/1L6R-L .~ |G237Q/P238D/F241M/H268P,/Y296E/A330H 355
1L6R-P748/1L6R-L G237Q/P238D/F241M/H268P/Y296E,/K322A/A330H 1.4
1L6R-P749/I1L6R-L G237Q/P238D/F241M/H268P/Y296E /K322E /A330H 13.8
(LBR-P729/1L6R-1 |1 235F/G237Q/P238D/F241M/H268P/Y296E 22.8
1L6R-P750/1L6R-L L 235F/G237Q/P238D/F241M/H268P,/Y296E /K322A 1.2
1L6R-P751/1L6R-L L235F/G237Q/P238D/F241M/H268P,/Y296E/K322E 13.9
ILBR-P73/IL6R-L =~ |L235F/G237Q/P238D/F241M/H268P,/Y296E/S324H 23.0

IL6R-P752/IL6R-L

L235F/G237Q/P238D/F241M/H268P/Y296E/K322A/S5324H

1.1

IL6R-P753/IL6R-L L235F/G237Q/P238D/F241M/H268P/Y296E/K322E/S324H 14.0
IL6R=P73//IL6R-L - |G237Q/P238D/F241M/H268P/Y298E/S324H/A330H 45.7
IL6R-P754/IL6R-L G237Q/P238D/F241M/H268P/Y296E/K322A/8324H/A330H 1.8
IL6R-P755/IL6R-L G237Q/P238D/F241M/H268P/Y296E/K322E/S324H/A330H 14.4
E233D/P238D/V2641/S267A/H268E/P271G 131.7

088/1L P238D/V2641/S267A/H268E/P271G 108.1
IL6R-P756/IL6R-L E233D/P238D/V2641/5267A/H268E/P271G/A327G/A330S/P3313 15.0
IL6R-P757/IL6R-L P238D/V2641/S267A/H268E/P271G/A327G/A330S/P331S 22.6
IL6R-P758/IL6R-L G237D/P238D/H268D/P271G/A327G/A330S/P331S 2.0
IL6R-P759/IL6R-L E233D/G237D/P238D/H268D/P271G/A327G/A330S/P331S 14.5
IL6R-P760/IL6R-L G237D/P238D/H268E/P271G/A327G/A330S/P331S 21.7
IL6R-P761/IL6R-L E233D/G237D/P238D/H268E/P271G/A327G/A330S/P331S 2.1
IL6R-P762/IL6R-L P238D/P271G/A327G/A330S/P331S 14.6
IL6R-P766/IL6R-L P238D/S267A/H268E/P271G/A327G/A330S/P331S 21.8
IL6R-P767/IL6R-L P238D/V2641/H268E/P271G/A327G/A330S/P331S 1.7
IL6R-P768/IL6R-L P238D/V2641/S267A/P271G/A327G/A330S/P331S 14.0
1l L6 P238D/V2641/P271G 31.3
IL6R-P770/IL6R-L P238D/V2641/P271G/A327G/A330S/P331S 1.5
IL6R-P771/IL6R-L P238D/V2641/P271G/K322A 14.3
IL6R-P772/IL6R-L P238D/V2641/P271G/K322E 21.6
IL6R-P773/IL6R-L P238D/S267A/H268E/P271G/K322A 1.7
P238D/S267A/H268E/P271G/K322E 15.2

P238D/P271G 24.2
G237D/P238D/H268D/P271G 29.1
E233D/G237D/P238D/H268D/P271G 33.5
G237D/P238D/H268E/P271G 341
E233D/G237D/P238D/H268E/P271G 29.4
P238D/S267A/H268E/P271G 41.7
P238D/V2641/H268E/P271G 23.1
6F P238D/V2641/S267A/P271G 46.6
IL6R-P775/IL6R-L P238D/P271G/K322A 21.8
IL6R-P776/IL6R-L P238D/P271G/K322E 0.7
IL6R-P777/IL6R-L E233D/P238D/V2641/S267A/H268E/P271G/K322A 124
IL6R-P778/IL6R-L E233D/P238D/V2641/S267A/H268E/P271G/K322E 23.9
IL6R-P779/IL6R-L P238D/V2641/S267A/H268E/P271G/K322A 0.8
IL6R-P780/IL6R-L P238D/V2641/S267A/H268E/P271G/K322E 12.9
IL6R-P781/IL6R-L P238D/S298A/A327G/A330S/P331S 24.0
IL6R-P782/IL6R-L E233D/P238D/A327G/A330S/P331S 1.3
IL6R-P783/IL6R-L G237D/P238D/A327G/A330S/P331S 133
IL6R-P784/IL6R-L E233D/G237D/P238D/A327G/A330S/P3318 24.2
IL6R-P785/IL6R-L E233D/P238D/S298A/A327G/A330S/P331S 1.3
IL6R-P786/IL6R-L G237D/P238D/S298A/A327G/A330S/P3318 12.9
IL6R-P787/IL6R-L E233D/G237D/P238D/S298A/A327G/A330S/P331S 240
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RABDEII BT 561d%100& Licms., FATF 4732 bO—ILTH
%64d1315.5TH o7z, Fi. Cla~nDEEEERT 2HEEGCIAICEA L 761
dK322A, G1dK322E, G1dGSSDCIgADFEEIEZhZh, 20.5. 2.3, 15.2TG4d
ERAFUTTHY ., BESARIE LR L TClgNDFENRETLEBEINTW
2T EMDM o, Fi. FegRIIBICH U GRIRMICHHES % 1838 9 2P238Dek
EEBALF648IECIgN DB EEBHREZ AWRL & HC1gADIEEH64d &
FARETHDIIENMELMELR >, TLEINIIH LTI HICC1qiFEERH
ZHEALKPT41, P742, PT43MDCIgADIEEEEIE. WIFNEH64dEBELUT
THol,

FCQRIIbADIEE A RAB E AREICHIT L. TOMOFcgRNDIEEEEE R
F/I B /WL ARTIH BP600, P61, P727, P729, P733, P737D > 5. P600, P
691, P729, P733IdWVWI N E64dE BAREDCIaESEMTH >/, — A TPT27
, PT3714, GIAELEBRT 2 & AZTKHIFINTVWSREHEDD, GAdE bR L T2MF
P EDEEEEER L, MMERICIZHE L TABBHOBELNBEAINTEY
 CHICE > TCIgADIFENEEINLEDEEZOND, LHALAALW
THOREFICEWTEH, ClafFSERBIE TH DK322A85 5 M FZK322EA B A
95 & TClgANDREETEMED AT ICHIF] S T iz,

FCgRIIbA DH#EE % 1858 L /= tNE K T3 5P587, P588, P769, P112, P555,
P556, P559, P562, P763, P764, P765(M > 5. P5874 & UP588ILCIq~DFES
DGIdERFEULETHD I ENBPELIE R >/, F/PT69, P556, P559, P562
, P763, P765I3G1d& LT 2 & RECHBINTVSHDD, GAdELEEL
TEREDREAREETR L, —ATP112, P764/3264d & AREDCIogiEEE M
ThHhol, FEVTHOREFRIIEWTHOGREEETREEZEAT I &I
L YCIgANDEETFENCdEBEUTICIFEIND Z &N RINE,

R19ICIE. BREEDFcIRIIaRS & UFcgRIIbICH§ 2 MRS EM %
~ L7, Thid, BWEARDFcgRIIaRH 5\ EFegRIIDICH T 2 EEEDES
. IL6R-G1d/IL6R-L(DFcgRIIaR#® % WM EFCGRIIbA DS EDETEIY ., 1004E
LZETH B,
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FcgRIlaR [FcgRIlb
e - . e 12395 |29 5
WERE GlAIZRLTEALEHRE |ty e
BEEK|EEEE
IL6R-G1d/IL6R-L 100.0 100.0
IL6R-G1dK322A/IL6R-L |K322A 105.2 108.6
IL6R-G1dK322E/IL6R-L |K322E 111.7 129.1
ILER-G1dGSS/IL6R-L |A327G/A330S/P331S 98.5 115.2
IL6R-F648/IL6R-L P238D 30.7 185.3
IL6R-P741/IL6R-L P238D/K322A 20.5 152.8
IL6R-P742/IL6R-L P238D/K322E 26.6 171.0
IL6R-P743/IL6R-L P238D/A327G/A330S/P331S 13.5 69.4
IL6R-P600/IL6R-L P238D/S298A 15.6 101.6
IL6R-P744/IL6R-L P238D/S298A/K322A 11.1 81.4
IL6R-P745/IL6R-L P238D/S5298A/K322E 13.7 95.4
IL6R-P691/IL6R-L L235F/G237Q/P238D/F241M/Y296E 10.8 119.2
IL6R-P746/IL6R-L L235F/G237Q/P238D/F241M/Y296E/K322A 7.0 515
IL6R-P747/IL6R-L L235F/G237Q/P238D/F241M/Y296E/K322E 10.0 98.1
IL6R-P727/IL6R-L G237Q/P238D/F241M/H268P/Y296E/A330H 9.7 93.0
IL6R-P748/IL6R-L G237Q/P238D/F241M/H268P/Y296E/K322A/A330H 5.1 42.7
IL6R-P749/ILBR-L G237Q/P238D/F241M/H268P/Y296E/K322E/A330H 6.8 73.9
IL6R-P729/IL6R-L L235F/G237Q/P238D/F241M/H268P/Y296E 9.0 100.2
IL6R-P750/IL6R-L L235F/G237Q/P238D/F241M/H268P/Y296E/K322A 6.1 48.1
IL6R-P751/IL6R-L L235F/G237Q/P238D/F241M/H268P/Y296E /K322E 7.4 72.5
IL6R-P733/IL6R-L L235F/G237Q/P238D/F241M/H268P/Y296E/S324H 8.1 84.8
IL6R-P752/IL6R-L L235F/G237Q/P238D/F241M/H268P/Y296E/K322A/S324H 7.2 62.9
IL6R-P753/IL6R-L L235F/G237Q/P238D/F241M/H268P/Y296E/K322E/S324H 10.4 103.3
IL6R-P737/ILBR-L G237Q/P238D/F241M/H268P/Y296E/S324H/A330H 8.0 78.7
IL6R-P754/IL6R-L G237Q/P238D/F241M/H268P/Y296E/K322A/S324H/A330H 5.6 85.8
IL6R-P755/IL6R-L G237Q/P238D/F241M/H268P/Y296E/K322E/S324H/A330H 9.8 130.2
IL6R-P587/IL6R-L E233D/P238D/V2641/S267A/H268E/P271G 106.3 349.5
IL6R-P588/IL6R-L P238D/V2641/S267A/H268E/P271G 100.5 346.0
IL6R-P756/IL6R-L E233D/P238D/V2641/5267A/H268E/P271G/A327G/A3305/P331S 92.4 3234
IL6R-P757/IL6R-L P238D/V2641/S267A/H268E/P271G/A327G/A330S/P331S 89.2 326.8
IL6R-P758/IL6R-L G237D/P238D/H268D/P271G/A327G/A330S/P331S 90.6 285.1
IL6R-P759/IL6R-L E233D/G237D/P238D/H268D/P271G/A327G/A3305/P331S 96.5 304.7
IL6R-P760/IL6R-L G237D/P238D/H268E/P271G/A327G/A330S/P331S 97.1 304.1
IL6R-P761/IL6R-L E233D/G237D/P238D/H268E/P271G/A327G/A330S/P331S 103.3 319.7
IL6R-P762/IL6R-L P238D/P271G/A327G/A330S/P331S 75.8 252.2
IL6R-P766/IL6R-L P238D/S267A/H268E/P271G/A327G/A330S/P331S 88.1 285.8
IL6R-P767/IL6R-L P238D/V2641/H268E/P271G/A327G/A330S/P331S 84.2 317.9
IL6R-P768/IL6R-L P238D/V2641/S267A/P271G/A327G/A330S/P331S 80.9 305.2
IL6R-P769/IL6R-L P238D/V2641/P271G 86.7 196.2
IL6R-P770/IL6R-L P238D/V2641/P271G/A327G/A330S/P331S 78.2 188.5
IL6R-P771/IL6R-L P238D/V2641/P271G/K322A 75.8 195.3
IL6R-P772/IL6R-L P238D/V2641/P271G/K322E 84.3 195.5
IL6R-P773/IL6R-L P238D/S267A/H268E/P271G/K322A 87.3 192.3
IL6R-P774/IL6R-L P238D/S267A/H268E/P271G/K322E 98.8 199.6
IL6R-P112/IL6R-L P238D/P271G 75.7 287.2
IL6R-P555/IL6R-L G237D/P238D/H268D/P271G 83.8 305.0
IL6R-P556/IL6R-L E233D/G237D/P238D/H268D/P271G 81.7 294.0
IL6R-P559/IL6R-L G237D/P238D/H268E/P271G 89.4 318.7
IL6R-P562/IL6R-L E233D/G237D/P238D/H268E/P271G 89.7 311.0
IL6R-P763/IL6R-L P238D/S267A/H268E/P271G 100.7 331.9
IL6R-P764/IL6R-L P238D/V2641/H268E/P271G 89.5 328.6
IL6R-P765/IL6R-L P238D/V2641/S267A/P271G 93.2 339.8
IL6R-P775/IL6R-L P238D/P271G/K322A 64.2 180.5
IL6R-P776/IL6R-L P238D/P271G/K322E 774 189.7
IL6R-P777/IL6R-L E233D/P238D/V2641/S267A/H268E/P271G/K322A 97.5 198.1
IL6R-P778/IL6R-L E233D/P238D/V2641/S267A/H268E/P271G/K322E 105.1 198.4
IL6R-P779/IL6R-L P238D/V2641/S267A/H268E/P271G/K322A 96.0 200.8
IL6R-P780/IL6R-L P238D/V2641/S267A/H268E/P271G/K322E 101.4 199.9
IL6R-P781/IL6R-L P238D/S298A/A327G/A330S/P331S 7.8 51.1
IL6R-P782/IL6R-L E233D/P238D/A327G/A330S/P3318 14.2 95.1
IL6R-P783/IL6R-L G237D/P238D/A327G/A330S/P331S 20.5 97.9
IL6R-P784/IL6R-L E233D/G237D/P238D/A327G/A3305/P331S 28.6 118.5
IL6R-P785/IL6R-L E233D/P238D/S298A/A327G/A330S/P331S 9.1 58.4
IL6R-P786/IL6R-L G237D/P238D/S298A/A327G/A330S/P331S 11.5 62.4
IL6R-P787/IL6R-L E233D/G237D/P238D/S5298A/A327G/A330S/P331S 14.7 84.9
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ClofE S EKIRNE DFcgRIIbICH § 2 EEBEANDHE LR T 5 &, GldicH
L TK322A% B A L 7=G1dK322ATI3GId & LEB L T 1. 045, K322EAE A L 7=G1d
K322ECI£1. 115, A327G/A330S/P331S%AE A L /=G1dGSSTIF0.9f2&. WTh
DC1GfESERBAE EHFcRIIDANDIEEITIF E A EFE LAV, FegRIIbADHE
B 7% RIRMICIBE I HP238DE A SEF648IC 8 L TK322A% B A L 7zP741
BB \NMFK322E% B A L /P742T i3, BREZEARIDF648 & LLE L ThFcgRIIbA
DEEMNIEEAEEDLSBVDICH L. A327G/A330S/P331SAE A L /-P743T
IZFcgRIIbA DA BENETFET L. Gl1dD0.6/5& >/, LIEDRERH SP2
3BDUWE A B D EIBA. K322A0K322EEHZ (EFcgRIIbA DIESREA R T
IHBZ &L CIgADIBAREA R It 245 A327G/A330S/P331STAZ £Fcg
RIIbADERBEEEETETIHZ I EELNMIA 2, TODERITZ DM
DP2DHRE = SCHERICH L TEALLBETH>TEEAKTH S, X
(£P600ICXT L TK322A% B A L /=P744TIEFcgRIIbA DS IX61d & b L 0.
7f5. K322E%AE A | 7=P745TI30. 75 T3 2 75, A327G/A330S/P331SAEA |
f-P781TI50. 28 EFET L TW 3B,

— B THREEMEWOESNSIE, K322APK322EEEAT B LY KRB
N IgGAMEEF T3 BA327G/A330S/P331SABAT H AN FE LWEEZIOND
o TDIH, FCRIIbADEEZIERT 2HRENEAINLREXICCIafEE
KRBT 27DDREABAT BIBEIE. A327G/A330S/P33ISHEMN L WIFF L
WIBENH B, HIZIEPT81ICHT L TE233D & G237D A A& hH/=P787 T, A
327G/A330S/P331SHEDEAIC L > TClIEAMBERINTWE —H T, &M
BIFCORNDIEBII A Z BT 2 T &<, FegRIIbADIEEH0. 22 Hh 50.5
EANEEmLELTWS,

AIRET TYEBL L 7=FcoRITbA DS %1838, H D WIEHRE L. D OFEEAD
BEEER L AWERIE. WITNEFCIRIIDADIEEHGCIdDO. 21514 £ TFegR
ITaR~NDIEEDGCIdD. OFEUTICHI A 5N T, F/FcgRlanDiE&IXG1d
M0.85fELL IS, FegRIIaHAMFES1X0. 036/Z5LATIC, FcgRIIIaVA DS I
0. 012U TFICHIFII h T W, ThS5DHRTH, A3276G/A330S/P331SHE %
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EALWZEAHDS BPT56, P757, P758, P759, P760, P761, P762, P766, P
767, P768, P770, P784IZW\\ N EHFcgRIIbADIFEEHGIdL Y HIEERINTH
Y. FcgRIIaARANDIFEEHGIADI. MELLTTH - 1=,

UEDFERM S, FcgRIIbADIEE % 18584 5 \MIFCgRIIbADIEE %= KA
BERBEICHIEL., tBOFCORNDREEE BB I ELRERICHAE~NDES
ERBISEDIRLEEEAT S ET, FegRIIbADEERRMEICEN. HDCI
INDIFBEEDNREBINARERIMEETBETH D Z &EDNRI N,

(EHEFI6) FeREARDENAMRM (DC) DEMALBED T

(6 — 1) FetEADEHAKIR (DC) DFEMEALREDFTAE

INETIC, MAEDFERDZN L THIRERE LICHIR L TW 2 EMEFc YR
. FFICFcyRITaARIEI NS & T, BHRMIBEASEMHIE I N2 Z EARES
N TW3 (The Journal of Clinical Investigation, 2005, 115, 2914-2923
, The Journal of Immunology, 2003, 170, 3963-3970) . E=WEHI4 THESL
B EFC Yy RICH T 2 HEE 2 BIRMITER L I2FcEFICDW T, B DFc
B0 &N L= BPRMBE ML EAMER I N T WA D EMREE L fo.

(6 —2) FcZEADASR

SEEZE 1 OFEICHEL., XolairH-G1d (E2FIES : 18), XolairH-G1d
DEUF > /8N1) > 5238 EH DPro%AsplC&EH#: L /=XolairH-F648, XolairH-G1d
DEUF /N1 2 238 H DProxAsplc., 298FBH DSer&AlallBE#: L /=Xolai
rH-P600 % VESL L 7=, $tALEHE L TldXolairl-k0 (FR3UBES : 7) &#HEICH
W, TREZNOHEE HITSEERER 1 OFERICH > TREERR., BELL
o BFCHZEEIETEFNENG6IA, F648, PBO0E KT B,

(6 —3) monocyteD B & & AN D2 LFEE

E h2m&EEORPMIEHZES L. ficolTHMKEZ DB Y 5, BBk
EBH 5. Monocyte Isolation Kit II (Miltenyi Biotec) & FH\LN Tmonocyte
B5EE 7=, Monocyte%RPMItEth (10% FBS, 100ng/ml hIL-4 (R&D systems),
250ng/ml hGM-CSF (R&D systems)) T5X105 cells/ nLICFAS L., 37ETTH
BEEL. DCAMEEE L,
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(6—4) FL— k33— k &EDCORIE

96well plate (maxisorp, nunc) ICPBSTHIRL =BFcthZElA (G1d, F648
, P600) NEZFENBAME (50ug/ml) F/IEPBSAE100ul/wel L THRIL. =3B
TIBREIIRE L /=, PBST3E#% L. DCAE2X105 cells/ wel ICHERE L /=, 37
ETAFEA v F 2 R— b LARICHEZEUX L. RNeasy 96 Kit (QIAGEN)
%W TRNAZ#H L 7=,

(6 —5) IL-8FIRDTMH

QuantiTect Probe RT-PCR(QIAGEN) %L\, GAPDHES & UNIL-8DmRNAD FIR
E%real-time PCR (Applied Biosystems 7900HT Fast Real Time PCR Syste
m) ICkYRIE L, IL-8DHIREIZGAPDHORIRE THIE L, < DFHER
ICBEWT, RYF 4 7aY bO—LTHZ6dERVLBEICK. IL-8DFIR
EH8. 21 LAY, HEEEROR LY ICPBSEMX IBAICIXIL-8DRIRE A0
03TH D ENERINT,

AFEMBRICHWT, FeHEAERTH DHF6485P600% ZNEFNIMATZBED, D
COIL-8DHRITEZ LB LILE 5. HODERI,F LN,

CDFERM . P600IIF648 & LEEX L T, DCOIL-BRIREZUIFIT 5 &,
Thabhb, DCEFEETIMEMERBINDG ZENREI N, P600ILF648
LB L T, SBEMEFcYRTH BFcyRIIalICH T2 EEMNMER L TWS, Th
5D EMNS, POO0ITHFICFc Yy RITaICK T BFEEMMER L/fERE LT, DC
DIL-8RIEZ K. DCOFMHAZIFI LI ENEZ N,

FabB5, FeyRIIaZ2OEMRFcYyRICH L TL YBRMICES ZERE L
I AFEBOFSEE A SUCMBEAD FIE. MEOMBPHRE 5 Z P HMIERE
THEWIRABIGGOHEZELRD Z &A<, REMEAZERET D&V
DEEREERULAEBNADFTHEIABEESTINE,

(EMef1 7] FcyRIIbICH T 20 %2188 2BIEDHENMA SN /FcrE
t % S A D /MR ERE BE D T
(7 —1) IgGRAEDIMMREMSEL. BEOES

INFETICWL DO DI RELFcyREDEEEREZN L T, I/IREM
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taZFE L. BIFRZET 3P REINTWVWS, B, VEGFICHT
MAETH Dbevacizumab B 5 I N BEH TIIMRERED ) RN ERT
BT EMFSNTWS (J. Natl, Cancer Inst. (2007) 99 (16), 1232-1239
) o Ff, CD40Y) H2 K (CD154) I T H2MADEBRAREARICEVWTHE
RRICIARERENRRIN, BRARNPLEI N/ (Arthritis. Rheum. (20
03) 48 (3), 719-727.) , M/MROMEEEICIFIMFIEFcy LS9 —TH BF
cYRIIbTIEAR EMRFcy LE 9 —THHFcyRIIapdFEELTWS (J. E
xp. Med. (2006) 203 (9), 2157-2164) ', BMETIN QR EZ[E > E DK
OHRRICL Y. BEINAEWVWThORGES MR EDFcYRITaICR T 2 #E
AL THMMRDEREL, TOBROBREZEKT DI EHNT™EBINTWS
. Thromb. Haemost. (2009) 7 (1), 171-181, J. Immunol. (2010) 185 (3)
, 1577-1583) , BCREBEEZDO— D2 THHEHMHITY T M—FTRORBEIC
HWTIEFe ¥ RITalRFM AHEIC & > TI/MRASEM L. MR OEME(L
HNEEEEABETDEHMEINTWS (Sci. Transl. Med. (2010) 2 (47),
47-63) . TOELIICKRAILHFET BI0IMAETH>TH, MIREFMHEL
. EEREVFREE2T 2 EREENH B,

(7 —2) #CD1544uiA % F VN o MM ARSE ML O

MmN DFEECIE MR EICHEIR T 2FcyRITa& IgG1 DFc & OEEBEERIC
HERTDEDHENHD I ENDH. Iga1DFcyRITalICN T 2fEE%ERB L
MAEZRAWSZ &ICE&Y. ZOMMREEEDEETE DN ZMREEL 2,
SERMH 2 O AEERAWT, D40 HY RICHT 51961 H1A T 55c8-G
1d (EHEETIES : 8. BHERIIES :9) 2ER L, RIS, SEEREF2
DOFHEERAWT, FeyRIIallN T 2EE 2RI /2B FE DM Tdh %5¢8-G
1dDFcABIHICH 17 BEUF /N VT TREI N 238 DProAtAsplc B I N/
Fc 98I % 2L H1iA5c8-F648 (BREHALIIES :9) ZARLL, MAT, &%
EREF2DFEERAVWT, BEERMLY I 5ICFeyRITalCH T 2 EE %K
Xt 725c8-G1dDFc4BIEIC & 1T BEUF Y /N TR I N 5 238GIDProAtGl
ull, 298fIMSerHAlall B X N/=Fc RIS & S H11A5c8-P600 (EXEHECTIFH
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[0379]

5:9) ZHE L7, 5c8-G1d, 5c8-F648, 5c8-P600IXZFNENLLFTGId, F6
48, P600E L TnL7ze T O DFcREAHDIM/NRERERE A FHE S N7z,

M/NRDFHACIIATORETIM L2, F9. FcyRIIaDEERFEE R
131/R131) @ RF+—HEROHK50 mLOLMm%, 0.5 nldD3. 2% TVEF MUY
L2045 lEEZRMEIC—ENET DEIMI M50 nLD LM% 200 g
TI59@E. BODBT S &ICL>TEIINI Wiz EEMPlatelet Rich Plasm
a (PRP) & LTHEAINL, BE®RA (137 oM NaCl, 2.7 mM KCL, 12 mM Na
HCO;. 0.42 mM NaH,PO,., 2 mM MgCl,. 5 mM HEPES, 5.55 mM dextrose, 1.5 U/
mL apyrase, 0.35 % BSA) ZRWTHEIN/APRPIX, I SICHERERB (137
mM NaCl, 2.7 mM KCL, 12 mM NaHCO,, 0.42 mM NaH,PO,, 2 mM MgCl,, 5 mM HE
PES, 5.55 mM dextrose, 2 mM CaCl,, 0.35 % BSA) ICE#I N/, TOHER
. #9300, 000/ uLOEE DBLHILNRA AR I Nz, M/MMREERERIESREIC
BREBEINL, BEEEZSUAERFIRY MI168 wldBEM/NRASES
Nic, YHEBRNTIL0CICHFINALF 2Ry MAT, [/MRIFBIFEIC
& Y1000 romT|FI N, £ ICERKIREDSIMAI20 wo/ml, TR ug
/MLERD LD ICHARMINAEZMAEREOREREFE42 ulilx, MR
EUBRBEESHRESPERIGIE L, IHIL. ZREEZREBIIQWVRED
7T/ v2') B (ADP, SIGMA) MRISHRICIIZ Sh, SEM LI ERIND
MR I N,

M/ RDEMAE L, CD62p (p-selectin) B L < IXEMEA > F 7 1) >~ (PA
C-1) W LEM Y —h—DOMMMRIEREAICS T 2 FRIRIBINIC L > TAUE
THIENTED, LMD FEICK YRR I NEEMM/NRE w LD/
WRICREESERZ2ulRA L =R TSOBRB I ELRE, S OICEHMAEL L
ZHET HREOAPEZRIL TEHENEREI N, BEESEICEL > TADP
ICEL BIEMEERI NS ORI N, BESRICEAZEESHADORD
Wil VEEIRER (pH7.4) (Gibco) ZRMUAT Y TILABVWLRE, K
& D&Y > 7IVICPERRHICD6241 44 (BECTON DICKINSON) . PerCP#RE4#7CD
614mfk, FITCRZF#PAC-141{k (BD bioscience) #MA BT &ICLk» THRBX
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Nz, BREORNBENT7O—H4 b X—4— (FACS CantoII, BD biosc
ience) FAHWVWTHIEI N, COT7vEARTRY T4 73 bO—ILD5c
8-G1dZRIN L 7=HBE. MIMRDCD62pE L PPAC-1DRIBOSTHET 5 2 & HFE
BINf,

DT v t4F%EBVWTF648E L UPE00D M/MREMILBER LLER L 7=, &F
CREARMBFDCDE2pRITDOBERARTIC, FMHEILA VT 7)) VRROBER%
BI8ICR L 7z, ADPRUIBIIC & Y M/NMRIRREICHKIRFZE S 1 5CD62p K UNE MR
AVFT) Ui, FeA8ENMAIZE TIIRERDAEIBRRINLH, P600%
MATBETIRERINAI >,

INLOFERMNS, IgGTDFcHEIHDEUF > /81 ¥ JTRIN B 238(DPro
HYAsp . 298I SerHAlall B I N/t FFcyRIIalCW T 2 EEEEB L
WEHNMZ ShiFctElE & SOMEIIEERMDOFc Yy RIIbICH T 2 & %518
RAGICIBE L /cFcER S B L TR T2 2 &AL ER o,

FabHB5, FoyRIlallx LTk YUBRMICKHS 2R L /e AFEBEOF R
ZEUONERBESFIR. MROMBHREZFECMIERT 5 & WD RARI
9G1DMEZERD &M, MMMREFEMHET IV BEERERRLAEE
N FTHBARESTIIN,

(BEERGI1] MEORRERY 4 —OERES L CIADRIR & FE

NAEDOAERROHES L CLEHOEEERI 21— KT 22ROBEFOE
FXiE. Assemble PCREZRWT, HEERMOFETHR L, 7TI/BEE
BOBAGPCREZ AW THEE LMD FETIT 7%, BONELTS I RN
K aSYMBERIRRI Y —ICHEA L, HERIERI Y —B L ULERERERI S
— %R L, BONERERI I —DBRERINITILEEZLNNMOFETRE
Lo ERILATS R X R4k MRIEBEMAEHRHEK293H# (Invitrogentt
) . F/clEFreeStyle293#fE (Invitrogentt) (C. —@MICEAL., HHED
RRETol. BONALEBELFZEIRN L%, 0.22um” 1 )L & —MILLEX(R
)-GV (Millipore) . &F7=130.45um> 4 JL&# —MILLEX(R)-GV (Millipore) %
BLTEELBEAEE, BONIEELLEMND,. rProtein A Sepharose Fast
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[0383]

Flow (GEANJL A A7) F/=IEProtein G Sepharose 4 Fast Flow (GE~JL R
TT7) EAVWTHRERANMODAET, MAERHE L, BEIEREIZ. 2
FHEETERAWT280 mTORAEZRE L. BoONI(EDL LPACEEDFE
WKL YBEHINERABREZRAWTRAREZER L (Protein Science |
995 ; 4 : 2411-2423) .

(BEZEHFI2] FcyROFAHEGES L CHEAE EFeyRE DHEEERFMT
FiE

FcYRDMBEAN KX A4V EUTORETRE Lz, FIFcyROMEEA K X
1 VDEBLTFOEKRELEELFMOAETER L, TDOKE. &FcyROET!
IENCBIICERI N TWABIMICE DR Lz, EAMICIE, FoyRIICDWL
TIENCBIDTF7 7w 3 &SNM 000566, 3DEZFY, FcyRIIall 2\ TIENCBI
DF7 7ty arvESN 001136219, 1DEFI, Fcy RIIbIZCDWTIINCBI®D 77
7t v avESN 004001, 3DECF]. FecyRIIIalC DWTIENCBID 7 ¥ 2 v
2 a V&SN 001127593, 1DEEF, FcyRIIIBICDWTIINCBIO 7 72wy ¥ 3
v &SNM 000570, 3DEFNCETWTER L. CRImICHIsy &ML, &
7=FcyRIla, FcyRIIla, FcyRIIIDICDWTIEZEAMSONTWE A, SH
ERALIC D W TIkFe ¥ RITalC DWW T, Exp. Med., 1990, 172: 19-25, FcyR
IIIalcDWTIEJ. Clin, Invest., 1997, 100 (5): 1059-1070, FcyRIIIbiC
DWTIEJ. Clin, Invest., 1989, 84, 1688-1691%&Z&(C L TIERL /=,
BOoNELFH R ZEMHMRRERERI S —ICHAL, REXII—%F
BT, ERULEERRIS—%E MNRIZEEMAZHEREFreeSty 1e2934H8 (I
nvitrogentt) (C. —BMICEAL. BRI VANV BZREI L, b, B
REERETRICAWFe Yy RIILICDWTIE, #KIBE10 wg/mLDKifunesinefz
ETTENY vRIEERFIHE, FeyRIIbICHMINZEHEIETY / —
RABURDBEDIC L, BEL, BONEELFZONLAE. 0.22un7
IV —ZRLTEBELRESL, SONLBELRRERERIE L TRODIRT
v TTCHRE L, BIZTYy TRBAF VB AS L0 NT 57 14— (SP
Sepharose FF) . #2257 v FIdHis¥ N T B2 TF7 714 =ZF14hS5ALH 0%
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[0384]

[0385]

[0386]

NJ57 14— (HisTrap HP) | B3 7 v 7RIV BEASL2ONTS7
4 — (Superdex200) . FA4RT v TIZEEH B, ZEELL, /= L. FcyR
LICDWTH, HBIRXF v 7120 sepharose FFABWLEEA F VU RIBHS LY
O cT274—%RE L, BRULYVIRIEIODWTEDNNES%
AWT280 mTORAEZRE L. FoONI(EL LPACEEDEICLY BH
INLERAFEREBVWTHERI VN TEDREZEH L/ (Protein Science

1995 ; 4 : 2411-2423)

Biacore T100 (GEANJL X4 77) . Biacore T200 (GE~AJL R4 7) | Biacore
A100, Biacore 4000 FAWT, BREMAE LETHBLLFcy LTS —
EDHEERBEN 1T o/, =Ty 77 —ITIZHBS-EP+ (GENJLR 4
7) AWV, AIEEEIF25CE L=, Series S Sensor Chip CM5 (GEAJL R

7) F/=1xSeries S sensor Chip CM4 (GENJILR A TF) IC. PIvAhAvw S
o TRICKYIREARTF R, ProteinA (Thermo Scientific) . Protein A/
G (Thermo Scientific) . Protein L (ACTIGENZ /=iZBioVision) %#E =&t L
7=Fw 7. HBWESeries S Sensor Chip SA (certified) (GEANJL R4 T
) KR LTFOEFFUELTBWERERTF REZEEERIE. BEL
Li=F v TE2RAWE,

IhbDEYY—Fy TICENOHGEF v TFv—St. SYZVIN
v 77 —CHMUEFcy LETS—2HEERIE. AN T2HEEEE
BE L. MARTHE L, L, Fey LETY—DREEERF Y T F v
— LEmBEDOBILKET 570, BREOF v TFv—ETFcy LTS —
DIEEEERUHEEETHR LA, £/, 10 nM glycine-HCL, pH1.5% X
WIEBIET, B —Fyv T F v TFr—LERFEREL. £VY
—Fyv T EBELTRYRLAW:,

Fleo SWERAEDFcYRICH T SKEZ T H T 5 7O ERA R EEHTIZ L
TOFEIC LN >TERELE, Y, ERBOEYT—F v FTICEHNOHE
EXv TFv—3t. SV IRy I 7 —THERLEFcy LETS—%4E
BERIHE., oty —J 5 LI L TBiacore Evaluation Software
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Ik YRIEFRERAT1:1 Langmuir binding model Tglobal fittingXtH#3Z &
TheaREERKa (L/mol/s), MRERREERKI(1/s)Z8H L. TDENSE
BEEHKD (mol/L) ZEH L7,

Fle. SWERKEFcYREDHEEFRAMIMMIE T, LEEDRERI N T
IFIEELKBITTERQVWEHMINAIBE, TOEEBEERICDOWTIEBiacore T
100 Software Handbook BR1006-48 Edition AEICEEEH DU T D1 ESETIL
NZ=FALTKDZEH L .

1:1 binding mode | THEIEFRY 20 F DBiacore ECOEFLLUTDOR 1
IKE>TRDTZENTES,

(X1

R,.= CeR,,./(KD+C)+ RI

Req:@ plot of steady state binding levels against analyte concentrat
ion

C: concentration

RI:bulk refractive index contribution in the sample

R..«:analyte binding capacity of the surface

CDREERTDE. KDIFLUTOR2DEDICRDT I ENTES,

(2]

KD= CeR,./(R,.~RI)~C

CDRIRe RI, COEERATSZIET, KDEZEEHT DI ENTRETH S
o RI, CICDOVWTIHRAIERRO VY —F S5 4, AERGIOEERDD &
NTED, R DEHICDOWTIE, UTOHFEICLED 2, ZORIERICH
B ICETAM U 72 Lh B R & AR 2 BRSO WIREICDOW T, EED1:1 L
angmuir binding modelGglobal fittingX t/=fRICE SN/R,. DIEE. LLE
WREBRBABEDO Y —F v TADF v FF+—ETHRL. FHEL VK
EREOF v TF vy —ETRELTELNLEER,,E L,

(BEEREFI3) HILo D LMRENICE NAILHEE T 2RiEDAR
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(3—1) bk bhIgA (hIgh) QDiEH

METHDE MgA (LIThIgAE HIFEN D) IFUTD & S Rz il %
AWTHEEI N, H (WT)-IgA1 (BEFIES : 19) &L (WT) (EBHIES : 20)
ZEZUHAMEBANRI S -2 ECBEMREZIEET S LICL>TRIRTI
FThIgAD, HEERMOBERICL >TA AR IOTI IS 74 —B&LY
FIVAEIOT NS 74 —52BVWTREREIN,

(3—2) HIL Y LIREHFHEEREIZDO VT

EIRE /A BEW02009,/125825 12 528, < 11T L\ BH54/L28-1gG1 1 & MMEHIL-6L &
TH—HAETHY., Fvd-Ig6lid, H54/L28-IgGTICH L TEHEEE MNIL-6L =
TH—ICH L CpHIRERICHEE T 2 (FERETICBVWTHRE L. BERNG
TICBWTHERET ) FMEBET2E MRIL-6L T —HETH S,
FR/ABAW02009/125825ICBH I N TWVWB T I XA Din vivostBRTld, H54/L28-1
G EMBETHLAARE MNIL-6LE TSI —DREMERS LABELEBRLT
. FVA-IgGI E R TH B EARE NIL-6L 79 —DREWE RS L /BEIC
HWT, ARAEE MIL-6L Y —DBEERFPKIBICMEINTWVWS Z &EHTR
Ihi,

BEOTAREE FNL-6L 29— IS T 2RBICHE LATARE ML-
LSy —Ik, A& EBHICFRNICE > TIWPICY A VLI DE, Th
I3 LT, pHKEMIICENAR L NIL-6L & T4 —ICIEA T BHkIE. TV R
Y—LAOBERETICEVWTRKICES LATREE NL-6LE T —%
fREE Y 2, MEELATARRE NL-6LETY—ESM VY —LICE > THR
Ind/ed, AL NL-6L 9 —0MERISDHEKERIBICIET
DI ENTFREEARY ., X SICpHRENICTIREE NL-6L 79 —ICHES
DAL AAREE NIL-6L 74 — % f#8f L 7=%&FcRniC & > TR I 4
AN, VYA 7ILINERAEBOCIREE ML-6L 2749 —ICES
THIENTED, LEBOYM1 7 MEEZEE LEOHBENADENA
SHEDNSOMROBHSHREONEERFOMNFEHRAOBREER) MEYER
INBZEICE>T. VEDDOMBEDFIEREEYIRL THREE MNL-6
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L9 —ICBEAT A ENTREE RS (K9) &

T HIC, ERRARW02011/122011ICEEH I N TWS & 51T, H54/L28-19G11d
E MERIL-6L T4 —HiATH Y. Fvd-IgG6Tid. H54/L28-IgG1ITx L TH
AL NIL-6L & 9 —~pHIRENICEE T 2 (AMEEAETICEWTES
. BERGETICBVWTHET ) BMEEET S MRIL-6L 74—k
THY)., Fva-IgG1-v2ik, Fv4-IgGTICH L TpHAMEDEME TICH W TFRAAD
EeMERI e MRIL-6L 79— TH S, EFRAFEW02011/1220
THCEHINTWE YT XD in vivoFBR Tld, Fvd-Ig61 &R TH B AT
ERNIL-6L 79 —DREMEHRSES LIBFE LB LT, Fv4-IgG1-v2EHRT
HHABREE MNL-6LETY—DREMEIRS LAEICSVWT, TREE M
L-6L 7 —DBERIPKRIBICINEINTWVWE I EARI N, T4b5E, pH
RENICHRICES T 2TE0. pHRMEDORET (pH7.4) 1IZH51F BFcRnilxt
TEIR/EEIBRT DI EICL > T, BRINCHEREIMRICEY IR U
BTELR. BLU. MEOCHERHNSDEREZRET 2RI SHICHE
FL. $FHAERETEIEICL>TNEFHSOHEEBERTEIEN
ARETHD I ENMREINL (H10) .

9% & CBI0ICRI N pHMREHICHRICKE S T 2HKIC & 2ER T,
miEhe T RY —LRDORIEDOHEE. $40HEpHOMEE (MEEAF : pHT. 4,
IVRY—LR:pH6.0) ZFIA LT, MEFTIIRRICHESIBEEIE, TV
RY —LHRTIEMREZ @B T 2MAEOEENERAIhTWS, OfihéTY
RY — LA ToHREMICHEES T 2MAEOMRADBEEHEICCIOL I BNEES
SERT A0, MfhE Ty RY —LAROBERFOME S ZOHEED
AXINEETH D, HOEEBITTRDOEKRA A VIBEDOHEHETH D, T
BB, pHT. ADMEBRDIKERA F VIREIZH40 NTH2Z—5 T, pH6. 0D T
VRY—LRDKESAZVEEIZHNINW0 NTHBZ & D, MERETYR
Y—LATOREBERTFO—2& LTEZLNDKEAMZ VIREDHEEIZH25
BOKRKEITHD,

TSI, BOBLVTHIICR LR ZEAQZBRTERT 572, Tk
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. INLOREKREHETERT 2T 20IC. MFERETY FY —LRADK
AT VIREOHEEUA T, TOHEENAIVRERFICEKE L THRRICHE
BT 2MBFEEZEAIThERWEERA b, MEHEIY RV —LRNTRE
DOHEENKREVRERFIRERINLER, DLV LPARHINA, MmEE
RDAF AT D LEBERN1-1.3 IMEETHBE—HAT. TVKRY—L
ROAF BRIV Y D LIREIFSUNZETHDB Z &HNH, MERETY RY
—LATORERFO—DE LTEALND ALY D LA X VREDHEEIR
WABOARZTITH>T. TORIIRFKFRAFVEEEZ (25(8) LYK
TWIENREEIN, Tabb, ALY DLRERGT (1.1-1.3 mM)
THRICEE L. BALY D LIRESFHET QGuM) THREZHEMT 21T
ALY LRERENICHRICES T 2MAEERWVWE I &ICE > T, pHiK
EHNICHMRICEE T 2B ERAEFELIEENULEICIY Y —LRTHERES
MAEDNLRERET D ENARETHDIEER b,

(3—3) hIgAICHEE T HIMADFEIR & FEH

GA1-IgG1 (EHEFIES : 21, BHAIIES : 22) . GA2-IgG1 (FEHEZS
ES 123, BRHEELNES : 24) FhIAILEE T H5MAETH S, GAI-Ig6 (&
HECHES : 21, BHEIES 1 22) L CGA2-1g61 (EHEFIES : 23,
BHECSIES : 24) 20— NT ZDNABCTIA EIMMIBARIRE 75 R 3 RICHE
ELRMOAETHMAENT, MADORRIILUTOREZRAWTIThNh
b MRS R E MRS SFreeStyle 293-F# (Invitrogen) %FreeStyle 293 Expr
ession MediumiEz#t (Invitrogen) ICSRBI H/-HRBRERD. 1.33 x 105/
mL DRI T6 well platedE Y TIA3 L DEEI N, RIS, YR
7TV aVEICELYRRINAET SR MIMIRAEAS iz, HEikE
1&C0, 1 > Fa~R—4&— (37C. 8%C0,, 90 rpm) TAHEEEI N, BEIN
7=FDIEELEMNS, rProtein A Sepharose™ Fast Flow (Amersham Bioscie
nces) ZAWVWTHEERMOFETHANIBR IV, BRI N TEBER
DRFE CRE : 280nm) ', HAEHZAVTHEI N, FONAE
EMSPACERIC & » TEHINRARBEZRVWTRERENMEHI N (P
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[0397]

rotein Science (1995) 4, 2411-2423) .
(3—4) BEXhmAEOhIgAICH T 3 AL > U LMRIFIEEES O ST

Biacore T200 (GE Healthcare) ZFWT. (1 —3) THEEIWLRED
hIgAfE & &M (BRBEEERK, (M) AFEI N, SV IRy T7—& LT
3uMFE/1x1.2 mM CaCl,Z=EZH 3 50.05% tween20, 20 mmol/L ACES, 150 mmo
L/L NaCl (pH7.4&F 7zIdpH5.8) . F7=d0.1uME L <210 oM CaCL,z2HT
%0.05% tween20, 20 mmol/L ACES, 150 mmol/L NaCl, pH8.0% R\ THIEA
Thhi,

PIX/Ay TV TETEDCEOHEZETOT A A/G (Thermo Scien
tific) MEMEETEI/L I N/Sensor chip CM5 (GE Healthcare) (2. ¥ifx#%
BEIE, RIS, PF3534 & LTEYDREDhIGA ( (1 —1) IZEH
) BAVTVT YU RNTBIEILEST, hIgAs v —F v S LORAEEZHEE
ERX /i, RERITCTIThbN/, REE. 10 mmol/L Glycine-HCL, pHI
BEAVVTIIRNTBIEILE ST, B —F v THABEINL, Biacore
T200 Evaluation Software (GE Healthcare) #F\WT, A—T 714 v 5«
VI E BB E S CTEEEENTICE Y. AERBRI SEBERK M) &
Ik, TORBRER21ICRLE, k. okt —7 5 L%K1
HIR L7, GA2-IgGTIXCaBEEAY. 2 I B W TIZhIgAICR AT 51 C
aBEMNIUMICEWTIEhIQAILTELKFEET 2 &ENMRINA, £, GA2-Ig6
1HECaBEN. 2 iMD R T T, pH7.AITHEWTIEE MGAICRL FEET 51
. PHE.BICHBWTIEE FIGQAICTEKHEE T H I DRI Nk, Tah5, GA2-1
gGlid. & FIGAICH LT, pHIKEHN. L. DL DLEKENICKEET S
CENBALMNER S,
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LN St Fit ka kd KD[M]
pH8.0, 10mM Ca 1:1binding model | 1.2E+06| 1.2E-01 | 1.0E-07
pH8.0, 0.1uM Ca 1:1binding model | 1.1E+06| 2.4E-01 | 2.2E-07

GA1-lgG1 pH7.4,1.2mM Ca 1:1binding model |5.7E+05| 8.4E-02 | 1.5E-07
pH7.4, 3uM Ca 1:1binding model |6.4E+05| 1.2E-01 | 1.9E-07

pH5.8, 1.2mM Ca 1:1binding model |6.8E+05| 9.9E-02 | 1.4E-07

pH5.8, 3uM Ca 1:1binding model | 7.1E+05| 1.1E-01 | 1.5E-07

pH7.4,1.2mM Ca 1:1binding model |4.0E+05| 1.6E-02 | 3.9E-08

GA2-IgG1 pH7.4, 3uM Ca Steady State Affinity - - 6.7E-06
pH5.8, 1.2mM Ca Steady State Affinity 4 0E-06

pH5.8, 3uM Ca Steady State Affinity 5.0E-06

[0398] (BEEREH4] AL D LERERNIChIQAICES T 5B OHRE X DRAR

[0399]

T, MEANSOHIE (hIgh) DBEREZILHICERIT S0, B
W) LMREFMIIChIGAICHE A T 5 G6A2-19G1Cxt L T~ AFcRnICXS 3 % pH7. 4
BT DL EIEET D7-DIINBMD T I /BB A B A L 72GA2-N434W (
BHINES 1 24) ZERE U, £/, GA2-IgG1HIIH L TFeyRICH T 2 fEE
HERIBYXHEZICL235R, S239KD 7 X JEEBHAEBA L 72GA2-Fc yR(-) (
BHERHES  24) R U7z, GA2-NA34W (ZSHECHIES : 24) H L UVGA2-
FcyR(-) (BEHECIIES :24) 20— R T Z2DNAECTINHEEICQAMODE AT
HMAAENBMERA S AI REZAVWT, EROFETRELEZINS
DHRFEREFDRED. BEBIAEI N, GA2-FcyR(-)DEET U ZFc
¥R (mFcyRI., mFcyRII, mFcyRIII, mFcyRIV) |9 BESETML -
R WTholLteT749—IC/ L TERBBEIRD LA > 7,
(BEEMEHFIS5) hILY T LRENIChIQAILEES T 2MEOHREFD AR

RIC, MEERHNSDOHME (hIgh) DOBEEREILICEBAIES I &ZBMIC
« AT MRIFRIChIGACIE A T B 6A2-IgG1ICR L T~ 2 AFcYRICHRT %
EE AR T B7=DIC6A2-IgG1 DEUF /N VT TRI N B328GDLeun Tyr
ICEBRI N /=GA2-F1087TMERI I iz, GA2-F1087 (BREEECHIES : 24) %=1
— R I ZDNAERSI DN HEE ICAMD A ETHAAETNBNERB TS RAI R
ERAWVWTC., EROFETRRE LIS OMEREEDRED. FBEEKISH
EINl, COBRELZECHAIESEERBIS ICRINDLDIC. ¥ XFc
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[0400]

[0401]

[0402]

YRICH T 2HEENKIBICIER L TW e,

(ZEERHI 6] CalkFMHhIABSIMAENMREI N/ —<ILT D RUTET
ZMEDMEERFEMEAN DRE DT

(6—1) 7—< NI ZRPEWVSHIEIn vivoAER

J—<Ib< 7 X (C57BL/6J mouse, Charles River Japan) 1ZxF L ThIgA (
b hIgA: ZEERA (3 —1) ICTHER) FEBTHRSINA, T/cidhIgA
B L CIhIgAMLAL RFICR S SN B D, hIgAs L CHhlgAfE D AR E)
NI Nz, hIgABE®E (80uwg/mL) . F/id, hIgA& IhIgAIADES
BRHD ERRIRICIO nL/ kgD AETELOIES I ni, mhlgAfifkE LTI, £
WD GA2-1gG1 5 K VGA2-F1087HMFER X /=,

BREBRPONGAREIZET0ug/MLTH Y. FhIgATIKIREIE2.69 mg/m
LTHo7lc, TDEE, hIgAIIH L TinhlgAfK I+ BRBRICERE TS &
Mo, hIgAR KRB D EICHEE L TWB EE R bk, GA-IgaI AR5 h
BT, B5%59M. 785E. 1HE. 2BE. 3HME. THETY D AN 5L
BRIMiThnic, £/6A-F1087A%%5 I /BT, B5E&HE. 309 M.
165, 285, 1BHE. 3HME. 7THETY D AN\ Thhi, RIS
MR EBESIC4C, 12,000 romTISHEERODBEY 52 &ICEL o T, MEEH
Bonrk, EEShMERIZ. AEEZERRET S X T-20CUTICREIND
REICREIN,

6—2) ELISNEICE B/ —< I~ 9 RMBHDIThIgARARE A

< 2 MEEH OFhIgATAERE IFELISAEKICTRE S Nz, F 9"Anti-Human
IgG(y-chain specific) F(ab’ ), Fragment of Antibody (SIGMA) NZ D%

I T JLICHDEI N /=Nunc-Immuno Plate, MaxiSorp (Nalge nunc Internation
al) Z4CT1KBET 5T &IT& > TAnti-Human IgGEEL T L — b HYWERK
Ihiz, MBHREOZE#ERKR S LTO.5, 0.25, 0,125, 0,0625, 0.03125, 0,
01563, 0.007813 wg/mLICFAE X N/zithIgAADIREFREFAR & 100F U L%
RInh~ o RMFAEAR A, FIEEDAnti-Human IgGEMEL T L — TS
EINR SETL—IDBCTIFRREA v Fax—2aryiIhk, £0%
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[0403]

. Goat Anti-Human IgG (7 chain specific) Biotin (BIOT) Conjugate (So
uthern Biotechnology Associats Inc.) ARIEE S L — FDE I T ILICHES
nicg. HFZTL— b E2CTIKBRIGS €7/, T 5IC. Streptavidin-Pol
yHRP80 (Stereospecific Detection Technologies) ARIZZETL — hDEY T
WICHFEIN%, YT L — NA225CTIBBRIGS 7, TMB One Compon
ent HRP Microwell Substrate (BioFX Laboratories) #E&E & L THWLER
BRIEAIN-Sulfuric acid (Showa Chemical) ZFHWTELEINAE, <4

207 —hM) =4 —%FRAWVWTEY T ILORBERDAE50 nmDIRSE AAIE X

hiz, ¥ RAMBEAROMhIGAMFBREIIREIRDORAENSHEHY 7 bV

77SO0FTmax PRO (Molecular Devices) #FAWTEHI N, TOHETRE
INBIRRIESERD /) —< IV T RICE T 56A2-1961 5 & VGA2-F1087 D I
RPMBREEBZR1 21K Lk, TOER. hIgAL BV eHS & UCalkTF

MR EEHEET 57 0—V6A2-Ig61IEFcYREDIBEEZERLAZELTH
. TOMBPARRFRENIREBET LAV EERINE,

6 —3) ELISAKEIC K 2 MEEHhIgAREAIF
< 2D MEFARNGAREIFELISAXIC TRIE I N, 9 Goat anti-Human

IgA Antibody (BETHYL) A*Z D&Y TLICHE S NfzNunc-Imnmuno Plate, Ma
xiSoup (Nalge nunc International) #4CT1MEET S &I & > TAnti
~Human IgAEIE{L L — MAMERR I Nufc, MEFFIREDOZ#ERE L T0.4, 0.
2, 0.1, 0.05, 0.025, 0.0125, 0.00625wg/mLICFEAEL I N/-hIgADRERFE

BArBEVWLNE, RERERBS I MEBEUEERINLY Y RMTRIESR
DE100 wLITH L. 500ng/mLhsIL6R%A200 LIl X TRE L. ERTIREEEHE
L. ZD%&. SBEBKRI0uLh 95 E S hizgiscDAnti-Human IgAEMR{L 7
L—r L —MEEBRTIEBEBE I N, RIC. Biotinylated Anti-human

IL-6 R Antibody (R&D) ARIZEEFL — hDED T IIVICHFINR. HEEXT

L — MAEEECIEERIGIE/, EICStreptavidin-PolyHRP80 (Stereospec
ific Detection Technologies) A'EIEE T L — FDR Y T LICHE I NitE,

LTS — N EEBETCIBERGIE/~, TMB One Component HRP Microwell
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[0404]

[0405]

[0406]

Substrate (BioFX Laboratories) ZEE & L THWERBRISH IN-Sulfuri
c acid (Showa Chemical) ZFRWTELINEE, Y41/ 7L—h)—%4
—EBVTEY T ORINRDA0 mOEAENMUES Nz, <2 R MEEH
RERERORAEDN SEENTY 7 o = 7S0FTmax PRO (Molecular Device
s) ZAWTEHINE, COFETAELEBIRNESERD/ —<ILTIR
ICHITHMEHIQAREHBE ZB 1 3T LT,

FOFER. hIgABHDBERICH LT, hIgh &1005L EDCafkFMRFES
EMEEE Y 6A2-IgGT AR ICRES SN/ Y D R TIE, hIgh DIHKAhIgA
MELB L TIEI N, X510, hIgh&FeyRICH L TS HMIER I N /-GA
2-F1087/" % 53 N~V ADMEBHTIE, HE—HRICAEESLHE (0.006ug
/mLBlE) & WhIgADBEAMET L. GA-IgGI AR E I hic~ v 2D MmEEH &
Y KIBIChIQADBR IR S N, LEDDS, REEEEEZTMKY HhIgA
EMMIGARAD R EINAT D RICHEWVWT, FeryRICRT 2EEMEBRINL
RICEL 23R (hIghA) OMEBHRLSDBREMRD. FeryRICHT 2-EEDIE
BINLIMEDS & ERDZMMBICLDME (hIgh) DREVRE LB L TH
BMINTWBZ ENRINE,

(ZEERFI 7] FcyRICHT 2BEFMEDNRAT Y D X IgGOFcHEIHDIES
SEMLYBVWIRRBES S TOMLEHLLDOREEAUMR
(7 —1) FeyRICH T 2 EMEIEE L~ 0 AMEDOMEFEHENR

YU AFCRNEEF TS/ —< IR IRICEWT, ¥ RHAEOFcHEZEE L
. PHREMICE RIL-6L T4 —ICEET 51HEE2E T 2 MEBED T
WYV ADMPHAREE MNL-6LETY—DERERDIUMREET D
HNEIDMD, UTFICRTAEICE > THRIEES i,

(7—2) FeyRICHY HIFEFEMLIER L LYY ATAEDESR

PHIRFMICE NIL-6L T4 —ICRE T HM4HEEZE T 57 U RIgGIHED
BEiH& L TVH3-nlg6l (ACHUES : 25) . BH& L TVL3-mkl (ECHIES : 26
) DNBEREH 1 OFEEAVWTERINA, F/2. VH3-nIgb1dD~ T ZFcy
RICH T 2 EAEMAIEET 2010, EUF VNN T TRINDI2TMUDAL
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HAASpIC B X N7/ VH3-mIgGT-nFA4n M ERL S /o, BARIC. VH3-mIgG1 DEUF
YIN) VT TRIND2MIDSer HiAsplc BRI N, 327HIDAlah Aspil B
X N/=VH3-mIgG1-mF46 M EBL X N /=, VH3-mIgGl, VH3-mIgGl1-mF444» % LM i&VH
3-mIgG1-mF46%& B4 L TEH. VL3-mk1 A8 4H& L TR, Fvd-mIghl, Fv4
-mIgG1-mF44 % \MEFva-mIgG1-mF464Y, SERRER 1 OAE%E AW THERY
nrz,

(7=3) ¥ RFcyRICH T 2 EEFHEOMHEER

VH3-mIgG1, VH3-mIgG1-mF44%5 % \MEVH3-mIgG1-nF46% B L TEH. L
(WT)-CK (BEFIES : 27) Z88H& L TELVH3/L (WT)-mIgGl, VH3/L (WT)-m
IgG1-mF444 % \WMEVH3/L (WT)-mIgG1-mF46ANSZEHEHI 1 O 5 ETHERI 1
foo TNHOIMEDT D AFCYRICHT 2HEETFUEN,. SERBEHI2DAHZET
Al hiz, ZOHEREFR22ICKLE, . TNTNOREREDT VD RF
cYRICN T H¥EEFMED. WEEZMA ZR1OnIgaTICELER L THI{EIEM L T L
IHhEFR2IICHLE, P, RPTIX, VH3/L (WT)-mIgGlidmIgGl, VH3/L
(WT)-mIgG1-mF44iZmF44, VH3/L (WT)-mIgG1-mF46iZmF46& 32 L 7=,
[0408] [%&22]

[0407]

WKL KD (M)
mFc y RI mFc y RIlb mFc y RIII mFc vy RIV
mlgG1 - 1.1E-07 2.1E-07 o
mF44 T 8.9E-09 6.7E-09 I Janninen
mF46 i Tanc e 1.2E-09 3.6E-09 i -fannce
[0409] [%R23]
WKL mlgG1l {Zxt+ 5 A
mFc vy RI mFc y RlIlb mFc vy RIII mFc vy RIV
mlgG1 i fanncnr 1.0 1.0 i anningn
mF44 BT 11.9 31.0 s fannins
mF46 R 91.4 57.5 g
[0410] RABI<T D RIgGIFIADFcsaIE%=H 9 HVH3/L (WT)-mIgGlik, ¥~ AFcyR

IBLVPY D AFcYRIVICH L TIEEER-E T, ¥V AFcyRIIb LUV~
ZAFcYRIIIICN L COMEEER LM 4 ORSTFERENS., MREES
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[0411]

[0412]

[0413]

BFRIELDICEERT IV AFcYRIEFT DV AFcYRIIE LUV, HBWIET T AF
CYRIIITH B ZENREINTWS) , F/o. VH3/L (WT)-mIgGl1dDFcyRIC
WY BEEEMEEIBRTDEEZONDIHUENEAINAVHI/L (WT)-mIgG-m
F443 & TVH3/L (WT)-mIgG1-mF46(D < o XFcyRIIbE & U< AFcy RIILIC
WY BEAFHERIVWTNBIBRL TWDE I &N RINT,

7—4) J—RIXIABITHMBARGARIL-6L 4 —BE DER

153 R

ik NIL-6L & 74 —#itk & L TFv4-mIgGl, Fv4-mIgG1-mF4445 % LN EFva-
mIgGInF46 A3 5 X Nz / —< I U ADMEHELRBIL-6L 74 —DEK
RSUTDL D ICHREEI N/,

J—<J)I<9 R (C57BL/6J mouse. Charles River Japan) DR FICH
BEIE NIL-6L 4 —AFEXI N/~ infusion pump (MINI-OSMOTIC PUMP MO
DEL2004, alzet) ZIB&HAL T & T, MEAAREE MNL-6LETH—RE
DEBSREBICHFINZ2EMETVAEEIN, ZTOBYWETILICHRE M
L-6L 74 —HiA%it5 LcBROREE ML-6L 749 —DEREIEHET
XNz, ABEEE NL-6LESY—ICHT 2MAEOEEEZINFIT 57260
T/ 7 0—FIIR< D RACDARAE L EBEARIC20 mg/kgTHEIEGI Nz, D
%, 92.8ug/mLOEAREE NIL-6L 4 —HAFTIEI N /zinfusion pumph'<

AEIME TAEBDIAE N, Infusion pumpAEBEHAZN/A3H%IC. ik
ML-6L t 74 —Hufkn'1 mg/kg TRBIRICEEIRS SN, ik MIL-6L &
TH - 5%159. 785E. 18, 28, 48. 7H. 148 (H 2 \WId15H)
218 (HBWE22H) AMHRB LRICHZY IV A bRMIn, HEX
N-MEEEBIC4C, 15,000 ronTISDBREODBEET H 2 &ICL > T, MmiE
NELN, DEEINAIER. RMEZERETIFET-20CUTICHEI N
BEEICREIN,

MFROTRBEE ML-6L 7Y —BEIE. ¥V XOMEHAhsIL-6RAIATY
ENIL-6L TS —BERESIEERNSEICTAEI N/, 2000, 1000, 500
. 250, 125, 62.5, 31.25 pg/mLICEAEL X NizhsIL-6REARE L MIL-6L &2
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[0414]

[0415]

[0416]

4 —REFPEB B LTBELULEHERI N~ D RMFREHM %, SULFO-TAG

NHS Ester (Meso Scale Discovery) TJILF =7 L4t L 7=Monoclonal Anti-h
uman IL-6R Antibody (R&) H L U'Biotinylated Anti—-human IL-6 R Antibo
dy (R&D) H&UTocilizumab&RA T2 EICL > TIICTIMRIGI -
o TocilizumabMDFBE X333 ug/mMLERDB L DIARINL, ZOR. =S
R HMA400 PR Streptavidin Plate (Meso Scale Discovery) IZ93EI N/,
ISHICERTIRBRIG S B RINEZEEE,. Read Buffer T (X4) (Meso
Scale Discovery) D'9F I/, TDHEKBHITSECTOR PR 400 reader (M
eso Scale Discovery) THIENTTHN/z, hsIL-6RAARE L NIL-6L /%
—IREIIRERDOL AR ALY 7 b = 7S0FTmax PRO (Molecular
Devices) ZAWTEHIh, TOEREZH1 4I1CR LT,

B REZ &I, nlghl (RAET I RIgE) DY I AFcyRIIbB LV
AFcyRIIIICH § B GG TR £ 188 Y WAL FA S NicnF44d & UmF467°
BEINAETVRATE., nlgbI S I N RITHLER L TOREAPIL-6L =

—REOHEERBETNMVTNBER I, KIC. nFA4ORE5%218E
ICEWTH, nFA5EOMEBHRIL-6L & 74 —BEEMEIERSE O M
RIL-6L 74 —IREICLERTHO6ME, mIgGlESEHICLEER T 5 &#10EET

LTWrk, —75. nF46DH%5% 7 HBICEWT, nF46i SR OMRHIL-6L
t 7Y —REIRTAERSEOMERIL-6L & 74 —REICEEATH30E, m
IgG1# SREICLLER T 2 & #5085 &, BEZICET L TW,

BEDZ EMS, b MoblRADFRIBEE T 2MR/EDFDOT Y RFc
YRICH T ZHEEIEMMER L TOWBIMAEEBRRIC, ¥ RIgG1HLADFcREE
BT AHMEBEEDFOT U AFcYyRICH T 2EETEEAIER L TWO S AN
BEINAETORICHEVWTE, MBERITBYIL-6L 745 —DHEENIZEL
TWBZEMRINT, BEDEMBICHRINDEDTIELBWS, TITH
LNIEIMRISUTDOLDICEHAT S EHLHARETH S,

pHIRERICTARMRICES L. D DOFcyRICH T 2EEEMEEEBEL TWL
SIMAENATVRCHEIND & EICHRIR EICFcyREFER L TW A HIRRIC
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[0417]

[0418]

BBWICEYIAEN D, BRYRAENREIZIY RY —LROBMEHD R4
TICBWTHARBRNRE %= #8 L /2&ICFcRnz Nt L THERARIC) 1 7L h
%, TDH., TOLIBRRAFBICLZMPHOTREMRE BRI TR
ZHROLTERO—D &L TR BEMAEDFcYRICHT B EETEMHEDE I A
Bifbnsd, 74b5, FeyRICHT2BEFENBWNEE. L YBERICFC
YRERMEANECIYIATNh, MEFOTAENMEZRERIESL 04T
BETHDIDEEZIOND, T, ZOLDBURIE. MAICESETNBFCEHD
MEAE RgGI TH>THTIRIGGITH > TH, FeyRICH T BREETFMA
L TWBRYIE, ARICKRIITESEEZDONS, DFY., E M6l
b FIgG2, kb MIgG3, b RIgG4, ¥ RIgGl. ¥ RIgG2a, ¥ ZIgG2b,
T RIgG3. T v MIgG. HILIgh, THFIgERE, WHR B EMIEDF RIS
TH>TH, BEINIEWEDFcYRICH T 2 EETETEIBE L TWBRY
. WINEBWTERIIT 2 ENARETHDI EEZZ LN D,
(BEEMEHI8) FoyRIIGBIRMICHES I8 LA MEICL 2MEERDR
(8 — 1) FcyRITbICK§ 2 EAEM & BI85 [ A O R KL
=

FcyRIIIRiE~ ™ X (B6.129P2-FcgrR3tm1Sjv/J mouse, Jackson Laborato

ries) l&. ¥ AFcyRI, ¥ AFcyRIlb, ¥ AFcYRIVARIEL TWBH
. YO AFCYRIIIAHRIB LAWY VA THB, —H. FeRBEvyHERETY
2 (Fcerlg mouse, Taconic, Cell (1994) 76, 519-529) I, ¥ RFcyRII
bDHAEFHITL., ¥ AFcyRI, ¥ AFcyRIII, ¥ AFcyRIVAHEIFL &
WY DA TH b,

SERFEH 7 ICHENT. KRBT D XIg61IIx L TFe Yy RANDIEETE M %18
PN W 7onF44dE L UNFA6IE. < 7 RFcyRITbHS L U< 7 RFcyRIIIICH LT
BRIRMICHESIEERINTVWE I EATI N, TORRMICEE I N
HOBEEMEEFABL, v AFcyRIIIZHIB LA\, ¥ XAFcyRIIIRIE
TYRAFEIIFCRBE Y HRIEY I ZIFMUEB L UNFA6 55T B EICE
Y, ¥ AFcyRIIbICH T 2 A MBRMNITIER I N ciAFZ1R57T 2K
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[0419]

[0420]

[0421]

HEMT D EDNTRETHDIEEL LN,
(8—2) FcyRIIIRIEYY R AEFHW/EY Y AFc yRIIbLBIRMEAERIC K

ik NIL-6L & 74 —#itk & L TFv4-mIgGl, Fv4-mIgG1-mF4445 % LN EFva-
mIgG1-mF465%4% 5 X h/cFc yRIIIRIEY 7 A MFHFIRBIL-6L T4 —
DERTIRN. RHEFIS OFEEBRRICRIII e, BTV AOMEFHD
MRBEE MNL-6L 7Y —REIE. LESEEREH (7-4) OFETAE
I, TOHERZH1 51T L.

BRI Z&IT, mIghl (RABT D RIg61) DT AFcyRIIbICH T %45
ATEMEAFEIRMITIER I NSRS NenF44E L UnF46 0348 5 S M 7F
cYRIIIREYT D AQMBRIL-6L £ 74 —BEIF. WFhE, nlgblHiEs
TNV AOMERIL-6L T4 —BEICHEERLTWTNEIREICEATL
=l ENRERI N, RIS, nFAAQIRSEOMBRIL-6L 745 —IREIE. m
IG5 DT NICLLER L TH I BEREICETIE, kS5 ICL>TRED
PMEREOEBENMMIGII N TWE, —F. nF46DIREEOMEFRIL-6L

—REE. 5% IBABICSVT, MAFESEHONEFRIL-6L TS
—IREICLEARTH6ME, nlgGliRSEEOMBFRIL-6L /9 —REICLLER T
EM2BEE, BEICEKTLE, CORRIL. pHRENICHRRICEES T 54
b NIL-6L T4 —HiED~T I AFcyRIIbICH T 2 EETFUNBTVIEE, *
NARESINAEZIITVAOMBRIL-6L 2TV —BEELIYETIES
ZENERETH D EMNRINT,

(8—3) FcBREyHREBY IR EH WAL D AFcy RITbRIRIIESIEE

ik NIL-6L & 74—tk & L TFv4-mIgGl, Fv4-mIgG1-mF44 % /= (3 Fv4-mI

9GIMFA6 D 5 I NcFcZRB/E v HRIBY UV RO MBHRRIL-6L 274 —
DERTRN. ERHEFI6 OFEE BRRICRIII e, BTV AOMEFHOD
MRBEE MNL-6L 7Y —REIE. LESEEREH (7-4) OFETAE
I, TOHERZH1 61 L.
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[0422]

[0423]

[0424]

[0425]

FcyRIIIRIBY ™ R ICmF44E & mF46 088 5 X - & = & EREIC, mIghl (
KA RI1gG1) (Txf LT~ AFc v RIIbICX 9 2 #EATEM D & HHBIRH
IR I NI HEBI N onFdd s & UnFA6 M 5 X N icFe S BiE v HR
BY U A0MBRIL-6L 7Y —REIE. WIThd, nlgbl MRS IN/Fc
BEYHERIETIADMBERIL-6L &9 —BEICHBE L TESICETLE
ZEDHER I N, FFIC, nFAADIRSEOMEBARIL-6L 74 —BEL, nlg
GUESBOMBHIL-6L 749 —REICLLER L TH I BEREIET L. ik
BEILL>TRIZFRBREOERBMIMMFEIIN T W, —7. nF46DIR5E
OMFEHRIL-6L 75 —RBEIIZSHIBBICSWVWT, MAFRSEHOME
RIL-6L 74 —IREICLEEATH S E, mIgGI R EHOMBFRIL-6L T4 —
IREICLER T 2 &1bE &, BEEICET L

SEEMF (8—2) LU (8—3) OERN D, pHKEMNICEIARH
FICHEEG L. ¥ AFcyRIIbICH T B iEETEMEHBRIRMICIER L A D%
SEOMFEFROUABNEREIRNBICET T 28I~ I N,
(BEEMEHI9) FeyRIIGRBIRMICHES I8 LA MEICL 2MEERDR
(9 —1) FeyRITTICH§ 2 EAEM & BR300 [ A O R AL
=

FcyRIIb/R1E~ ™ X (Fcgr2b(FcyRII) mouse, Taconic) (Nature (1996)

379 (6563), 346-349) (X, ¥ AFcyRI, ¥ ZAFcyRIII, ¥ ZFcyRIV
EHIRT 2D, YO AFcYRIIDERIRE LAWY IR TH D, EREHFSICHEW
T, RARBT D RIGG1DFcy RANDIEETEM % 1858 X H/anF44$ & UnF461d,
T AFcYRIIbE L VT AFcyRIILICH L TRIRMICKE SN ER L TWS
ENTINS, COBRMIIERINMAOREEEEEZFMBL. <D XF
cYRIIbZFIE L AW D AFc yRIID/RIEY I X ITMF448 L UnFd6 %1% 57 %
ZECEY, ¥URAFcyRIIIICH T AN BIRMICIER I N Az E
THRRERBT D ENARETHDEEZ LN,

BEERFISICEWVNT, ¥ AFcyRIIbICH T B A TEMAEIRMICIEIE
INEMEDEE I NI IEBRI NAFcyRIIIRIEY 7 A DMEEHDE
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[0426]

[0427]

BREMERENMET T2 &N R™INAE, — AT, ¥V AFcyRIIIICHT %
fEEEMEABIRBICIEE L AR S I NKR RN S uzFe v RIIbR
BYUVADMEAROARMRBENMET T 0 E DI MU TOHERICEK -
THEI N,

(9—2) FcyRIIbRIEX VR EHWET Y RFcy RITLEIRMIESIERIC &

FcyRIIbRIET U X Ik NIL-6L & 74 —#ufk & L TFv4-mIgGl, Fv4-mI
9G1-mF444 % LN EFva-mIgGInF46 '3 5 X h/zFc ¥y RIIbRIEY D R DI
BRIL-6L 74 —DHEEPRA. ZEMEHIE OHFEERRICKRIES M, M
FTHROTRHEE FNL-6L Ty —REIL. LEESERER (7-4) OBE
THREINE, ZTOHEREXT 7R L,

BRI Z&IT, mIghl (RABT D RIg61) DT AFcyRIILICH T %45
BIEMEABIRMICIER L 2 2 E RIS NonF44d L P46 DI 5B T,
MEFHRIL-6L =79 —BREIFIET LAENSEEREREHF 8 TRINLITEDIEE
R TIFFEEE I NAd >,

BEDOERBICHRINDEDTIERWD, SEEHEHT7. 8HLVIDE
RO, UTDEDICERTZIEEARETH S, nlghl (KRBT D R Ig6]
) DY AFcyRIIbH LV~ AFcyRIILICH T 2 fEATEM A RN IC 124
IN/nFAE L ORI 5 I N/< D AFcYRIIbE L '~ U AFc ¥y RIIIM
MAEHRT S/ -7 AOMNERARIL-6L 74 —DHEKIFTREE
ICINET 5 2 &R I N, T/, T RFcyRIIIERIRT 2H50DD, <
D AFcYRIIIZFIB L TWARWIT DR (FcyRIIIRETY R, BLV, Fc&
BARYHEHRETIR) I, iFM4B L UFEH RS INIBETHEYUEI VR
DIMEFEARAARIL-6L & 74 —DHEKEBEEICINRT 5 2 &P BRI N,
—H T, YO AFcYRIILIERIET 250D, ¥V AFcyRIIbARIEL TLA
WY R (FeyRIIRIBY D R) I, nFd4d & UnFA6A 45 X NIBEICIE.
LYV RAOMBHEABIL-6L 74 —DERIGEZEICITIMNEI g o
720
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[0428]

[0429]

[0430]

[0431]

PBEDZ &M, nIghl (RABT D RIg61) D~V AFcyRIIb&S L U<
ZFcyRIILICX 2 & ETEMEABIRMICIBE I N2 A T H HnF445 L UnF4
6i&. FICTI AFcyRIIbZM L CFcyRZRIRYT 2HBBICHRYATZNE &
&> T HEMBICEE T 2NMEROTAERREIER L TVWDEEZL

%, —AT. FcyRIIIZN LA REESHEDFc v RERMEAN DEUAAH

 MEPROFABTEDEERICH LTRELFSELTVWAEVWEEZILND

Flo. ¥ RFcYRIIbB LV Y AFcyRIILICH T 2 EAEMEA B LEL T
W5Fv4-IgG1-F1087 (ESHELIIES : 28, BHENES : 29) MEE5Ihk
YU ZAQMBEAREREIL-6L 74 —REIFBEEZIETLE—HAT, YURF
cYRIBLU~Y D AFcyRIVICH T 2SN M E L TWSFv4-IgG1-F1182
BPREINAET I AOMPHEARBIL-6L 24 —DEEMRIL. Fvd-Ig61-
F1I087TME N &L 2 &I W & BRI N,

IHIC, B7I—RBBEREE T HHICT I AFcyRIVICH T 2 HEEEM
ARIBICIEIR XN TWS (Science (2005) 310 (5753) 1510-1512) Fv4-IgG1
~Fuc(7 31— SV AR—4 —EEF% RIES B /-CHOKEAE (W02006/067913
) AEEMAEE L THWTFA-Ig6 (EHERIIES : 30, REEIES : 29)
ER|TDEICIYEE) I BREIN AT ZOMEFRTARIL-6L 2%
—iBEIL. Fv4-IgG1 M EI N D RO MBAORBIL-6L 749 —RE
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