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FERMBT D EICH B,

ARBEMRT BIODFE
FEREMR—EMERICEVWTARATRIIUTERET 5,

(1) SMFAEFICBVWTTI/BRELZELEEFCREEEZSURIRTF
RTHo>T. FFABELZADR ) RTF REICL > THERI N, HhOERF
cREIED. UTOMNBICHSITZ2T7I/BREEZST. RURTFR:

(i) FHFBEEHOBE—DRYRTF RILEIFZ, EUFVNRN) VT TRINBAL
E234, 235, 236, 239, 268, 270, HL U298, RSV

(i) MFEBOE—DRYRTFRICE T Z, EUF VN VI TRINSB
&270, 298, 326, & &334,

(2] ZEREFHEEA. I SICHFCRBOE-—DRIRTF RICHITS, EU
FTYNYVTTRINDABIG6ICH TR 7 I/ BREEST. (1] ICRH
DRY)RTF K,

(3] ZEFEFHEEA. ISICHFCRBOBE ORI RTF RICHITS, EU
FTYNRNYVTTRINDABZ6ICHTZT7I/BREEST. (1) Fi&k
(2] ICEREBDORYRTF KR,

(4] RFAEBICHBVWTTI/BRELZELEEFCREBEZSURIRTF
RTHo>T. FFABELZADR ) RTF REICL > THERI N, HhOERF

cREIED. UTOMNBICHSITZ2T7I/BREEZST. RURTFR:

(i) FHFBEEHOBE—DRYRTF RILEIFZ, EUFVNRN) VT TRINBAL

234, 235, 236, 239, 268, 270, 298, L U326, 1 STIC

(i) MFEBOE—DRYRTFRICE T Z, EUF VN VI TRINSB

E236, 270, 298, 326, L U334,

(6] ZEREFHEEA. ISHICHFCRBOE-—DRIRTF RICHEITS, EU

FTYNYVTTRINDABIBACHTZT7I/BREEST. (1) b (
4] ODWTIhNIEEHDRIRTF R,

(6] ZEREFHEEA. I SHICHFCRBOE-—DRIRTF RICHEITS, EU

FTYNRNYVTTRINBABIICHTZT7I/BREEST. (1) 5 (
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5] OWTNMNMIEBEHORY RTF K,

(7] ZEREFHEEA. ISICHFCRBOBE ORI RTF RICHITS, EU
FTYNYVTTRINDABIBACHTZT7I/BREEST. (1) b (
6] ODWTNMNMIEBEHORY RTF K,

(8] ZEREFHEEA. ISHICHFCRBOBE_ORIRTF RICHITS, EU
FTYNRNYVTTRINBABIICHTZT7I/BREEST. (1) 5 (
7] OWETFNRNMIRBEOR) RTF R,

(9] MFAEBICHBVWTTI/BRELZELEEFCREBEZSURIRTF
NTH>T, HFCEENZADRYRTF REICL > THEKIN., HNDOEEF
RN, UTOMNEBILH TR 7 I/ BREEST. RURTF R

(i) FHFBEEHOBE—DRYRTF RILEIFZ, EUFVNRN) VT TRINBAL
E234, 235, 236, 239, 268, 270, 298, 330, HLU332, ASUIC

(i) MFEBOE—DRYRTFRICE T Z, EUF VN VI TRINSB
236, 270, 298, 326, 330, 332, &L U334,

(10]) ZEEFHEEN. ISICHFTEBOE—DRYRTFRILEITS. E
UF >N VI TRINBMB0E L V0TICHIFTET7I /BAEEZSE.
1] 5 (9] OWThMICEEDRY RTF R,

(11]) ZEEFHEREN. ISICHRFTEBOBE_DRYRTFRILBITS. E
UF >N VI TRINBMB0E L V0TICHIFTET7I /BAEEZSE.
1] 5 (10] OWTNNMEEDR Y RTF K,

(12]) HFEEICSVWTT I/ BREE2SUCEEFEEESTRYRT
FRTH>T. FFEBNFZAORYRTF REICL > TERI N, HDE
FEFcSEIEA. UTOMBICSTET7I/BRELEL. RURTFR:

(i) FHFBEEHOBE—DRYRTF RILEIFZ, EUFVNRN) VT TRINBAL
E234, 235, 236, 239, 250, 268, 270, 298, L TU307. ASUIC

(i) MFEBOE—DRYRTFRICE T Z, EUF VN VI TRINSB
&E250, 270, 298, 307, 326, & &334,

(13]) HFEEICSVWTT I/ BUEE2SUCEEFEEESTRYRT
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FRTH>T, FHFBEBILZADORI)RTF FEICE > THEEKI N, MDOE
HFcHEIED, UTOMBICHITZ2T7I/BREEZSO. RUYXRTFR:

(i) FHFBEEHOBE—DRYRTF RILEIFZ, EUFVNRN) VT TRINBAL
B234, 235, 236, 239, 250, 268, 270, 298, 307. B L U326, L5 UIC
(i) FHFABEDOBE_ORIVRTFRILHBIF S, BUFVR) VT TRINSGA
B236, 250, 270, 298, 307, 326, & L U334,

(14) HFHEBICEWTT I/ BREESCEEFCEEESUR)RT
FRTH>T, FHFBEBILZADORI)RTF FEICE > THEEKI N, MDOE
HFcHEIED, UTOMBICHITZ2T7I/BREEZSO. RUYXRTFR:

(i) FHFBEEHOBE—DRYRTF RILEIFZ, EUFVNRN) VT TRINBAL
&234, 235, 236, 239, 250, 268, 270, 298, 307, 330, HLUV332, 5T
[

(i) FHFABEDOBE_ORIVRTFRILHBIF S, BUFVR) VT TRINSGA
B236, 250, 270, 298, 307, 326, 330, 332, L U334,

(15] LUTFIKREBEDOT7I/BREOHNSERINZ DG EHEIDDT
TUBREEEST., (1] A5 (14) OWTNNICEHDORYRTF R :

(i) FHFBEEHOBE—DRYRTF RILEIFZ, EUFVNRN) VT TRINBAL
B234ICHB 1T BTyr, £ L < IFPhe, AIE23BICHIFTBG6In, £ L < 1&ETyr, AIE2
BICHITBTrp, AIE239CH T BMet, AIE250ICHIFBVal, (IE268ICH T
BAsp, RIE270IC BT BGlu, AIEBE298ICH 1T BAla, AIE3V7ICH T BPro, fif
BE3261CH 1 BAsp, MIE33ICH IS BMet, AIE332ICH T BGLlu, B STIC
(i) FHFABEDOBE_ORIVRTFRILHBIF S, BUFVR) VT TRINSGA
BE236ICH T BAla, ME2K0ICHIFBVal, RIE270ICHFB6lu, (IE298ICH
17 BAla, RIE307ICHFBPro. (IE326ICH 1T BAsp, ME3I3ICH 1T BMet,
£ L <IdLys, AIE32ICH T BAsp. H L < I1FGlu, AIE33LICH T BG6Lu,

(16) ZEEFcEEDN., ILIUTOQ@~F)DOVWTIHIDT I/ BHRE
S, (1] A5 (15) OWTIMNICEEDRY RTF R :

(a) FFCEEHOE—DRYRTF RIZEIFZ, EUFVNRN) VT TRINDBAL
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BE356ICH 1T BLys. BIPHRFAEBOE_—DRY RFF RICEIF 3. EUFY
W) VT TRINDNEANCSH T B61Lu,

(b) BFcHEEHDE—DRYRTFRIZEIFS. EUF N VI TRINBA
B4 BT B6lu. BIPHRFEHOBE=DRY RTFF RICHE TS, EUF Y
N VT TRINDNEIB6ICEH T BLys,

(c) FFCHBEHOE—DRYRTF RILEIFZ, EUFVNRN) VT TRINDBAL
B366ICH1FBTrp. MO WITHFAEBOE—DORY RFF RIZBIF 3. EUF
VIN) YT TRINBAEIOICE T BSer, MIBGBBICH T BAla, LV
BE407ICH1F BVal,

(d) BFHEEDE—DRYRTFRIZEIFS. EUF ) VT TRINBA
B366(C 1T BSer, MIEIGSICH T BAla, HLOUBATICHITBVal, A5
WICHRFCRBEDE DR RTF RICHBIF S, BUF VR VT TRINSGA
E366(CH1F BTrp.

(e) FFCHEEHODE—DRYRTF RILHEIFZ, EUFVNR) VT TREINDBAL
B34 BT BCysB L TMIEI66ICH 1T BTrp. RS TITEHFBIHDOEZ DR
DRTFRICBIF S, BUFVRY) VT TRINDBAEIGICH T B0ys, fIE3
661C 8513 BSer. (IE36BICH T BAla, B L VIBLTICH T B Val,

(f) BFHEEDE—DRYRTFRIZEIFS. EUF N VT TRINBA
BE356IC 17 BCys, RIB366ICH T BSer, (IE3BBICH T BAla, HLVRIES
07IC BT BVal, ROCICHRFCBIBOE DRI RTF NICH T2, EUFUN
)Y TRINDAB3MIIE T BCysB L UNIEBIO6ICH 12 Trp,

(17) ZEEFcEEDN., ILICHFCBEBOE—DRI)RTFRELV &
FREZORYRTFRILBITS, UTD@~ADOWTIhHIrDT I /BH
S0, (1] A5 (16] OVWTNAICEBORIRTF R :

(a) EUF >/ Y JTRINDAEBLAICE T BAla,

(b) EUF v /Y v JTREINDAEBAIAC BT BAla, (IBABICHITBThr,
(IB438ICH 1T BArg. B L UTHRIBAMOICEH T B6Lu,

(¢) EUF VY v JTRINDBABABICH T Bleu, [IBAMMISHIT BAla,
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(IB436ICH 1T BThr, [IEABICH T BArg. H L VRIBLA0ICH T 6L,

(d) EUF VY v T TRINDAIBA28ICH 1T Bleu, (IBA34ICHIT BAla,
(IBA3BICH 1T BArg, B LVBA0ICE T B6Lu,

(18) FAFCHEICLERT, ZEFcSBIBICEWT, FecyRIa, FecyRIIa, Fe
YRIIb, FcyRIIIanHRZBELYBRIND DR EHE—DDFcy ZEAKIC
XY BFEFEHEMERLTWS, (1) 5 (17]) OWThIIEEDR
JRTF R,

(19])] FRFCHEIHICEERT, BEFHEHICHE W T, FeyRIIads & UFcyRII
lall g 2EEFMMNMEBRELTWS, (18] IKEBHEDORYRTF K,

(20]) FRFCHEEIBICLER T, ZEFCEBEICEW T, FEMEREFcy RBEF S
FEFcy SEAREOBDOBREA M ELTWS, (1] 5 (19]) OWT
NAMCEREHDOR) RTF K,

(20—2) FRFCEIBICLERT, ZEFCEFICHEWVT, SEUEEFcy RBH
IR BREEENED. IHEIEFcy RBEFICN T 2EEEMICIERT, BRHW
ICEBINTWS, (1) 5 (19) OVWThMIRBEHDORYRTF K,

(20—-3] FEFCHEICLENRT, EEFBREICEWT, IIHIEFcy REME
ANDFEETEMICN T 27N EFcy SBEAADREEMEDLLE (A/ILL) KR E
W (1] 25 [(19] OWTHhMMIRBEHDORI) RTF R,

(20—-4])] ZEEFHEBEZECR)RTF RNICHITBR05CLLEK (A/IEL) A
. BFclEBESURYRTF REEART, LB E, 12800 £, 1.3 E
CLAERIE, LB, 1L6RERIE, 1L TSR L, 1.845LIE, 1,950k, 2
fELl ., 3MfELLE, BRI E, SERE. 6L E. TR E, 8L, 9MEME
C1ofELLE, 20/ E, 30185 E. 40fFLA L. BOfFLA L. 60fFLA L. 70RFLL
. 80fslA k. 90fFLA L, 100/ZLA £, 200420 £, 300/ZLA £, 400/Z5LL £, 5
00f5 LA £, 600RELAIE, 700f5LL L. 800f5LL L, 900f5Ll £, 1000451l £, 200
0Ll b, 3000#5LA . 40004514 £, 5000451l £, 6000151l L, 7000f5LL k.
8000151l £, 9000fFLL £, XIX10000f5 £, KELW. [(20—3) ICEBHRD
RYRTFR,
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(20—-5] ZEEFHEEBEZEUCRYRTF RIZHITSR05CLLZF (A/IEL) D
fEAS, 10LL b, 2000k, 3084 L, 400 L. 50B0 E, 60LL L, 700 L, 801 L
< 90l k. 10084 £, 20034 . 30010 k. 40080, 50054, 600LLE. 70014
. 800LA L. 90014, 100014 L. 2000k . 3000LAt. 4000LA . 500054
. 600054, 700004 £, 80001L L, 90001l L. 100000 _E. 1100051, 120
00l £, 1300080 £, 1400004 £, XIX150008L ETH B, (20— 3] (CEEH
DRY)RTF K,

(21) EMEFcy 2REMFcyRla, FeyRIla, FecyRIIIan 5428 &
YZBRINZ DR EB 1 DDFcy ZEAKRTH Y. HIHIEFcy SEEDFc YR
IIbT#H%. (20)] ~ [(20—-5] OVWTIhMNIEEHRDOR) RTF K,
(22) ZEEFBEEEZSUCRIRTFRIRETHS. (1) hd (21
] OWTFNMIEEROR) RTF R,

(23) HFEBIKTI/VBRELEATIIRELEL. BEFCERES
CRYVRTF REBET B2HETH> T, FFCBBHLZARADORY RTF R
ICE > THRIN, DOUTOMBICT I /BBENMEAIND, A%
(i) FHFBEEHOBE—DRYRTF RILEIFZ, EUFVNRN) VT TRINBAL
E234, 235, 236, 239, 268, 270, HL U298, RSV
(i) MFEBOE—DRYRTFRICE T Z, EUF VN VI TRINSB
&270, 298, 326, & &334,

(24) HFEBIKTI/VBRELAEATIIRELEL. BEFCERES
CRYVRTF REBET B2HETH> T, FFCBBHLZARADORY RTF R
ICE > THRIN, DOUTOMBICT I /BBENMEAIND, A%
(i) FHFBEEHOBE—DRYRTF RILEIFZ, EUFVNRN) VT TRINBAL
234, 235, 236, 239, 268, 270, 298, L U326, 1 STIC
(i) MFEBOE—DRYRTFRICE T Z, EUF VN VI TRINSB
E236, 270, 298, 326, & L£U334,

(25]) HFEBICTI/VBRELAEATIIRELEL. BEFCERES
CRYVRTF REBET B2HETH> T, FFCBBHLZARADORY RTF R
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[0011]

ICE>TERIN, DOUTOMEBICT I /JEBRENEAINS, Fik:
(i) FHFBEEHOBE—DRYRTF RILEIFZ, EUFVNRN) VT TRINBAL
E234, 235, 236, 239, 268, 270, 298, 330, HLU332, ASUIC

(i) FFEEBODEZDRYRTFRIZEF S, EUF RN VT TRINBA
236, 270, 298, 326, 330, 332, &L U334,

(26) (1) &5 (22) OWTNMNIEBDORYRTFFRKEI—-RT
3. BRI hI-MBE,

(27]) (26]) ICRBOREEZST. 18X,

(28] RIYRTFREHRETLIHETH>T. RURTFRHIHEEITL
L2010 (27]) ICRBOBEFHMEZEETDIEZR2T. Ak

(29) EBEOABEICSFZEADLOHOD. (1) 5 (22) owTh
MIEBEHDRY RTF KR,

(30]) HMBOBEICSIZERDELDD., (1) »d (22]) dVwwTh
MIEBEHDRY RTF KR,

(31) HBEOEBEHADCCEM. CDCEM. F/IFADCPEMICL S, (30
] ICEEORY RTF K,

(32] (1] &5 (22) OWTNNEEBDORY RTF RBELUVESE
MICHFBIN2BEFEET. EEERY.

(33) EBSLEAOERMRHTHD. (3 2) ICRHOERMK.
(34) MRESAOERMRATHD. (3 2) I[CRHOERMK.
(35]) #EEOEGEHIADCCEME. CDCEME. F/IXADCPEMICEL S, (34
) ICERE D E AR,

(36) (1) &5 (22) OWTNMNIEBDORIY RTFRFELIE (3
2] ICREHOEFERMZIRETE 220, EEEZBET AL,
(37) (1) &5 [(22] OWTHNMIBEHORI)RTF RELIE (3
2) KERHOERERMARET 25250, HlEEBET 2 H%
(38]) HEEDOEGEHIADCCEME. CDCEM. F/IXADCPEMICEL S, (37
] ICEBED T E,
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(39) EEAEFIOHEICS TS, (1] 5 [(22) owFhnhics
BMOR) RTF ROFER,

(40) HMBGBEFOHEICS TS, (1] 15 [(22) owFhnhicE
BMOR) RTF ROFER,

(41]) HERROEBEHAADCCEME. CDCSEME. F/IFADCPEMICE D, (40
] ICEREOFEA,

(42) FRFCHEIBICTI/BRAEEEATZ2IREELED., FCEEBEZEUR
JRTF ROWEEEWNET D HETH> T, FHFCEBHAZADRY RFF K
BHICL>TERIN, DOUTOMEBICT I /BRENEAINS, H&:

(i) BFHEEDE—DRYRTFRIZEIFS. EUF N VT TRINBA
B234, 235, 236, 239, 268, 270, HL V298, LSUIC

(i) FHFABEDOBE_ORIVRTFRILHBIF S, BUFVR) VT TRINSGA
270, 298, 326, &L U334,

(43) FRFCHEIBICTI/BRAEEEATZ2IREELED., FCEEBEZEUR
JRTF ROWEEEWNET D HETH> T, FHFCEBHAZADRY RFF K
BHICL>TERIN, DOUTOMEBICT I /BRENEAINS, H&:

(i) BFHEEDE—DRYRTFRIZEIFS. EUF N VT TRINBA
&234, 235, 236, 239, 268, 270, 298, B LTU326, ST

(i) FHFABEDOBE_ORIVRTFRILHBIF S, BUFVR) VT TRINSGA
B236, 270, 298, 326, & &L U334,

(44) FRFCHEIBICT I/ BAEEEATZ2IREEZED, FCEBEZE0R
JRTF ROWEEEWNET D HETH> T, FHFCEBHAZADRY RFF K
BHICL>TERIN, DOUTOMEBICT I /BRENEAINS, H&:

(i) BFHEEDE—DRYRTFRIZEIFS. EUF N VT TRINBA
E234, 235, 236, 239, 268, 270, 298, 330, #HLU332, RSUWIC

(i) FHFABEDOBE_ORIVRTFRILHBIF S, BUFVR) VT TRINSGA
236, 270, 298, 326, 330, 332, &L U334,

(45) RIECHBEDHEA., FeyRIIaB L UFcyRIITalICN T 2 EAEMD
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[0012]

BETHD. (42]) 5 (44) OVWTNNCEREHDBEE.

(4 6) FUSCHBEDHRED, FHEFcy SREACIEIRFcy RRAE DR
OFREOM LETH D, [(42]) id (44) OVWTIDICEEDAE,

(47) RIGCHEEDOHRED, IHEFcy REMFICH T 2EIEMHICLEAL

BOEMEFcYy RBEFICH T 2HESTEMEDFERNRIERTH S, (4 2]
"o (44])] OWThNEEDFE,

(48] RIGCHEEDHRED. IHEFcy RBEAADRBEEMICN T 27E M
BFcy RBARADREEELDLEE (A/ILL) DEXRTHS., (4 2] v (4
4] OWThMIREDHE,

(4 9] gigkCbE (A/ILL) B, FHFBEFEZEZORY RTF REEAT, 1.
MELLE, 128Uk 138 L. 146800, 1.5ELE, 1,68 L 1,715
BlE, 1.8 1.9EME, 28R, 3ERIE, MELAE, BERIE, 6fZLL
E. TRERAE, BfERAE, 9fFLLE, 10 £, 20MFLL L, 30fFLA L, 40MFELE
. BORELLE, 6OfERAE, TOMELLLE. 80fELALE, 90fFLA L. 100fFLL L, 2001
B E. 300fFLAE. 4001500 £, 500fFLA £, 600f5LL £, 70015 L. 800fF LA
. 900fFEA L, 1000150 £, 2000f5LA £, 3000fF5LL £, 4000fFLA L. 50001F
B E, 6000f5LL £, 7000fF5LA £, 8000fFLA L. 9000fFLA L. XiZ10000fFLA £
EBXTSB. (48] ICREBODHE
(50]) EMEFcy S8/ AENFcyRIa, FcyRIIa, FcyRIIIamH A BEE L
UBIRINZ DL EH 1 DDFcy TRHTH Y., HHIEFcy SHEHFcyR
IIbTH%. (42]) 5 [(49] OVWTIMIEEHDITE,

(51]) FIGEHWBEDHE A, ADCC/EME. CDCIEME. /- IFADCPIEMEDIBIE T
Had. [(42]) 5 [(44]) OVWTHMNIEEDFE,

154 T oD i B 7 &5t B
[B4115411&. Hepal-6/hEREGHERE %4 —4 v Mifll@& L, hFcyRIIIaV%XIR
9 BJurkatiif@ac T 7 =74 —HERE & L 7=BRDADCC reporter gene assay®d
ERARTIETH D, FRlEn=2MDFold inductionfEDFEIEATRT,
[B42]1%2(%. Hepal-6/hEREGHlifg %24 —4 v hililg& L, hFcyRITaHZRITY
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[0013]

BJurkatififa = T o7 /4 —HAEE L /=B MADCP reporter gene assayDiE
REFTHTH S, Emi&n=3DFold inductionfBEDFTHESE RT .
[B43]431d. Hepal-6/hEREGHEREKkZRAEL 72 bFcYRMS VRV 22w &
TYI9RETFIVICE TS, EGL-G1d. EGL-afucosyl. EGL-ART6DIiEETIRE % T~
TETH D, HiFi310 mg/kgliC TERML YRS I, BRIE—F n=b O
EEEREOIEZRT,
[H4141d. HEFc=ET 22 MEDKCIICT T 5EEEHERIHTH S
o BRIEN=2DELISARBIEDFIIEERT,
[B5]1&51%. HEFc=BT 25 MEDKCIqICT T 2FEEMEZRT DK
THb, BRIEN=2DELISARKBEDIEEE T,
FFZERT DO DORE
ANPHSICERHILIZBIAINDIFESLCFIRIZ. BIL TRAITEFES
ntTeY., FHZiX. Sambrook et al., Molecular Cloning: A Laboratory Ma
nual 3rd edition (2001) Cold Spring Harbor Laboratory Press, Cold Spr
ing Harbor, N.Y. ; Current Protocols in Molecular Biology (F.M. Ausube
[, et al. eds., (2003)) ; the series Methods in Enzymology (Academic P
ress, Inc.): PCR 2: A Practical Approach (M.J. MacPherson, B.D. Hames
and G.R. Taylor eds. (1995)), Harlow and Lane, eds. (1988) Antibodie
s, A Laboratory Manual, and Animal Cell Culture (R.I. Freshney, ed. (
1987)) ; Oligonucleotide Synthesis (M.J. Gait, ed., 1984) ; Methods in
Molecular Biology, Humana Press; Cell Biology: A Laboratory Notebook
(J.E. Cellis, ed., 1998) Academic Press; Animal Cell Culture (R.I. Fr
eshney), ed., 1987) ; Introduction to Cell and Tissue Culture (J. P. M
ather and P.E. Roberts, 1998) Plenum Press; Cell and Tissue Culture:
Laboratory Procedures (A. Doyle, J.B. Griffiths, and D.G. Newell, eds
., 1993-8) J. Wiley and Sons; Handbook of Experimental Immunology (D.
M. Weir and C.C. Blackwell, eds.) ; Gene Transfer Vectors for Mammalia

n Cells (J.M. Miller and M.P. Calos, eds., 1987) ; PCR: The Polymerase
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[0014]

[0015]

Chain Reaction, (Mullis et al., eds., 1994) ; Current Protocols in Im
munology (J.E. Coligan et al., eds., 1991) ; Short Protocols in Molecu
lar Biology (Wiley and Sons, 1999) ; Immunobiology (C.A. Janeway and P
. Travers, 1997) ; Antibodies (P. Finch, 1997) ; Antibodies: A Practica
L Approach (D. Catty., ed., IRL Press, 1988-1989) ; Monoclonal Antibod
ies: A Practical Approach (P. Shepherd and C. Dean, eds., Oxford Univ
ersity Press, 2000) ; Using Antibodies: A Laboratory Manual (E. Harlow
and D. Lane (Cold Spring Harbor Laboratory Press, 1999) ; The Antibod
ies (M. Zanetti and J. D. Capra, eds., Harwood Academic Publishers, 1
995) ; &L WrCancer: Principles and Practice of Oncology (V.T. DeVita
et al., eds., J.B. Lippincott Company, 1993)ICE2E X N/=AEICFIEX
NTWBIIEREDREDORZEBVWT, HEHRICLY —BWICHERIND
&=

IREE LEWRY, NMETERINIRMAZS L URERER.
AEBAHIBET 2RMOBFOUEBICL > T—RUICERBINZDEE CELK
#HY 3, Singleton et al., Dictionary of Microbiology and Molecular

o> Al

Biology 2nd ed., J. Wiley & Sons (New York, N.Y. 1994), & & U'March,
Advanced Organic Chemistry Reactions, Mechanisms and Structure 4th ed
., John Wiley & Sons (New York, N.Y. 1992)i%. AHEEICAWVWTHEEIN
LREDEZ ICNT 2 —MEH £ UREICIRK T 5, BHFLEE LTTIT
MEET., ARHEEICSIAINZETOSEEIE. ZOLENSRICLY
APHESICHAAN LN S,

AEMEZMIRT 2BHNOLHIC. UTOEENMERIN, ZET 3158
EWDOTH, BRI TERINAERIERZEt2H. TOHE TRk
ThHd, AIMETERINIAZR. BEDRKRZHATIEDH%H
MELTHY., REZERLAEDOTIRARWI &AY, BEINZINXTHD
o FEEDEZROWTNMD, SRICLYRPBHEZICHAANLONZERDT
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[0016]

[0017]

[0018]

[0019]

ELFETIHEICIE. TROEBIEBETIEDET 2,

ARPHET E—DORIVRTFRN] RO TEZORY)RTF K] & 7
FOFCIEBE BN T 2RYRTF REBKT 2, [E—DORYRTF K] &
U TEZORI)RTF N BEWCERIINELR>TWEIEERKL, 7
LD ESCH2HEBODEINELRDZ I EZRBKT 5, IHICCHS
EIRDEIIARR > TWVWTHLL, BERURTFRELTE, HIZE X
REVIGGDFCIBEIH AR T 2R ) RTF RTH>TH K. FLRABIGGODF
CREIBEEKTA2RIVRTF RIZHEIMMASNZRYRTFRTH->TH L
W,

RABIGE ERRICBEHINZI6EA—D7 I /BEEN 2GS L. RE
JOTYVAVIEBGEFICLIYERENICI—RINZMEDISRICET S
RYRTFREEKT 2, FIZIERARE Pg6& IZRAT E MIgal, RAR
b hIgG2, RAT L FIgG3. RARTE MgGd & EKRT 5, RABIIGITIE
TN LBERICELCZERZFEFEEEND,

AFERICHITE TRYRTFR] &iE. BF. 107I/VBEEULDOR
IEBTIRTFR BL”YURUEEET, $h BE. £PHEXOR
VRTFRTHZHM., FICREINT, BIZIE. ATHICEETInERIH
LRBRYRTFRTH>TEL W, Floo RARYRTF R, HH0VEE
WMRYRTF R HBERZRYRTF REOWTITH>THELWL, M. AF
BRICBITZ9 VIR VERFEREERIRTFREEUNTEET,

AFEBEORYRTFROFELWIE LT, EEHE T2 ENTES,
BICHFELWHIE LT, RABIGGPRABIGGCHENIMA bhiciF e
ZBITBHIENTED, RABIGOHIE LT, FHICKRAEE MgexZEIT3
ZENTED, RABIGE X, RAICRHEHINBIG6EA—D7 I/ BES
Z82 L, ®REI/OT) VAVIEGFICLYERENICO - RINSHED
JSRCBTRIRIRTF RERKRT 2, HIAIERARE MoG& FRARE
NIgGl, RABE RIgG2, RARE L FIg63, RATE MgGdh & EEKT 3
o RABIGGITIFETNASLBERICEULZEERELET N D,

i
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[0020] ABAMIEZETHE MKkl X RELVWEKTERI N, fMEORERGBES]
MERTRYIE. ChSIKREINDEOTRAWS, £/ 7O0—FILRAKE
R sO—FIiLink. ZERENERE (BIZIE. ZEREERK) 840
N R 220, BrOnABEELS27T 3,

[0021]  TRABMME] X, RALELCI2BARBEEHOIREI/OTY) VHTFO
ZEEWD, FlzIE. RABIGGHEIZ, VAL T4 REALTWE200F
—DBEE2DDR—DEHEMN SEKI N 5#9150,00045 )L k> DATFOMEE
RS VIRV BETH B, NRIFENSCRIFICEAMN > T, FEHEIE. TEEHNR
A VFELBEFHEAZERAA 2V EEENZAEREE (VH) 2B L. £hil3
DOEEEHNA A (CHI, CH2, BLTCH3) i<, RERIC. NKRimb 50
KifICEMN> T, SREIE. TEBRERNAS VELRBRETERAI D ES
PN ZAIEEE (VL) 2B L. ThICEESEHE (CL) RX1UH%E<,
HROREIT. TOEBRAAVOT I /BEIICEDWVWT. Av/N (k) B
KUVSLY (A) EMENDS, 22091 TDIDIRBBEIE LN T LWL,

[0022] kD (U352 & MAOEHIEDLZEE N XA VELREBHRZOD
HATDIEHEWD, MIFICIESDDEER YV S ANH S : IgA. IgD. IgE, I
96, BIUPINTH 2, ZLT. TDOIBEWLONMEEILICHTIZR (7L
VIA L) ITonTHE LW, BIZIEE, Ig6l, Ig62, IgG3, IgG4, IgAl,
BFVIGA2TH 2, BERDIVSADREITOT) VICNIET 2EHRER K X
1%, ThETN, a. 8. . v. BITw &ML,

[0023] FAEE MAIZEMEE] F/id TAERAAS V] I FERREAEHEIE S
CEIEET 2. MABOEHBLV FLEIEHO A/ DI EEWD,
RALREOERES L VOBEOTE R XA Y (FRTHHE L) &, &
B. ERXAVYPOOFREINLTL—LT—9%EE (FR) BELU3DDIE
A (HR) 220, HLDEEEZET S (BFIZXIE, Kindt et al. Kuby
Immunology, 6th ed., W.H. Freeman and Co., page 91 (2007) ZH&) . 1D
DVHEZIFVL R X A VT, MEREREMEZSADICRITHD D, IHIC
. HIFEOMRICHEET 2MMAEIE. BFZMERICEET AL SOVHEL
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[0024]

[0025]

[0026]

VLR XA VEFE>TENFTNILELIEIVHR X A VY OBBBHZA1 TS &R
J)—=—v LT, BEEINTH LW, BIZILPortolano et al., J. Immuno
. 150: 880-887 (1993) ; Clarkson et al., Nature 352: 624-628 (1991)

0y

o

i
Ny

z

(o)

BE [2RE) . TZ2HE] . LT 250K . FEBEHETIE
MEICZBRAEICAVWLON, RABRAEESICEENICREULBEZET
5, FLRBAPMETERY HFCBRBZSVCEHRER T NEDI 2V

AEAHE CTHE Fcrlgl . PR EIERBEO— Mo 220 REY
07 vEHOCKRIGREEZERT 2HICAVWLNDS, TOREIR. XA
ECSDFciRlg S L VREFcREZZE, —BRICBEW T, k MoGEHRFemRE
1&0ys226 05, F/zldPro230n 5, EHDO DI RF VIV KIHFTEL S, &
L. FABEOCKRIHD Y Y (LysddT) F/iz ) >y - )Ty (Glydds-L
ysdd7) E. FELTWTH LTV THE LW, RFHETIHBIBRFAE LA
WBRY ., FeBIEEIZERMBEADOT I /BEEDESHIFIL, Kabat et al
., Sequences of Proteins of Immunological Interest, 5th Ed. Public He
alth Service, National Institutes of Health, Bethesda, MD 1991 (ZEC2&;
D, EUFRY v T 27 6 B Ty 7 2EBEEND) ICLEND,

FAEE MFeBEZ SR RTF R &, FlElEEET2RYRTSFRT
HNIEFICREINDWD, BAIZIE, FBBZSOMATH 5, FeBIHDCR
YTy (EUF VR v TY AT LI L 2 3FEERA44T) F/IEFcsIBDC
RimT)ov—) Ty (KREA6-447) 3. BIZERIRTF R BIX EH0E
) OFBHEOBIC, FEEFBRIRTFREI-RTIRBOMHI I BEICL
STREINGS, LENM>T. ARBICLZFBEEERTLIRYRTFR
ESCHMMIE. G446-KA4T5 D FetBI A ST R Y RTF R, 6446% L K4
AT ERDRWFEEZZUR Y RTF K, 6446-KAMUTHTLICHREI hiFcR
BESURURTF R, FLITLEE3IDDY1 TORIYRTF ROEEMES
HF B
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[0027]

[0028]

[0029]

[RAZIECHIFCORIZ ] &, BARARTREINZFCEEO 7 I /i &H
—DO7 X /BENAET, RATES b MretRigid, RATES E MIgG1 Fe
HI% GEABLUATOY A4 T) ; RABESIE MIgG2 FesEls ; RABRBLIIE
NIgG3 Fe4BlE ; B L URABETI b FIgGd FesBIE., AOWICKRAICHFEET
2ETNLOERGFEEET,

[ZEEFctEIS) &, PR EBIDOT I /ELEM (WE) . FFEL IF1
DELIFEROT I /VBEBRICEK > TRATERIIFCBIBOTNEEET 27
I/ BEINEET, FFE LK. ZEFcEIGIE. RATEIIFcRIT F /2 I3 5RF
CTRIF & LEBR L €. RABUERIIFCHRIB AR E /2 EFRFcBIEAPIC DA & 512D
7/ BEW. BTN ~M30EOT I/ BERR. 17F L <11 ~920(F
D7 I /BEEHR. FYBFFLLIFHI~WIEDOT7 I /EBEHR, HFFELL
R ~HSEDT7 I /VBERZET 5, ARMEOCEEFcEHIE. FELL
&, RIABUBCHUFcHBIE & /2 I 3RFctBig & D7 < & £#980% DERM. FFHL
KRENSEDBRL EHMBRDOERME. LYFFEFLLEERLEDRLE
£#990% DEEM. ZEFFELLIFEENLEDRCEBWBROERMZ IR
Abs
SRERYRTSFREIICHT D [N—t> ~ (%) 73 /EEESIE—M]
. RAON—tY MR- 14282 &) ICBRINEZEIIETHDOLER
S¥ vy TEEALLED, HD. WHARZREENBERLEINE—EO—8
EEZZRBRWELEEZTD, BRRYRTF NBIFDOT I /BEREEEA—T
HBEMECTPOT I /BEED. BoERLELTERERINDG, /NA—tV
TIX/BEINE—HEZROZIEMDT 4 AV ME, HERMITFICST
DRMOEBERNICH 542 DAE. BlZ L. BLAST, BLAST-2, ALIGN, Megali
gn (DNASTAR) V7 k9 =7, F/-IZGENETYX (BSFMEIE) (M|t xF
1w PR) BRED, RICAFHELRIAVE2—FY I NV TEFERT S
EIEYEKTDIENTED, HEER, LERINDEIDOERICHES
TRRADTSAVAV NEERT DHDICBEREIEOTNI) ALESE
EBIDTZAVAY N EBODBYRINTA =Y —ERET DI EN
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[0030]

[0031]

[0032]

TZ %,

[FeSA/A] F7/21E TFeRl &, MAEDFCEBICHKEE T 2ZTEHD I &% W
Do WS DODDERRICEWT, FeRid, RAZE MFRTH D, WS DD D&
BRICBWT, FeRik, IgGIAEICHEET 200D (HUvZR/MEF) THY. FcrR
I, FcyRII, 8L UFcyRIIIFTISADRREE. ChOHDZREDORIL
BLTEEFBSIPBROARTSA OV TILL2FEEESDH T, 80, FcyR
IIZE&EIE, FoyRIIA ( DEMIEZEE] ) 8L TFcyRIIB ( TREEZEHK
1) Z28@d. INLREELTETOMBE RAM VICEWTHEETYT 258080
7I/BRENEBT D, EMHERBMEFcyRIIAIL, TOMRBE KA VICR
ESRAFOY VEMIELEF—7 (immunoreceptor tyrosine-based activat
ion motif: ITAM) 2%, PAESAMFcyRIIBIZ., ZDHIFE KX A VICH
ESREFOL VEEEF—7 (immunoreceptor tyrosine-based inhibitio
n motif: ITIM) #%¢ ({Z L. Daeron, Annu. Rev. Immunol. 15: 203-23
4 (1997) #SBROD &) o FeRiZ. A (£, Ravetch and Kinet, Annu. Rev.
Immunol 9: 457-492 (1991) ; Capel et al., Immunomethods 4: 25-34 (199
4) ; $LVde Haas et al., J. Lab. Clin., Med 126: 330-341 (1995)IC&H W
THERINTWS, [SREAEINDIEDZZUMODFRE. KEEMEDASE
FeRI ICEEIND,

FAEE TFcZR/IA] F/21E TFeR] 1dF /. BADIGDRRE~DHEE) (Guyer
et al., J. Immunol, 117: 587 (1976)H L U'Kim et al,, J. Immunol. 24:
249 (1994)) ASLWICREI/OT) VDRAF RS ZORTEED . FiE
RESZBAEFRNZEL, FRINDIREEZAET 2 5ERIELMTHS (FIZE
. Ghetie and Ward., Immunol. Today 18(12): 592-598 (1997); Ghetie et
al., Nature Biotechnology, 15(7): 637-640 (1997); Hinton et al., J. B
iol. Chem. 279(8): 6213-6216 (2004); W02004/92219 (Hinton et al.)% %
Roc&) .

(T7 74— & 1DEIEEHBDOFRERRE L. T7x75—#H
REERETLIAMKOIEZV), HEDOBRKICEWT, ZoMEE. P2
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[0033]

[0034]

CEBFeyRIIIZFHIR L, ADCCT 7 =749 —HREXRIET 5, ADCCEENT
ZAMBRDEIE, RAEMEB#RZEK (peripheral blood mononuclear cell: PBMC
)« TFaIIFS— (NK) #lfE. 23k HMREESUHTHRES L FH%RES
o T7 749 —HEIE. RAOHGEL S, FIZEIMENSERINGD
o BEDEBKICSEWT, T7x /49— bIT7z /5 —MRETHYE
%,

[TV —1eel 13, MAOFCEFICERT 5, kD71 V54T
ICE > TERDIEMENEED I EEWD, MADI T V5 —HEEDHIIC
IRDEDHEZEND : ClaiE & & & CRAEKFUHMREESES (complement-dep
endent cytotoxicity:CDC) ; FeRBAMES ; MMAKEILMRENEMEMRSSE

(antibody—dependent cell-mediated cytotoxicity: ADCC) ; ¥i{x{&kiziEHH
BNEMEER/ R (antibody-dependent cell-mediated phagocytosis: ADCP
) s HRREZEE (BIZE, BHMEZEE) OTAGE ; $LU, BHEE
Ak,

[HEEEIEFeRlg ] (3. RARECIIFCHEIED (T7 79—l 2RA D
o TDELDIBIT V8 —HEEIT—MRIC, FeREIEMEE M A MY (BRI,
MEATERAAY) EHHAEDINDZEEZBEEL. FLT, HIAIEARER
HMEOCEEDOH TRTIINS KL WAEEEAVWTTHHI NG5,

MR REE RN TSRS E] F/41& TADCC] (antibody-dependent
cell-mediated cytotoxicity) (&, oWINAEREI/OTY > HHEEDHRE
BEMMRE (BIAE KR, FhRksLP~v o077 —Y) EICFEET SF
cZB/ME (FR) ICHREEL. TNICE>TINLDOHMBESEHI 774 —#
AR ZE T 5EMNMBICKENICES TS5 ENTE, ZELTEDRIC
ZOFEMNMBEZMESICL >TRIBETHIENTES LD ICAS, HBRGE
D—HEDZEZWD, ADCCEENT 2T 54 < ) HlIlETaH HNKHEAZIZFc v R
IIIOH»%FIR L. BIKIEFcyRI, FcyRII, L VPFcyRIIIZHITT 35, &
MRS _E DFCRMDFIRIL. Ravetch and Kinet, Annu. Rev. Immunol 9: 457-9
2 (1991) DHELAEDRIICE EDLNTWS, BHDDFDADCCE M % FEAh
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[0035]

[0036]

[0037]

T3ROS, 12 E NOACCGRIEZE. B2 I KEREFEED, 500, 3625 % L < 1X
85, 821, 3372 F /- 1L K E 456, 737, 0562 (Presta) ICERHDE DA ESE
INFTZ, TOLDWAEEICERABRIT 4% —H#EI&. PBMCEH & UNKHH
BEET, HDWFFIEMAT. BENODFDOADCCEMIE. Bl (ECLlynes
et al. PNAS (USA) 95: 652-656 (1998) ICBIRI NBEMETILD & D 18l
METIVILBWT, 41 YVERTIEMAI N TH LW,

ARG ESEM] & LTk, BIAIE LR L A REE N s
= (antibody-dependent cell-mediated cytotoxicity : ADCC) ;EME., EBRD
AR E MRS E (complement-dependent cytotoxicity : CDC) J&EM%, &
L UOTHIRRIC £ 2 HIRREEEME I BT 5N 5, (DGEME & IEHERICKL 21
BEEEIMHERRT 2, —H. ADCCEM &G, ENMBEOHRRAICEET
DMBICHANMREEG L. IHIKEHBMAICI 779 —MlE’EET DI L
& >To BRI 779 —HEN’ENHERICEEE25 A2 EMERKT 2
o BHOIAEHNACCELEBT 2HEN. XIICDCEEEET 2HEMEAH
DHEICEYHEINGES (AL, Current Protocols in Immunology, Ch
apter 7. Immunologic studies in humans, ColiganS#w(1993)%) ,

MR EIEMRBRIEE ] 72l TCDCY & WD BB, EMICES Lk
DFcTT 89— KA U —BOBRRIEEZFMEL LT, ERNICENHE
BOBRICRERRIES, MEREFET2ODANXLERKT 2,
HRIMICIE, EE L TR I NARE-MEESEDL. BERSCIqICHE
B LEMEL L. RIC. #EXRDC1ah, BiEh 27— R&SEMHIE L T, Z8i
BOFEEL5T, T BAEOERLE. BENERORENORFEERD D
MEBLHELLTHELHY. ThiCLY., BB EDOBAEZEE (X IXCR3)
ICHEET 5 &Ik > TADCCAMEESI N B,

MK IZ MR B VER] /1% TADCP] &S AR, iR TEDN
HBROLEEIE—EBOoVWTh D, ES/OT) VFCERICEET IR
ERMRERE (B2, /07 7—Y, FHik. SLORMRMER) OR
ICEY ANon2 702528 KT %,
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[0038]

[0039]

[0040]

[0041]

[0042]

[BEtINz] RURTFRIE, ZOHEHEDREDOKIMNLOBI N
EDTHD, WK ODDERICEWT, RURTFRIE, flziE. EXik
By (IR (L. SDS-PAGE, FERBEZE (isoelectric focusing: IEF), F+
ES)—BRKE) £/ I3 7 (BIAE. 43 x#E /I3 %4EH
PLC) THRIEL T, 95%F /1395 kB2 2MEETREINS, KRYRTFK
DOMEDFMD/HDFHEDHEFRE LT, BIZIE, Flatman et al., J. Chro
matogr. B 848: 79-87 (2007) #&BRBD &,

rBgxnic] BKEBRIZ. ZTOEEEEDBREORD N SOBI NIKEED
FOIEEWD, BEEINEKEIZ, TORBAYTFEZERSCHEOPICE
EINERBOFEE0H. TOREBOFIREEFMMIFELTVWEINE LG
AEORBHFELOMNBE IFRLIEEBFLOMBICFEEL TV,

[RURTFRED—-RT2BEINLKER] & SERIVRTF R (4
ZIE, TUARDFCHEE., FRRMAOEES LUEEE LIZZOE) 23
— R BI1DFELIEEROBRBOYFOIEE2WVWN, 1DORI Y —F IR~
DRYHI—ICFE> TWEIREBELF. LT, BEMEPDIDHIIERODA
BILFELTVWAREBSTEET,

AFHETHVWONSAE (N5 —] . TERINLEED1DDOXK
BBAEPLTIENTES, KBOITOIEEWVWD, CORAEIRK. BOEEK
BEEELTORIS— 8L, TNDPEAINLEBEIMEOS / LFRIC
HMAANLONBIRI S-S, HHIRTH—IF. BEIPEMENIERZ I N
BN, HRIBZBLOLTIENTES, TOLDIWRT S —iF, KIS
Tk TRIERIH—] EHMIND,

FAEE MTEXHRE) . TRl . & MEEMEEEY] &, 8E
ICRHATREICAVW O N, ARKEEEAINME (20 &5 MO FR
Z20) DI &EWD, BEMREKE EEGEG] &0 B
EEH. THNITIZROREER MR S & CREIC & 59 Z OMARICHE
TELFHESL, FRIZ, BHBERBORBTICEVWTRERICA—TRLT
L BEEZBATVWTE LW, Y VFILOREEGEMENAZS ) —=
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[0043]

[0044]

[0045]

[0046]

[0047]

[0048]

vIINE, FEEERINCZBRICAVWLONAEEDERE UBBEEZ IdEME
WEMEZE T 2EEARTFRE. ABHEETEEFENS,

R TRZNHEEA] BL0 TEZEMERY] 13, BEICKEAEEICAVL LN
. TORICEFENLBIRDOEYZREEDIDRERE LSS L D LAE
ICHDAEPTH> T, DOENIEEINIHRICHESTELVEREILE
HDOHZENMDERESATVRL, BAENOEEWVD,

MEE] Fid THR] SHEAEMTH S, HILBWIE. ChSICRES
N32HDOTIEARWS, BAFEMW (BIZIE, 72, BYY, RO, 41X, U%
) L ERE (FIzE BEb BLUOHVILREDI L NERE) . UYE A
LT, FolER (BIZIE. TTOABLUTSY M) 2830, FEDEBKTIE
. BHEELIERRIE. ENTH D,

[EE2MICHERTINDEEF] 1F. HRICH L TESA. EENEFS L
EFEMERDFOEMRDUADEDD I EE WD, BENICHFRINDIEHE
IF. TRBICREINZHOTIRAWS, BER. BEA. RELB. £k
FRERZE0,

H3F (FlziE, EENEED) © [BWE] &, MEOBENE/IEFBA
MEREZENT 2EOICENTHD,. RELAEICEITS. BLULELH
BIChle>TD, EDT EZWD,

ABMETHWSONS THAE] (BLUT. ZOXELORERE. HIAIE T
SBET 21 . DRETZ2E] RE) 1 AEINZBEXROBERRESHE
T35 EEERLALBRHUNAZRERL. FHOLHICE. BREKRNFEDOR
BOBICHERING S, BEOEFLVIIRIE. CThHIREINZHOD
TIRABRWD, BEOREFTIEBROMLE., EROBRR. ERBICLZERD
BEENFIEEENLOHRENTEEDORS. GEBOMBLE. KEOETEEDE
B EERRRBOOEZIEEN. BLUERFLREREINLTFREET,
WS DD DEBRICBEWT, AREBOEEFREEZZORYRTF N KR
DHRELELED. FLIIKEBOETEELT2LHDICAVLNS,

g THEE] &, BEAIAREMILST. IRTOFEMEMERES &
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[0049]

[0050]

[0051]

VIBIEROTICT AN TORIEES S EElES LB & E2W5, B
52 Mgl . el . THEREIBTEMREE] . NEEMEE] . B4 TEER
1 1. NEAHAETW O IFE,. HEICHHEI TRV,

FE TEEMAR] i1k, P s —D0ESMEASUHEBEEKRT 2
. BRI, BE. EEOXAL2LTESHIEOEE (£8) & 2hb
OEICEFE L TEREXET 2REMEHMPNE (BE) EMomMYIiIoTWL
%5, @EDOXBIMNBELMREDEHNIE, MEHSAYEL>TWEEDEDH
%, BEBEBRICREEERAENSELTVWE I H B, —FH. [FHFE
BEB ik, ERRICS T 2EEEBLUADHEBERERT 5, ERIRREIC
RWEEREEEEBIEEESEBORRNAETH S,
<EEFcEBESURYRTF K>

—REIKSVWT, AFERIZ, EEFCEEZSUCEHMINLRIRTFNE
RET 2, W<ODDOREICEWT, RYRTF REIMETHZ, W<OH
OREICHWVWT, RYRTF RIEFCHREY VINVETHZ, FEDBKRICS
WT., ZEFciElgid. XAV FELITSREEAFES (RBEHEICHWT
& 3R] FOrRIEMMT 22 &N H D) DFCHEIBICE T B IGEET] & LB L
T DK EB1D07 X/ BBEERE (PIAEER) 220, RABEIIO
FcfBigid. BE. ZADA—DORYRTF NENLAZREZERE LTHE
KIND, AEBOZEFCHERICHITZT7 I/ BEER. HFcEBOZAD
RYRTFREOWTNON—FICEAINTEHELIWVL, ZADRYRTF KR
HOBMAICEAINTH L,

WS DADBEICSWT. AFERIE., FHFcRigie b T, BENHEI 1
FERFBEARET S, BEOREICEWT, AFKBOEEFCEBEIL, HF
CREIBICELNR T, Foy ZRMAICH T 2EEEMMNERL TWD, HEDERKIC
BWT. AEROLEFcREIGIE. FHFcHEIHICLENT, FcyRIa, FcyRIIa, Fc
YRIIb, FcyRIIIaNHA2ELYBRINZ DR EE—DDFcy EBHEIC
T BIREEFELEIERL TWVWD, WS DOHLDERKRICEWT, AFRBEDEEFC
fRIZIE. FcyRIIalCR g 2EEEMEMIIBRL TWE, W DL DERICEW
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[0052]

[0053]

T. AFEBOLEEFHEIEIE, FcyRIIIalICRH T 2RATFMMERLTWS, X
S5 BBRICENT. AFEBADOEEFCHEEIE. FcyRIlad & UFcyRIIIalCH
THREEEMEMEELTWD, FIOREICEWVWT, FFEBOEEFCHEEIL.
HFCARISICLE T, ADCCiEME. CDCIEME. F/IZADCPIEMEM B L T W3,

FEE T#&EM (binding activity) | LU [EEBE] &, KERHEEZET
EHEEICRBARICAVWSh, 2F (BIXE #EE LIRBORY RTF
F) O 1EEZLEEFNRULEOREEAMA (BIZIE, TEBRES L < IZFchEiE)

 DFOREN—bF— BIZIE RS L EFey EBHEK) &OED,
FREREENLEEEROEFORBEDI EE WD, TIT. [EEEHE (b
inding activity) | i&. H2EEWOXAV/N— (FIAE, AEHE. HL
IEFetEis & Fey ZB/ME) OBED 1 : 1 HEERICERICREI RV, I
ZIE BANOA VA=A THETO1 : 1 HEERERIT 31848, BEE
HIREBOHEET 71=74 ([774=F41) DT EEWVD, BERD
AVNR= 1ETORESLVEMTOREDOEANTETHDHE. &
BEMEIE. INSORBENOHRNMELD, DFXOETD/NA— M F—=YIIHT S

EATEMIE, —MRMIC, BEEZ (KD) F/id T AV REHLYDT
T4 MEEE] ICLYRTIENTE S, HEFEMIE. ABEMEICEHD
HDEEV. BEIRMAFICSWTHLNEBEDHEICL > TAEINE
%, WEFEEZANET 27-DDEFRNAEDE 22 B L OBIRLGEERRICD
WTik, FTTiihR3,

BEDEBRICHEWT, FHFcfalsd L OB EFcHEEDIRBETEMEIXKD (Dissoci
ation constant : fEBEER) ETKRI I &EMNTE S, —BFRICBWT. [Fc
v RITalCx 3 B ERF AR DKDIE]  [FcyRITalix 3 2 EFcHRIBDKDIE]
DLEDEIE, BIZAE. 5, 200k, 3B E, 4RA k. BBAE, 6Lk, TRAE,
8AE. A E, 10RAE, 154 £, 204 E, 250 B, 30LAE. 40 E. F/iF5
UL ETH B, ISHBERICBWVNT, FcyRIlald, FcyRIIa RTH-TEH &
WL, FcyRIIa HCH>TH LW, FEFOEAETH->TH LWL, LEDD
T. FcyRITalCxd BFctBIBDKD{EIL. FcyRIIa RICH S BFctEIBDKDIET
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[0054]

[0055]

[0056]

HoTHLWL., FcyRIla HICH § BFc4BISDKDIETH > TH LW, FhF
OEADEES LIFTEHETH>TH LW, —RBERICBEWT, [FcyRIIla
I BERFCRBIRDBEIEM]  [FeyRIIIali i § 2 R EF BB OB EEM
] otbDfEE, BIZIE 20 E, 3 E, B E, 10LAE, 2080 £, 304 £, 50
BlE, 1000 £, 20080 k. 300LAE, 5000 £, 1X1030A £, 2X 1038 £, 3X1
LA L, FHIFESXIBLUETHB, I LWBEBERICEWT, FeyRIIIald, Fe
vyRIIIa FCH>TEHE LWL, FcyRIIIaVTH->TEHE LW, FLEFOEAT
HoTHE\W, L >T, FeyRIIIalix 3 BFc4EISiDKDIEIL, FcyRIIIa
FICH S BFc4EEDKDETH > TH LW L. FeyRIIa VICX$ BFc4EiE DKDIE
TH>THLW, TLEEFOEADEEGD LIFFEHETH > TH LW,
—RERRICH W T, FeyRITalil W § 2 EFcHRIBOKDEIR. FIZIE. 1.0X10

§ MEATF. 5.0X107MEATF, 3.0X107 MEAT, 2.0X107 MELT, 1.0X107 MEL
T, 5.0X108 MELF, 3.0X108 MELF, 2.0X108 ML, 1.0X108 MELF, 5
LOXT0OMEATR, 3.0X10°MEAT, 2.0X 10 MEAT, F/iX1.0X10° ML T
HbD, ISKDBERICBWT, FcyRIlald, FcyRIla RTH-oTHL WL, F
cyYRIla HCH->TH LW, FLEFOEATH->TH LV, —BRICBWT,
FcyRIIIalCx § 2 EEF BB OKDEIE, FIAIE. 1.0X 106 MEAR, 5.0X107
MEATR, 3.0X107 ML, 2,0X107 MELTF, 1.0X107 MELF, 5.0X108 MEL
. 3.0X108 MEATF. 2.0X108 MEATS, 1.0X108 MELF, 5.0X10° MELF, 3
L0X10°9 MEATR, 2,010 M, 1.0X10° MELR, 5.0X10-° ML, 3.0X10-10
MELTR. 2.0X10-0 M, F7/=131.0X10° ML R TH 2, I ORBEHICBVNT
. FcyRIIIald, FcyRIIla FCH>TH LWL, FcyRIIIa VEH>TH LW
o FLEFDODHMATH>THLL,

BIOBKICEWT, HFcEES L UEEFCEBOBEAEEE, KEDRD
Y ickd (Dissociation rate constant : fZEEEEER) ETRLTHE LU,

BIDRERRICH W T, FFcEES LV EEFCEIBDBEEMEIE. BAEH
Y DFcAEIFDFcy ZREFICH T IR/EETHRLTEHE LWL, flziE. RETS
ZEVHBZ Yy 2S4ICEWVWTEK, oY —F v 7 EICEE I N/FcBEEBORE
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[0057]

[0058]

BE. BLUPILILEFIILEE LEEFcy SR ARDRBEEN TN TN RIGEN
(resonance unit: RU) & L THEIND, T TOFcy RBAEDEEESE
CIEIBDIEEETEI > /(E%. BAEHTY OFcIEIHDFcy LREFICH T 21
BEELTERTDIENTES, ) LAKEEDRES LUTCELDERK
MAFEIFBRBROEREHICEHINTWS, WOIDRERFRIZEWT, [
FEFcAEIgDFc yRITaICW § 2 #EEE] / [FRFcBIBOFc yRIIalICH § 244
=] OLLOEA, FIAIET.5 . 2 E, 3Bk, 4RAE, 5B E, 6Lk, TBA
£ 8k, 9BAE, 104k, 150k, 200k, 250 kB, 30LA E, 40 E, £
FIZB0 ETH B, WL DD DERICEW T, [EEFcHEEDFcyRIIIaliCx
TRRAE] / [BHFc4BEOFcYyRIIIalCN § 2 RAE] OLLOMED, HlxIE
2 B, 3B B, SRAE. 104k, 20 k. 30LAE, 50LL E, 100LA £, 20080 E
. 3000k, 500BA b, 1X103AE, 2X103Lh Lk, 3X10LAE, F7=iE5X 1038,
LETHD,

RHEDRKRICEWT., ABPMETRINZKEPKIE. FHEEDELRSIE
KATSAEVHRET YA #25CEIFVICTERET D &ICLY., A
EHDWEELEIND (FIZiE. ABHEOERFI 22RO L)

RHEOREICEWT, AFKAOEEFREIL, FMFcBEIFEICLERT, SEMEEF
cy R EIFIEFcy SRA L ORIORBREAELELTWS, WA S E

. AFEBAOZEFcEIgIE, HRFcEIHICLERT, FEEFcy SEFRICH T 54
AEMENHEIEFcy SBAHRICH T HHEEEMEL Y HEAREICERLTWS, &
EDRERRKICEWT, SEMEFcy $B/FIL, FcyRIa, FcyRIIa R, FcyRIIa H
. FcyRIIIa F, FcyRIIla VA A58 L UBIRI N B DR &H 1 DDFe
YSRETHY., IEIEFcy SHMEIEFcYRIIDTH D, WL DHDERICH
WT., ARBADZEEFc4EFIE, FcyRIIa&FcyRIIbE OREIDERMEL L L
TW3, WS DOHDERICEWT, AREADEEFcHEEIE, FcyRIIIakFey
RIIb& OEIDBRENEELTWS, ILQRBZBRICEWVT, AFRBOELEF
ctRigid. FcyRIIa&FcyRIIb&: MEDERMES L UFcyRIIIa&FecyRIIbE
DOEDRBIRENE L L TWDS,
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[0059]

[0060]

[0061]

BEDEBRKICBWT, HFcRlsd L UEEFcBEIBOESEMIFKD (Dissoci
ation constant : fEBEER) ETHRT I EMNTE S, FcyRIIads L UFcyRII
[all g 2EEFEMEORBKRICOVWTIE LRDBEY TH D, —REBRRICBWT,
[FcyRIIbICXS S 2 3RFctBIBMKDIE] .~ [Fcy RIIbICH 9 % ZEEFcHRIBDKD
Bl OLEDE. FIAIE. 10, BT, 3BT, 2RATF, TBATR. 0.5BF,
0.3, 0.2LAF, F/LIIF0.1LATTH D, BIDEBRKICSWT, HRFcElss &
VEEFCBEBOFBEEMEE. KMBEDRHYICkd (Dissociation rate constan
t: ARREREER) ETRLTEHLW,

BIOEKRICHEWT, HRFcBES L VEEFEIBORFBEE IR, LI hi
BMEH7Y OFcEFEDFcy SRFICHTI/EETRLTEH LWL, WD
HhORBKRICEWT, [EEFcHEEOFcYRIIbICH T 2EEE]  [FRFcHalE
DFcyRIILICH T BHEEE] OLLOED, FIZIK10LLIT. BT, 3T, 214
o TR, 0.5BLF, 0.3, 0.2BLF, FEEF0.ILUTFTHD, W< 2HD
BRICBWVWT., ZEFCEBEOFcYRIIbICH T AR, FIZ21£0.55F, 0.
SEAT,. 0.2RAF, 0.1LLF, 0.05L4F, 0.03LA™, 0.02LLF. 0.01LLF. 0.00
SEATF. 0.003LLF. 0.002LLF, F/IX0.001LATFTH B,

RHEDERICBWT, EMEFcy AR EMFIREFcy XEAK & OB DER
MOm L, IEIEFcy SEAFICHT 2BEEHICLEALBEDEEEFcy
RERICHT 2EEFEOBRNGIERTHY., BV D&, HIHIEFcy
SREADREEEMICT T 2B MEFcy SBHEADREESFMEOLE (A/IL)
DIBRTHD, TDLDMQRLLE (A/ILL) . BhicI oz /49 —HBee% RiE
TERODEBETHY. MILAKRZTWRYRTFRIIEN I 75—

BEBTDETMT 2 ENTE S, BFcREE L VEEFCHEEDFcy 28
HICH T ZEEEMEIE. KB, kdlE. TLIFEMAEHY OFcEIRODOFcy %
BERICHT 2HEETRT IENTE D, A/ILLIE. KDE, kdfE, FR3ES
EZAVWT. TRENUTOLDICRT I ENTES @ [IFIEFcy TBE
ICH 9 BKDE] 7 DEMEFcy REMAKICH T BKME] . [HIHIEFcy B
XY BkdlE]  CEMRFcy SEAHICH T 2kdE] . Fid DEEEFcy
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[0062]

[0063]

SRR T EEE]  [HFIEFcy ZREFICHT 2REE] .
—RBRICBWT, ARBAOEEFCEIBOA/ILLIE, RFcBICHENRT, 1.1

fELl b, 12 E. 1L3ME L LAERIE, 1.5fER L L6 L. 1.7
BB, 1.8 E. 19fERE, 2800 E, 3FLAE. 4RI E. BB E. 6f514
£ T E 8fERE. OfFRIE, 105 L, 20fF5LA L. 30fFLA L. 40fFLAE
. BOfELLE, 60fELLE, TOfELA L, BOfFLA L. 90fFLA L. 100f5LLE. 200fF
BAE, 300f5LA L. 400fFLA L, 500f5LL £, 600fFLA L. 700450 L, 800fFLL
. 900/ LA, 100045 LA £, 2000/F LA £, 3000/FLL £, 4000/ZLL £, 500015
BAE, 6000f5LL £, 70001510 £, 8000fFLA L. 9000fFLA L. XIX10000fFLL
BRLTWS, —RBRICBWT, AREBOEEFRIZOA/ILLDEIK, 1014
. 2080 £, 30BAE. 40LL E, 5080 £, 60LAE. 70LLE, 80LA L, 90LALE. 1
00LL £, 200LA £, 3000 L, 400LA £, 500LL k. 600LL £, 700L L. 8001 L
. 90014, 100084 £, 200050 E, 300011, 400004 L. 500014 L. 6000LA
. 700010 £, 8000LL L. 9000k L. 1000014 £, 11000LA . 1200050 £, 1300
0LALE, 140000 £, XIL15000A ETH B, —BERRICH VT, A/ILbIE. FecyR
IIbADRETEMICH T BFc Yy RIa~DEATFMDLEER, FcyRIIbADHEES
I BFcy RIIa~OFEETEMEDLLER, Foy RIIbADEEEMEICH T BFc
YRIIIa~DFEATFEMDLEER, F/lEFc Y RIIbADIEETFMICR T2 [FecyRI
allx g BREETEM. FoyRIIaICH T 2 #EETEM. HLUFeyRIITalCH T 2
BEFEHEDOS>BM20% LIF3DDEEE LLIETEHIE] OLLETH B, 5
EDEERICHWT, FeyRIlald, FcyRIIa R, FcyRIIa H, F/ldZ0mEA
THY. Lid > T, FeyRIIalicwd 2#EA5E K. FeyRIla RICH T 25
E5EM. FcyRIla HICW T 2675, £EZTOEADEETH L IFFEH
ETHD, BHEDEKICEWT, FeyRIIlald, FcyRIIIa F, FcyRIIIa V,
FrIEFOmAETHY. LA >T. FeyRIIIalcw 3 2 A EMIZ. FeyRI
Ila FICX I 285455 M. FeyRIIla VIO 2 EAEM,. FAEEFORMAD
BEtD LIEEHEETH B,

WS DD DREKRICEWT., ARBOEEFHERIE. UTOMBICEITZT
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[0064]

I/ BBEEST

(i) BFHEEDE—DRYRTFRIZEIFS. EUF N VT TRINBA
B234, 235, 236, 239, 268, 270, HL V298, LSUIC

(i) FHFABEDOBE_ORIVRTFRILHBIF S, BUFVR) VT TRINSGA
270, 298, 326, &L U334,

BEDEKICEWT, AFEBOELEFCHEEIE. I SICHFAEBOE—DR
DRTFRICBIF S, BUFVRY) VT TRINDAEIGICH ITET7 I /BN
20, FEDERICEWT, AEBAOEEFRENIL., & 5ITIRFCEEO
BZORY)RTIFRIZBIF S, EUF RN VT TRINDAUBE236ICSITZ T
T/BREEST, FEORBKRICEWT, AFRBOEEFCHEEIE. I SHICHF
CRIBDE—DRIYRTFNICHIT2, EUFUN) T TRINDAEIBIC
BII2T7I/BREEED, FEORKICSWT., AFKPOEEFCHEIL.
ISICHFCHEBOE—DRYRTFRIZEIF S, EUFYRNY 2V ITTRIND
ME3NICHITZTI/BREEZET, REDEBKICEWT., AFKBOELEFC
I, I SICHFCRIEDE—DRYRTF NICHIT S, EUF YV TT
REINDMUEIRCEIZT7I/BAEZ2T, FEDEBRICEWT, ~FHA
DEEFCHEIZ. ISICHRFEEOEZDRYRTF RICEFT B, EUF VN
) T TRINBMUEINBICHITZT7 I/ BAELZET, HDHWE. BEARE
W02013/002362%W02014/104165IC52HD 7 I / BB EE ARBRICHS W TEK
ICAWLNES,

REORBEICEWT, KFEADEEFCHEFIZ., HFCEIFICLERTEREMED
MEIhTW?, HEOEBKICEWT, ZEMIIBRNENLRRELETH D,
RYRTF ROBAZNRLEMRIE, A TMERE ZIEEE L THETT %
ZENTED, TnfEIE. HIZIECD (HZ&EM) ©DSC (REEERRERT) .
DSF (REETHHENERE) REQYUEZBIIAMOFEEAVWTAET S
ENTED, —BERICBWT, AFKBOEREFcEIRIE, BMFcBIFICEERT, C
H2eEI D TmEAY0. 1A L. 0.2, 0.3 E, 0.4 L. 0.5 L,
TR E, 2B E, 3B E, 4FRE, SERE, 10EUEERLTWS,
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[0065]

[0066]

[0067]

[0068]

[0069]

WS DD DREBRICBWT, AEBOEREFHEIRIE. FHFBEZDE—DRY)
RTFRBLVFLRBBEBZOR)RTFRICHIFS, BUFNY Y TTER
INBMUED0E S VTHLRBZHELYBRINZIDAGLLESTIDDOMEDH
BREEHIDOT I/ BEEEST, HDWIE, EFRLFIW02013/118858(C58
BOT7 I/ BAZHAREPICSVWTERICAVWONE S,

HBEORBEICSWVWT, AEBOLTEFAEFIIZ. EWCERINDELRZ KD
RYRTF REISERINTWS, IHARZEAEICEWVWT. AFEBEOEEF
chlElFIE. B—DRIYRTFREEZDRIYRTFREDBOATOZELD
REINTWS, MABIDOFEERVWIANTOZEFRY VRV EEZEET
28, A—ORYRTFREFPRELTREZEFREERTZLYE. B
WICERBRTF NEIBEMICEE L TATOZEREZENRT 5 2 & D
FLW, BEFCHEEBEOATOZELMEEINTWVWEILNE D NMEL BIZ I,

ESNEEEFCBHEORNSREZEREATOZERZ /0T NI ST
{—REDFERICLIYDBL T, ThTNRORDLLERD S Z & THETLE
%,

WS DD DREBRICBWT, AEBOEREFHEIRIE. FHFBEZDE—DRY)
RTFRBLVFLRBBEBZOR)RTFRICHIFS, BUFNY Y TTER
I N BAIE349, 356, 366, 368, 407, HLUV4AINLMRDBEELYEIRIND
DRCEBHTIDDABDVARLL EHTIDDT7 I/ BREEST, HDWIL,
B/ BEW02006,/106905°W01996,/027011(CSRE D 7 X / BETRE & AFBICHE W
TRAKICAVWSNES,

HEDOBEICBWT, AEPFOEEFcHEEIL, BMPHT TODFCRNIINT S
BABEMERINTVWS, W OO DEBRRICEWT, BtEpHIZpH 4.0~6.5
ERKT 2, IHABEERICHEVT, BitkpHIZ, pH 4.0, 4.1, 4.2, 4.3, 4,
4, 4.5, 4.6, 4.7, 4.8, 4.9, 5.0, 5.1, 5.2, 5.3, 5.4, 5.5, 5.6, 5.7, 5
8. 5.9, 6.0, 6.1, 6.2, 6.3, 6.4, BLUV6.5NSARDZELYBIRINZD
BRLEHIDTH D, BEDERICE VT, E&MpHILpH 5.8TH %,

WS DD DREBRICBWT, AEBOEREFHEIRIE. FHFBEZDE—DRY)
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RIFRBLG FEEEZDORYRTFRICEIFS, EUF ) VI TR
I NBAEA28, 434, 436, 438, BLVMNSRDELYBRING DAL
EHIDDMNEDDRL EHTIDDT I /BAEEZST, HDHWVWIE, EHEARW
02016/125495ICEBED 7 X / BBUE L ARBICE W THEKRICAVLWLNES,

—REICEWT. AFEBOEEFEEIZ. EUF VR VT TRINBAE2
34, 235, 236, 239, 250, 268, 270, 298, 307, 326, 330, 332, 334, 349,
356, 366, 368, 407, 428, 434, 436, 438, 439, HLVMINSHBEELY
BIRINDZDRCEHTIDOMEBEOLVBL EB1DDT I /BREEZST,

—RBRICBWT, AFRBOEEFCHEEIE. EUFYNNY VT TRINBAE2
34, 235, 236, 239, 268, 270, 298, 326, HLU3BIHBITBT I JBRE
EED, REOEBKRICHBWT, AFKBOEEFEEIZ. (i) FHFcBEHDOE—
DORYRTF RICHBIF B, EUF VRN VT TRINSBAIE234, 235, 236, 23
9, 268, 270, HL V298, BRSUIC(ii) WMFABHDE_DRYRTF RICH
3%, EUF /Ny VT TRINBAE270, 298, 326, SLU3MICHITET
I/BREEST, FOBEDEKFICEWT, AEBOEEFHEEIX. (i)
FFCREBDE—DRYRTF RICHIFS, EUFV Y VI THRINDME234
. 235, 236, 239, 268, 270, 298, HLU326, LSHWIT(ii) HFcHBIHDE
ZORYRTFRIZBITS, EUF V) T THRINDME236, 270, 298,
326, BIUIMIBITZTI/ BEREEST,

—RBRICBWT, AFRBOEEFCHEEIE. EUFYNNY VT TRINBAE2
34, 235, 236, 239, 250, 268, 270, 298, 307, 326, HLU3NBIHITBT
TBREEEST, BEOEBKICHW T, AEBEOEEFHESEIE. (i) HFc
BIBDE—DRYRTFRIZBITS, EUF V) VT TRINDMAE234, 23
5. 236, 239, 250. 268, 270, 298, HL U307, ST (ii) FHFCHEEDEH
ZORYRTFRIZBITS, EUFV /) T TRINDMES0, 270, 298,
307, 326, BLUBBAUBITZTI/BAEE2T, HIOBEDREKRICEWNT
« ARBAOZEEFcRZIE. (1) HRFCAEFHOE—DRYRTF RICHITS, EU
FUNY I TRINBME34, 235, 236, 239, 250, 268, 270, 298, 307
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[0073]

[0074]

. BLUB26, BRHIT(i1) FFCHEBOEZDOR) RTF NICHIF S, EUF
VR T TRINBAE36, 250, 270, 298, 307, 326, HLU334ICHIT
273 BREEEST,

—RBRICBWT, AFRBOEEFCHEEIE. EUFYNNY VT TRINBAE2
34, 235, 236, 239, 268, 270, 298, 326, 330, 332, BLU3INIHITBT
TBREEEST, BEOEBKICHW T, AEBEOEEFHESEIE. (i) HFc
BIBDE—DRYRTFRIZBITS, EUF V) VT TRINDMAE234, 23
5. 236, 239, 268, 270, 298, 330, HL U332, ASHWT(ii) FHFCHEEDEH
ZORYRTFRIZBITS, EUF V) T THRINDME236, 270, 298,
326, 330, 332, BIUBMUIHBITZT I/ BUEEEE,

—RBRICBWT, AFRBOEEFCHEEIE. EUFYNNY VT TRINBAE2
34, 235, 236, 239, 250, 268, 270, 298, 307, 326, 330, 332, & L U334
ICBIT27I/BREEZST, FEORBKRICEWT, ARPBOEEFCHERIE
() BFEEBOE—DRYRTFRIZEIF S, U TTRIND
1234, 235, 236, 239, 250, 268, 270, 298, 307, 330, HL U332, A5
IT(ii) FFCBEBDEZDORYRTF RIZEIF S, EUFURNY U ITTRIN
ZAIE236, 250, 270, 298, 307, 326, 330, 332, HLU3BHIFBT I/
BMUEEEST, JIOBEDERICEVWT, AEBFODLEEFcEEIK. (i) FHFc
BIBDE—DRYRTFRIZBITS, EUF V) VT TRINDMAE234, 23
5. 236, 239, 250, 268, 270, 298, 307, HLV326, ASTIC(ii) FcHE
WOEZDOR)RTFRICE TS, EUFNRNY VT TRINBAE236. 250
. 270, 298, 307, 326, 330, 332, HLU3BMIBITZT7 I/ BUEEST,

—RBRICBWT, AFRBOEEFCHEEIE. EUFYNNY VT TRINBAE2
34, 235, 236, 239, 250, 268, 270, 298, 307, 326, 332, HLU3MIHIS
Z7I/BREEEST, BEDOERICBWT, AEBOLTEFHEEK. (i)
FFCREBDE—DRYRTF RICHIFS, EUFV Y VI THRINDME234
. 235, 236, 239, 250, 268, 270, 298, 307, 326, HLU3RASKIC(ii)
FFCREBODE_DORYRTF RICHIF S, EUFUNRY VT TERINSME236
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[0076]
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. 250, 270, 298, 307, 326, 332, BLUIBMIHBIFBIT I/ BREZZ,
—RBRICBWT, ARBAOEEFHEEIE, EUFUNY VT TRINBAEL
34, 235, 236, 239, 250, 268, 270, 298, 307. 326, 332, HLV3NAIIHIT
27 /BREEEST, FEORKICSWT, AKBPOEREFcEIE, (i)
FFCRBIEDE—DRYRTF RICHIF S, EUF N v T TRIND[E234
. 235, 236, 239, 250, 268, 270, 298, 307, HLU3RALIC(ii) FHFc
BIBDEZDORIVRTF RICHBIF B, EUFV N VT TRINBMAE250, 27
0. 298, 307, 326, 332, BLUNBIIHITZT7I/BREEED,
—RBRICBWT, ARBAOEEFHEEIE, EUFUNY VT TRINBAEL
34, 235, 236, 239, 250, 268, 270, 298, 307. 326, 330. HLV3NAIZHIT
27 /BREEEST, FEORKICSWT, AKBPOEREFcEIE, (i)
FFCRBIEDE—DRYRTF RICHIF S, EUF N v T TRIND[E234
. 235, 236, 239, 250, 268, 270, 298, 307, HLU330, WmLIC(ii) FHF
CBRIBDEZDR) RTF RICHIT B, EUF VN VT TRINBAE250, 2
70, 298, 307, 326, 330, HBLUINICHITZT I/ BREEZED,
IHRDB/IRICHE VT, AEBAOEEFcBIEIL. (i) HFcHEBODE—DR
IRTFRICBTS, EUFVN) T TRINDME23IET2Tyr, B L
< I&Phe, GIE235ICH T BGIn, & L < 1&Tyr, IE236ICH TS Trp, IE239
ICHT DMet, IE250ICH T D Val, (IE268ICH T DAsp, LE270ICH T 56
lu, IE298ICH T BAla, (IE307ICH T HPro. UE326ICH T DAsp, IE3
0ICH T BMet, IE32ICHIFB6lu, ROHTIT(ii) FHFCHEIHDEZDR)
RTFRILBIFZ, BUFUNRN) T TRINDMUEL6ICE T HAla, iIE250
ICH T BVal, LE270IH T B6lu, (IE298ICH T HAla, GIE3O7ICH TSP
ro. fIE3261CH (1T DAsp, IE3IVICH T BMet, © L < idlys, IE332ICH
(7 BAsp, B L <IEGlu, AIE3AICHITB6lLun A28 LY EIRINZ DA
KEBIDOTI/BREZEZ,
IHABBRICBEVT, FEPBOREFCHEEIE. ISHICUTD(@)~(f)D
WINDDT7 I/ BREEZST :
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(a) FFCEEHOE—DRYRTF RIZEIFZ, EUFVNRN) VT TRINDBAL
BE356ICH 1T BLys. BIPHRFAEBOE_—DRY RFF RICEIF 3. EUFY
W) VT TRINDNEANCSH T B61Lu,
(b) BFcHEEHDE—DRYRTFRIZEIFS. EUF N VI TRINBA
B4 BT B6lu. BIPHRFEHOBE=DRY RTFF RICHE TS, EUF Y
N VT TRINDNEIB6ICEH T BLys,
(c) FFCHBEHOE—DRYRTF RILEIFZ, EUFVNRN) VT TRINDBAL
B366ICH1FBTrp. MO WITHFAEBOE—DORY RFF RIZBIF 3. EUF
VIN) YT TRINBAEIOICE T BSer, MIBGBBICH T BAla, LV
BE407ICH1F BVal,
(d) BFHEEDE—DRYRTFRIZEIFS. EUF ) VT TRINBA
B366(C 1T BSer, MIEIGSICH T BAla, HLOUBATICHITBVal, A5
WICHRFCRBEDE DR RTF RICHBIF S, BUF VR VT TRINSGA
E366(CH1F BTrp.
(e) FFCHEEHODE—DRYRTF RILHEIFZ, EUFVNR) VT TREINDBAL
B34 BT BCysB L TMIEI66ICH 1T BTrp. RS TITEHFBIHDOEZ DR
DRTFRICBIF S, BUFVRY) VT TRINDBAEIGICH T B0ys, fIE3
661C 8513 BSer. (IE36BICH T BAla, B L VIBLTICH T B Val,
(f) BFHEEDE—DRYRTFRIZEIFS. EUF N VT TRINBA
BE356IC 17 BCys, RIB366ICH T BSer, (IE3BBICH T BAla, HLVRIES
07IC BT BVal, ROCICHRFCBIBOE DRI RTF NICH T2, EUFUN
)Y TRINDAB3MIIE T BCysB L UNIEBIO6ICH 12 Trp,
IS5AREICEVWT. AEPFOZEFCEIFIE. I SICHFCBRIEDE —D
RYRTFRELT/ FRIFEZORIVRTFRIZHBITE. ULTD (a)~(d)
DVWThHADT I/ BREESE :
(a) EUF >/ Y JTRINDAEBLAICE T BAla,
(b) EUF v /Y v JTREINDAEBAIAC BT BAla, (IBABICHITBThr,
(IEBA3BICH 1T BArg, IEAA0ICH T BG61u,
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(c) EUF VN U TRENDBAIBABICH 1T BLeu, KIBA3MICHIF BAla,
(IEBA36ICH T BThr, AKIBA3BICH T BArg, (IEAM0ICH T BG6Lu,
(d) EUF V) U T TRENDBAIBA8ICH 1T BLeu, RIBA3AICSHIT BAla,
RIBA3BIC BT BArg, (IEBEAL0ICH T B6Lu,

I LABEERICBWNT. AFEBRIE, BINES : T~220\WThMDODT
JBRENESTR) RTF RERHT 2,

[Fey RBMH1 (KEBHMEICHEWT, Foy B, FeyR. F/IdFegREFR
3 %) &k, Ig61. IgG2, IgG3, &L UVIG4E / ¥ O—FILIiADFcsRIEIC
BELS2ZFR%EIEL. Fcy TRRERFICA—RINZ9 VRN IED 7
S)—DEBDOAVN—%EEELTERT S, EbTIE. 2OT773 Y —IliE
« 714V 7 #+—ALFcyRIla, FcyRIb, L UFcyRIcAHZEFcyRI (CD64) ;
7AY 7 +—LFcyRIla (7O% 4 FH131 (HEY) &R131 (REY) A&¢). Fe
YRIIb (FcyRIIb-1&FcyRIIb-225E) . & UFcyRIIcE ST FeyRIT (
CD32) ; BRSIC, PA Y 7 4+—LFcyRIlla (7O% 4 FVIG8EFI58% &
) &L VFcyRIIIb (704 4 FFcyRIIIb-NAT1&FcyRIIIb-NA2A &4) 522
$FcyRIII (CD16) . I HIC. KRERDHHWBE hFecyR, FcyR7PA Y T
F—LFLETO4 THEENZD. CNOHICREIND DT TIERW, F
cYRIIb1 & L UFcyRIIb2IE, & RFcyYRIIDOR S 4 L Vv FERKE LTEHR
EINTWS, I5IC, FeyRIIBEMRTZRATSA SV IEEEIRESI N
TW3 (J Exp Med, 1989, 170: 1369-1385) , ChHDRTSA LV IER
RICIA T, & hFeyRIIbiE, NCBLICEHZINALTOR TSIV VIER
&, NP_001002273.1. NP 001002274, 1, NP 001002275.1, NP 001177757. 1,
B LUNP 003992.3%5 28, X 5IC. kb MFeyRIIbiE, FcyRIIbICINZ T, B8
FICBEINLEZLTDEGNSZE (Arthritis Rheum, 48: 3242-3252 (2003)
; Kono et al., Hum. Mol. Genet. 14: 2881-2892 (2005) ; # & U'Kyogoju e

i

t al., Arthritis Rheum, 46: 1242-1254 (2002)) & . SEHEIN B TH
252 TDEGBHZREEZET,
FcyRIIaiCid2207 0% 4 7HEEL. —AlE. FcyRIIaDMEIZTD 7
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T/BAERFIUTHY (HE) | fhAlIE. MEBIBIOT7 I /VEBAT7ILF=
TE#HINTWS (REY) Warrmerdam, J. Exp. Med. 172: 19-25 (1990)

\

g

(o)

FcyRiZ, EM DR Sy b, 9HF, BLUCYILHEDFcYREED
B, INSICREINDIDIFTIEAL. FREOEYMHFICHELTEWL, T2
ZFcyRiZ, FcyRI (CD64) . FcyRII (CD32) . FcyRIII (CD16) . &L UF
cYRIII-2 (CD16-2) . "@HIT, EBEDY I AFcYRELIEFcYRTA YV T 7
—LZBUN, INSHICREI NS DT TIERL,

bt RFcyRID 7 X / BEECHUIENP_000557. 1ICE2E S ; & RFcyRIIaD 7 2
/ BRECHIZAAH20823. 15 ICEBE I N ; & MFeyRITbD 7 X/ ERECFILAALI4667
9. 1ZFICEEH SN ; & MFeyRIIIaD 77 X / BREZSIIZAAH33678, 15 ICEBEH I 1
; ™MD E MFeyRIITbD 7 X / BRECSIIZAAI28563. 1ICEEE I N T B,

RET/OT)V VA== 73— |LBT BFcy LETH—EERY, t
NFCRNIZ EEMEBESMHESHE (MHC) /53R | ORI RTF NICHEENICE
LL. 732 | OMHCHF &£22~29% DEEFIR—14%E T 2 (Ghetied, Immu
nol. Today (1997) 18(12), 592-598) , FcRnid., AiAM BT/~ IZEH (B
240707 ")) EEERMEINEERBaEHTAITEHERLY AAT
O 43—& L THRREINS, MHCDL S IC, FeRndD a$8id 3 D DHARESH K X
1V (a1, a2, a3) LYY, BNMIRE RS VIFY VNI E%H
EREICEETSZ, alBLV a2 RAA VD HFEDOFCSEE P DFCRNIES K
XAV EBEVERBT S (Raghavan® (Immunity (1994) 1, 303-315) , b KF
cRND 7 X / BEECHIIENP 004098, 110, B2/~ 0407 ) vD7 3 JBEES
IZNP_004039. 1ICEEE I hTW 3,

AEPMETHWSNS [FFctEE &k, ABMEZICEHO 7 I /BEE
DEARIDOFCEBIE AT, W DHODERRICEWT, HFcsEiEid. RARER
FIDFcE (H2WIERABMADFCHEE) THD, HFiE. FlziE. IoA (
IgA1, IgA2) . IgD, IgE. IgG (IgGl., IgG2, IgG3., IgGd) . B L WIghir &
Z20, iR BENERETIL BIZE. h=04F. TATHIL, <
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—Ety b FURYI— FEklk) ICHELE S, RABTEKIE. X
RICERETIEERZBATVWTELL, BEEFERICLZIGOERDOTOY
A TEEHIH. T[Sequences of proteins of immunological interest] . NIH
Publication No. 91-3242[{CEEHINTWVWE A, ZTOWITNIE, AFERICHEW
THERING S, FIC. B MOHTDWTIE, fIE356~358 (EUF /N v
7)) OF 2/ BEIIIDELE ZIZEEMDWIFh M THY /S, £/, kb MgGl
IKDOWTIE, @214 (EUF> /Y T) OF7 3/ BRBKELIIROVWTIHAT
HYUTD, FEDEBRICEWT, HFcEEIE, & MgGl, b Mg62, b ~IgG
3, FFk MMOEHERBEIFICHRT 2FcBIETH D, BIDERKRICEL
T, BFclRigld, BIES  1FTLRBEHNES : 80FEHEBRIHICHRKT S
FCRRIZTH D, I LRBREERICEWT, FHFcmRigid, ABRHEEICREHIND
TI/BEREUNDT I /B EE RABRIOFCEIHICIA S I &ICE»
THEHINDFRY (SREEZAEIDFCHEIE) TH>TH LW, RATES
FIDFctaiEgid, BE. ZAOR—DRYRTF RENLRZHREZERE L
TIN5,

IHIC, MOBEBHDEOICERIND 7 I /BREEZ, XPMAEICEHOD
BEFBEBICBVWTHAEHOEZ &N TE S, HlXIE. FeRniESEM A8
MXHZ7I /BN (Hinton et al., J. Immunol. 176(1): 346-356 (200
6) ; Dall’Acqua et al., J. Biol. Chem. 281(33): 23514-23524 (2006) ; Pe
tkova et al., Intl. Immunol. 18(12): 1759-1769 (2006) ; Zalevsky et al
., Nat. Biotechnol. 28(2): 157-159 (2010) ; W02006/019447; W02006/0533
1; &L UW02009/086320) . BLV, MAEDATOVIZT 1 —FLIBEE
HEHET Z/0O0T I /BEEHR (W02009/041613) #MATHLL, HDL
(&, W02011/122011, W02012/132067, W02013/046704, 3 7-1xW02013/180201
IKREBINDIMEREV VTSV A% RETIHEEZETDHRYRTF R, W0201
3/180200IC & S W 2 BN DRFENRESFMERE T 2RYRTF R W
02009/125825, W02012/073992, = 7=14&W02013/047752|C 588 S N2 EH D
FEAFICRHLTRYRLEET2RMEZETLIRYRTF RE, KEEHEIC
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EHOZEFEEBEHAADLEZ I ENTED, HDVE, OREICHT
DIESREAIN ST 2 M T, EP17524713 L OEP1T72465IC RS N7 3 /
BB E%. KRHZICRHOEEFCRIZDOCHICEWTHAEHLETE LU,
HDWE, MFRFBUAEAIE 20T, EBEHOIEETIEZ7
I /BBE (W02012/016227) %, ABFMZEICEEEMOERERFCERICE VW THA
BHLETEHELWV, HDWE, ME~AOBRYAH%ERET Z2ENT. EEER
Dpla LR IHZ 7 I /BRE (W02014/145159) %, ABMEICEHOLER
FCREIFICEWTHHAGSHOETE LWV, HEHVE, ENSFOMEBEDNSDHEEX
EEETZEMNT. EBEEOpIE LRI E 27 I /BHE (W02016/125495
) %, REAMAZICREHOZEEFAEEICEVWTHAEDLETH LW, —RERIC
BWT. ZDLDBHRER. AL EUFo ) JTRINS, B3I
343, 384, 399, 400, BL VAN SRZELYBRINZDALLEHIDOD
MNBTOBREEZATEL, ISMRBEBHRICHEVT. TO LD REHIZ. &
RBOT I /BOLysEIZArgIc L 2B THY B

ANTOZECMBEZERTZODOFEE. INLHICREINDIED T
W AS, knob—in-holefkfli (A (£, Nat. Biotechnol., (16);677-681 (199
8) X KEFFETEED, 731, 16855 MR) LHEXT T v VMR (electrostatic
steering effects) #1335 & (W02006/106905, W02009/089004A1, J.
Biol. Chem., (285), 19637-19646 (2010)%F)ICL > THER L TH &L,

ZEFCBEEASUIBERRY RTF ROEAICE LT, W02006/106905/ 52
HIND LA, FtBEDCH2EIECH3 R X 4 VO REICHERZENEEA
TBZEINI>TEEFREZEOCHERARIRTF ROBRLRWEEE
HYERMEBERBI S ENTES,

FCREIgDCH2F /o (ZCHI R X A Y O RE &ML TWB 7 I /BBEEDHIIC
IZ. CH3R X 1 YD IB3S6 (EUF /N v ) OBE, ME439 (EUF /N
Vo) O%RE., AIE3S7 (EUFv /N v ) OFE. (IE370 (EUF /N
V) ORBE. B399 EUFv/N) V) OBRE. BLURIEWI (EUF Y
Ny 7)) OBRENEEFND,
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[0092]

[0093]

[0094]
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S YBFEBICIE, FIAIE. UTFICRT (1) ~ B) SFYFBRINZ1~3
D7 I/ BEEI’RALERTEET SFcBEREFRTZIENTES : (1) CH
BRAA VADAIEIBH L V439 (EUF> /) v T) OF7I /JBEE; (2) C
H3R X 4 A DAIE3STHS L 370 (EUF /XY V) OF7 2 )BERE; 25
I (3) CH3R X A Y ARMAIEINNE L1409 (EUFV /YY) OF I /B
RE,

Ioc, ERD (1) ~ ) LYBRINZI~3/DOT7 I/ BBEENE—
DFctRIHDCHI R A 4 VAR TR UERZB L. LEROE—DFCRIFEICHE W TE
RINETI/VBBEOSINNEZOFAEFEDOCHIR X 4 vhATER L ER %
B30, BLE—CE-OFEBEOERIERNTHS. TEFEELS
CHFBERRIRTF REERTDZIENTES,

FEROFCEEHICEWVWT, BIZIE. BEFZEITS7I /BEER. J1L8
VB (BE) BLCTRANRNSFEFUEE D) hoFFLLIFERIN, EEF4%
BI27I/BEEE VYY K . 7LF=ZY R) . BLTPERFIY
(H) »oiFFE LCIFBRI NS,

ZEFCEBEZSUIIERRY RTF ROFBEDRDIC. HOLXFDOFRM %
ILILHERTEIENTES, EFEMICIE. 2O LD ARkfid. —HDFcHE
BICERET 273 /EBAIEE LY KEAMME (knob; TRE] OF) TER
L. DOFCRBIICERET 27 I /BAIRE L YNNI AMRIEE (hole; TZERR]
DRE) TE#L T, knobZholeWICEEET S &ICL>TERINDG, Ch
WKLY, BEWIERZT7 I /BESN%EEBT 3FcEEBEEER)RTF KOBED
ShEMPRESHIEEI NS (W01996/027011 ; Ridgway et al., Prot. Eng. 9
:617-621 (1996) ; Merchant et al., Nat.Biotech, 16, 677-681 (1998)) .

IS, BEFCEBEZSORI)RTF NOFHERBEEDRHIC, DR
DORAM%EFERTEEHTED, FelRFEZSUCRIRTF FOEEIE. #HX
PR A KX A VCHATOZEHZAVWT, IENICERTHIENTES
(Davis et al., Prot. Eng. Des. & Sel., 23:195-202 (2010)) ., Z DFffy
t &/ BRZT7I/BEINEET BFCBEBSER)RTF ROBEDES
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[0096]

[0097]

[0098]

[0099]

[0100]

WEMICER T D-HIFERTEZIENTES,

DOA T, W02011/028952ICEBE I N5, MACHI ECLDOFEEB LTVHEVLD
BEaERYTAIANTOELMAERRMEERT &N TE S,

W02008/11935345 & UW02011/131746ICBH I N B R EBRFIC. HS5HML
O_RBEORE_ELNAEEERL, ZMFERBTRET T, vFax—§
LTREESIE, Thos2BERAIEDIEICLD. AT OZEIAKES
BMiaERAT2IEETRETH D,

T 5T, W02012/058768ICEEE S D HiE & RFRIC, CH2ZHB K VCHIR X 1
IKREEMA D &L BDATOEMBERRMEER T2 & T8
TH 5,

FEEEREFERESURYRTF REFRT IO, ERDZTIVE
B ABT2EEFCEBEST2OORYRTF RERABFICRIRIHE 254,
BE, AMiME L TOEREEFCEREZEUCRIRTF R I FRIN
%, TOLORIFE, FHEREEFHEBEZSURIRTF Ra, DO
HRAWVWT, HEZEFCEBEZEUCRI)RTFRHALoBELPRBRTZ &
ILE>T. MEMICAFTZIENTES, REZELRAGEATOZEL
NEOETEBRICEVEELDLOAT I/ BRELZX_EEONKEH
DOREMBRICBATEZEICLY, 1A OYMNIZT74—52BWT
REZERAED OATOZECNAEEDERNICOBS L CBERT 2200
FENMREINTWS (W02007/114325) , 7OF A VAILEET 5~ RI1g6
QB L VTOTA VAILHEAELABRWS v NgG2bICHE T 2 ZBHEOEHE S
OATOZELRAEEEBET I EICLY, TAFAvAPAO NI ST 4 —
ERWTATOZELRGAEBERET Z2-0DROFENHBEINLTLS (WOT
998,/050431 4 & VW01995/033844)

I, BRZOTA VMEET 74271455567 £DIC. AEH
DO7ATA4 VMNEEEMICAET M EL3DH L1436 (EUFV /) T) OF
T /BBREATyrELEHIsREDTI/BTBRTZZEICLY. TOF1
VAYAR NS T4 —ERWTIATOELIRAEENERMICEE T E &N
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[0101]

[0102]

[0103]

[0104]

TZ %,

AFEBICBWT, TI/BRELIE, EROEBH, RXE. A0, AL &
LSMESR. FHREENSOEAEDLEEZEREKRT 5, ARBICBWT., 73/
BUEIL, PTI/BEEEEWRZIZIENTES,

FCREIBICEBATINSE 7 X/ BEREDOHIIRE T ARV, FHEDERKICEL
T 2R0F, 3EAR, 4B, BEATR. 6. 8RATR. 10LLF, 120, 1484
T 16RATR, 18LUF. 20BAF. 22BAF, 24LLF, 26LLF. 28LATF, F721330
LUFTHYRES,

—REICSWT, AFERIZ, EEFCEBZEUORIRTFRERETEH
FERET D, IORBZBEICEWVT. AFKBIX, BEIREINLEREFC
HFESUCRYRTF NERET 2 HEEIRTT 2, IHLLZF/EICHEVNT
. AR, FRRESURYRTF NOBEBEELRET 2 HE%RET 5,
WS DOADRAEICEWT, RYRTFRERMETHZ, WOIOREIIS
WT, RYRTF RIEFcREI VNV ETH D, FEDBKRICBWT, £h
SMAHEIE. FBFcBIBICD ALK EETI DD T I/ BREZEATZIREZSD
s REDERICBWVWT., ThoDHEIFE. (1) FFCBEBEESORYRTFR
EIRMIDIR. BLT (i) MFBEICPRLLEBIDOT I/ BUELZE
ATRIREEST, REOEKRICEWT, TRHOFZEIE, IHIC (iii) B
HFBIBESURYRTF ROKEEZRANET 2TRESATVWTH LWL, X
MREIDFCHEZITBEE. ZAORA—DRYRTF REICE >TERINTWS
o RRFCHRIFICN T 27 X /BWEIR. HFCHEFOZARADRY RTF REDL
TN —FICBAINTHELIVWL, ZRKDRYRTF REOBHICEAIN
TH LW,

BIOBKICEWT, BEEFEEASURYRTF REELET A%, (i)

HFCBEBEESORYRTFRE2I—-RT2—ULOBBEIRET TR (i
1) HERBOFRFCRITEZ 1— R 2WBUCD R EHIDDOEEEEAT S
TR, (iii) (D THEREINERBZEIMRICEATSIIR. 8LT (iv)
BEFCEBEZSUCRIRTFROARIRT ZLDICGTD)ICEROMBEES

i
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TH5IREZL, FEORBKICBWT, RIEOAZEIE. IHIC (v) (iv) I
EEOBEFMBEEEYN SEEFCEESTRY RTF FEEINT 2 TE%
BATWTE LWL,

[0105] REDCEFRICHWVWT. (i) TEHINAEKBIE—ULEORI Y — (FIZE
CRERTH—LE) ILEFNTWVWTH L,

[0106] WL DHODERICEWT, ARESEHEICBEVWTHAWLNS T I /BBER
. FROERFABEICEENE LTI /VBREOHHISHBIRINZERDE
—DHE. B—OREDHEAEDLE., FLERIEHROBEAEDLEREL Y
BRI N 3,

[0107] FcfElgid, RV vREDTOFT7—EEZHWT, 961, Igh2, IgG3. IgG
AT/ O—FTINIAEREERIFNTEL LRI, TRTA4 VAL LIKK
ELE7302aVvEBERETAIEICE>T, BTHLY, FOFT7—
Fid. ENHERMAEZBILTE. FhIZE > TFabB L TF(ab’ ) 248, pHAR
EDBRRIGEEEBEICEET S &ICL > THIRMRKRXTEEINRD
RY., FICREINT, fle LTRTIUBL®/UIM UBRETNI S,

[0108] ARBAOEEFEREZSTRIYRTF NE, EROBEFEUNICEH, H
ERMAB TRMOMDAEICL > THREINTH LV, NFMEEICEEHD
BSHEICE > TEEINAEEFCEBEECRYRTF RE, ARBICE
FNd,

[0109] —REHRICBEWT. ARBFOEERFRELZZORIRTFREI—-RT 5,
BEEXNAZREBAREIND, TOL D BHERIL. BEEFCEROE—DRY
RTIFREBUCTI/BEINBSLIV/ FLEIEZOR)RTFREELT I
JBEEIEZ I —RLTHLL, ILRZBRICEVWT, TOLDLBBES
CIDELFEBRORI S — (BIAE. RIS —) BRHEINDG, IH4Q
DERICBVWT, CO&)ABBEZSUETIMEN/MMEHING, COLOA
BRRDI1DTIE, BXEMAEIZ. (1) EEFCEEOE-—DRYRTFREETT

2/ BBEINSIVEEFCEBOE—DRI)RTIF RESLT7 I /BES %D

— R BREBBESORI I —. Fid, (2) BEFCEHEOE—DRYRTF
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[0110]

[0111]

[0112]

[0113]

FEEB8OUT7I/BEINZI—-— NI IBBESVE— DRI S — S EEFCR
DEZDRIYRTFREECTI/BENEI—-RII2HBEEVCE_ON
759 —%E0 (B2, WEGEHRINTWS) . —RBHRICBVWT, BEHME
iE. ERETHD BIZIE. Fr4 =Z—XNLRY—5p% (CHO) #ARE) /-
&) /OB (B ZIE, YO, NSO, Sp2/0%HRE) ., —RERRICHWT. RY
RTF ROFERIFEREZHGET T, AEPBOZEFCEREEUCRYRTFR
10— RT2BE2ECEFMELEET S L. BLTERT, H&ERY
RTF REBEME (@B EHEEESET) MOEIRT 2280,
AFPEOEEFBEEEORYRTF REEET 2 HENRBIND,
AFPOEEFBFHEEOR)RTF ROMAMABEEDHIT, LR
JRTFREI—RNTH2RBEEBEL, I5AZ7O0—VIBLV Fi
EEEHMERTORBOLOIC. 1DFLIFERORII—ICEATZ, ZO
& BREEIZ. ROFIBZRAWTERICERFES L VEIREINSG LS D
(B2 L. MADFcHER%E I— R 2 BETFICHENICHEAT DI ENTE
)XV LAFRTIO—-TE2HVNSEIET) &
AFPEOEEFEEHEEORIRTFREI-RTZRI9—D/O0—=
VU EEFRRIHECE MBI, ERMREIZLIIERMREEZST,
ERZEMICNA. BBOMATLIEIRERE NOT ) AR =V %
DMAEDFCEIBOEEZH /5T, 7)) aAVIIERED TE MEl IhTw
PRESLVEBROKEST. RREFLEBEEREOEKEOMEMIZ.
AFPOEERFEEEEORIRTFREI-RTIRI S —OFERY A
—Z VT FELEIERBEECH D, Gerngross, Nat. Biotech. 22: 1409-1414
(2004) &LV Li et al., Nat. Biotech, 24: 210-215 (2006) #ZHEED
Es

ZHEEY) (BEHENS LOEHEY) ICHEKRTZE0EFL, JUO
Y IE S NIHADF BB D RIBO /O ICFEREEMIETH D, EEHE
YRR DBIL. EYS L CRERMIEEZEE., BERMEREE OES. BICSpodopt
era frugiperdaffifB O EERIRICAVONZ. BMELONNF 2OV 1L Rk
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[0114]

[0115]

[0116]

[0117]

PREINTWS,

EPHEEEDND,. BETELTAHBTLZIENTED, P, KRERHF
%5, 959, 1775, £56, 040,4985, $56,420,5485, #7,125,978%5, £ L U'EH6
47,8295 % BRD &,

BBV IBITE LTERTES, HIA, AR TIEEYT %
LD ICER I N HA BRI, BRTHS D, ERLHEIEDE M
RAME DM DBIIE, SVAOTR EER S iz HILBCVIR (C0S-7) ; & MRIRMEE
#k (Graham et al., J. Gen Virol. 36: 59 (1977) AR EIZEEHEH D293F /=142
93MARE) ; F/NLRY—BHIRE (BHK) ; o X)L b JHARE (Mather, Biol.
Reprod. 23: 243-251 (1980) 7 &ICECEDTMAKERE) ; HHLEHMAE (CV1) ;
77V AXI NI EME (VERO-76) ; & M FEREMEMAE (HELA) ; 1 X B
#EAZ (MDCK) ; Buffalodr 5w MATHERE (BRL 3A) ; & hAiffiRE (W138) ; &
FrHAAE (Hep G2) ; ¥ AZL&E (MMT 060562) ; TRIfHRE (5 2 (£, Mather et
al., Annals N.Y. Acad. Sci. 383: 44-68 (1982) (ZE2#) ; MRCHHARE ; &
U, FSMERERETH D, thDERLHIEYE TMBEKIE. DHFR-CHOKEAR

(Urlaub et al., Proc. Natl. Acad. Sci. USA 77: 4216 (1980)) =S F
YA Z—XNLRH—IBR (CHO) HRE ; &L TY0, NSO, &L USp2/07ED
FRHEMREKRE 2T,

ABMECREINIZEEFCHEEZAESL LX) —=ZV T3 5EH
T, HBEIWNETOMEMS L K IXMEERNEE. TEREDERNEEZBESH
ICT2EMT, AIAMEICEEHOREEZILIELEERMIEF TRAMOE~Z D
RMEZEZAWTH LW,

EEFAEREECRYRTF RO, 1D FELIFEROFRT 7 I Y —2X N
—ICH T HBEEMERET BHODREEDL. AIAMSICHRHINTWS
 HEWREEERMABICEVWTANONTWS, TOL D BREEAEEE.
UFICRESThAWS, RETSXEVHBT v 4, BlELIRvEVR
EERESZTATytA4 (ALPHA) X5 )—=>J ELISA, HLUENE
M HAREERI (FACS) 22 A =% (Lazar et al., Proc. Natl. Acad. Sci.
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[0118]

[0119]

USA (2006) 103(11): 4005-4010) ,

—REBRRICBWT, BEEFBREZEURYRTFROFRT 73 1) =X V/N—
LT 2EEEEE. KA SSXEVHBT7Z Yy A 2BVWTHET 22 &M
TED, BIZE. RHNOFESLVEE B2 E7074 VA 774 oL
. FaFA VNG TOFA V6 FWAHERE. oK. RRRTF K,
MRS VNRIVERE) ZRVWTEYY—Fy 7 EICEELCZ LRI L
ERFEREZSUCRIRTF MIIH LT, o9& L THk4 AFcREEEER
T2, HBWE, FeREEVH—F v T EICEEL F/2I3HIR L T, £&Fc
BBESURIYRTFREoE LTERALTE LV, ZOL D AHEEE
ADHER. BEOEYH—JSLDERIN. TNLEPMTEIEICED
T, UHRBEOMBEEL KD) BEEHT B ENTE S, F/. FeREDIE
BEERICHTZRIEEBTO, EvH—JZLIC8F2LYFr2a=vy b R
U) [EDE (T74bhb, FROBEER) 2. EEFCHEREZSETRYRTF RO
WEEFCRICH T 2 EETBMUDOEBIEET52&HTED, IbIL, EEFHEE%E
EURIVRTF RV —F vy T EICEREFLIEEIRINZF1&ETO
BV =TS LICBITBRIEDE (ThALE, BEEFCREEZEZELRYRT
F RO#EEE) TRIZOFROBEEELMRE L TRONLREE (TabS5,
BRFEREZZUCRIRTF NOENMEH/Y OFCROBEEE) £R/ETEED
BIZEELTH L,

AEMECTREINZIEZFEEEZECRIRTF ROoVThE, HEN
BIEEICBWTERINTELL,

—REICEWVWT. EERELTOERDLHD, BEFCEHEZSURY R
TFRAIREIND, ISRZFEICHEVT, BEEDERRICBTRERDL
HD, BEEFHEBESURYRTFIRIMEHRING, FEORBKICEWT,
SBEAEICETRERADOLOD. BEFCREZZORYRTF RIMEHEI N
%, REDEKRICBWT, AEHRIZ. BBEET2ERKEBETDHETH
ST, YHEFRICERFBEEAEOCRIRTF ROBEMELES T 2TE%E
BUAERICBTZERDOEOD, BEFCEFEEZEORIRTF RERHT S
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[0120]

[0121]

[0122]

o TOFIBEHRDIDICEWT, A&, HEHERHRICHRL EEHETDDEDN
SBEBEIDEMEEARSTRIRE, ILIKEL, ISAZEBRICBVT, K
FBIE. MBEOBEILBIT2FERDALHD,. BEFCREIBESTRIRTFR
ZIRMT S, FREORKICBEWT, FFERE, EFRICBVWTHREZEEY S
FETH>T. MEELEET 2-OICLFEKRICERFGEEESURIRY
FROBWEEZRETIIREECHELSTZEADLOD, EEFCHEE
EEURIYRTF NEZRHTT 2, LEBBROEREDOEDICL S TEF] &,
FEICIEE N TH B,

WS ODDEBRICEWT, BEREMESETHZ, BFEFICEVNTIE,
BE., BEEHEENEEL TEAEAQY., TNONERE LR > TESEBENSE
WMEN3, T, EAROESHEBICIE. ZLDOBE. )V UKL EDRE
HMREMNEELTEY. Thot TEEEBO—BEZEBXL TWDE, —REKk
ICHEWT. HIEANDEBEIZADCCIEME. CDCEM., F /2 IZADCPSEMEIC &L W AR S
na,

ILARZFEICEVT, ARPRIEXELGOHEILITARICE T 2L EFC
HHEBORYRTFROEAZRMT 2, —BRICBWT, EXRIE. E
BOBEDLEDODDEDTHB, ILRDZERICEVWT, EXRIF. EELHA
BIDHETH>T, BREEETIERIEXZROENEERET IR
EURERICHBITBERADLZDODEDTHD, DL BEHFDIDIZEWVT,
FiEldE, BHREFRICODBEHEIDDEBIVAEFIOBENEEIRS T 2ITREE.
ILILED, ILRBIEBHRICBVWT, EXERIE. HRROBEEDLDOODEDT
Hd, ILBBERICEVWT, EXERIE. BRICBVWTHREZEET 25E
TH>T, MEEZEET 2LDICEFKERICERROENELILS TSI
HEEUCHERICBITBEROLODOEDTH S, LEBKROEEDEDICLDS
[MEE] &, E b TH>THLL,

ILABZ/EICEVT, AERAIRREELZEERTD2HEEZRHT S, — Bk
ICBWT, FER, Z20L5REREET 2EKICERFCEFEEZETRI R
TFROBNEEKETZIREEL, TOL DI BERDOIDICEWT, A&
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[0123]

[0124]

[0125]

i, BEEERICDBLEBIDDEBINAERIOBNELZIREST2IREEZ. 5
BT, LREBHROARDEDIZES MERE] &, ENTH>TE LW,

IS5AREICEVWT. ARPIEFRICEWTHREEZGEE T 2H0DHE
HIRMT 5, —BERICBWT, FiEIE. MIEBEEET 5OICBRICEEFC
BREEUCRIRTFROBHEEZRETI2IREZSL, —BRICBWT,
[MEE] 1. & bTH D,

ILRZP/EICEVNT, AFRPIX. ARMETRHEINIZEEFCRHEZS
CRYRTF FEED, EFNEF (EEEXRY) 2RHT 2, —BRICS
WT. RIEEOEZHEE (EXERY) 1. ISICEZNICHRINDBRF
EEQ, —RBRICBVWT, ARERIR. BEOEBERICBIT2EROLHDES
MEF (EZMERY) 2RET 2, —BRICBWT, AFEBRIL. MiE0OESE
ICHITBEADLOORFNEF (EXMRA) 2RIET 5, BIOBRKICS
WT, EFNER (EEMERY) 3. APBHECTRHINIEEFCERES
CRYRTFRE, DRCEHTODEBIVAERE 25T,

K

(EHEFI 1) Foy RNDIEERES 1B L 7 Fe IR E AR DIESR

INFTICHEESET 7 74 —H#EETdH HADCCH £ CADCP % 1BIR T BF
CREMIFHEINTWE D, CHEFRZNRICIY Y =7 Y VT LERER
P, BEHBRTICL > THESNAET A—RFFKIEVWTNEFcYRADESE X
SICIER T ZRMATHRI N TV, F7/W02013002362, W02014104165(C 528
INTWS, CHEEEINIERIICT V=T ) v VI niiZE&kiE, SfICT
VIZT ) U TENTFIBIEHNE R E LB L TKRE (Fcy RNDIFERED 1EIA
INTWED, BRIPWEORMAH -7, EFEMICIE. W02013002362, W02
014104165(C 588 X 1L T W\ B FcRIBIAZE (AKn125/H1076 (ARBRHAIE + T DESFR
: ART1) (&, FcyRIIIa~nDIE SRR IBRINTWS D, FcyRIIanDiF
BEEA TGO S LB L THE LMEBI N TH 5T, EVACPEM A RT 728
ICIEXILRDBENNETHZ EEZ NIz, F£7/=Kn120/HL068 (AKERHIEH
TOBRF : ART2) [&FcyRIIa, FcyRIIIamAADREEMNIERINTS Y, AD
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[0126]

CC. ADCPHICRAVVEMMNHAIRI N B A, IHIEIDFc Y RIIbADIEEEE S IHE
INTHY., BRI T V9 —BEEEZRET 27O DIBETH BA/LEED)
TVWEWHIFBI Do, DFEYBFORETIE., REEEMNATOT 74
WTHD, TLYBREMEFcyRIIaps L UFcyRIIIaICHEES L. A2 HI&ITY
FcyRIIbADIBE DA SN HTAEWERM ] IZERINTWREL, 2T
AEATEILRIMAEDEREZRT L. ChLDFEZRRT 2EN
=787 74 OFcBIBRERDIERIRET I N,

LEB R & 72 B EEE DF RIS EFISRD & D IR I h e, F3W020141
04165(CSBEINT WS b MEpiregulinic T 2 EHAT LA &, b MgGTD
EHERMBEERS & 28T 2MAEHERTFH240-61d (BEIIES : 1) HMFHR
INhi, GIdIERATE Mg DOEHEBHRIHE TN SCRImDLys & Gly %R
ELBLSTH S, H240-G1dDCH3TEIHKICH L TATOZEb %2 RET 278
DUZ TH HKnobs-into-holest¥Z (Nat. Biotechnol., 1998, 16, 677) #%
BAL., CH2EEIHICH L TIERFRICFc Y RANDIESIEBRELEZEATSEIET
. LEESH R & A BFctBIB B AARTI & L UART2AMERL X /=, W02013002362
. W02014104165(CB&E M. FcyRIIIa~DEAS I BRI NAFBEEHNERTH
ZARTUHE, IO & S ICHEEIS N, H240-G1dDCH24E1HICx L TFc ¥ RAD
BEERWMETH D, L234Y/L2350/G236W/S239M/H268D/D270E/S298A% & A L
. CH3%EIZIC R L TY349C/T366WA E AT 3 & & TH240-Kn125 (ERFIHES : 2)
PMERII N/, F/2H240-G1dDCH20EE IC % L TD270E/K326D,/A330M/K334E %
BA L. CH34EEICx L TD356C/T366S/L368A/YA07VAE A Y 2 & & TH240-HL
076 (ECHIES : 3) MEBI XN/, H240-Kn125&H240-HL076, & LUk RE
pirequliniADBREHTH BL73-k0 (BEFES :4) OEBEGETEETZ SR
IRERBEBL. YRV avRICLY e MNRIEBHIRRERExpi 293% (I
nvitrogen) |CEA L7/, 4ARIEEINAELEHN S, rProtein A Sepharose™

Fast Flow (Amersham Biosciences) # W T HEEZENNDAETERT S
Z & T, kb bEpireguliniCx 9 ZFctiZE ik (H240-Kn125/L73-k0//H240-H10
76/L73-k0: #HIABRFFEGL-ART1) AEohi, DHXNEFTZAWVWT. BEIN
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[0127]

[0128]

F-RER D280 nnTORAEENUE I N, BONIZRIEMED SPACEEIC
SYBEINLERAFEHRZAVWTHREINMEAORENSELE I ML (Prote
in Science (1995) 4, 2411-2423)

E#EIC, W02013002362, W02014104165(CE3& X TN BFcyRIlad & UFc
YRIIIaDWH IS T DA D IER X N /-FciBiiNZE A T4 HEGL-ART2 (H240
-Kn120/L73-k0//H240-H1068/L73-k0) A EE I Nz, FT/FcyRADIELIEMS
WZET#H 56236A, S239D, A330L, I332E% B/ 2HAE bt TCH24EIH IC R
ICBAT BT &T. BFEOFcy REEAIEMMITIAEGL-SDALIE (H240-Kn032/L73-k
0//H240-H1032/L73-k0) . EGL-GASDIE (H240-Kn@37/L73-k0//H240-H1036/L73
-k0) . EGL-GASDALIE (H240-GASDALIE/L73-k0) AS{EBIXhi=, ThSICMZ
T. FcyRIIIalcxd ¢ 2#EE %1889 % (Glycobiol. Vol17 nol pp. 104-118
(2000) 2 &) EHMEDH S 7 7 A IILEHAREGL-afucosy L& LhER XSS & LT
B L7z, HARBALOEADI7OA—ZA NSV RAR—Y —BEFOREN
ABHICIHEI SN TWAHIIETIE7O—RA NS Y RAR—49 —DOHEEEHNPEE X
nz, COMBEEAVWSIETTII—ABRELENEEBD I EHNTRET
H3 (W02006/067913%) , ZF/-beta 1, 4-N-acetylglucosaminyltransferaz
e III&Golgi alpha-mannosidae IIA&A4IRIRINDMMBE CIAEELEIH
THET7I—ADNRELENGEERSD &N ATEETH S (Biotechnol, Bioeng.
(2006) 93 (5), 851-861) , TN SHYUHEENIMDAEIC L YEGL-afucosyl (
H240-G1d/L73-k glycomab) A{EEX N 7=,

INODOBFOFIBEHNERLY EBNREFREERT 2720, RIUIE
I N TV BT/ Fc4BIR N AART3, ART4, ART5, ART6. ART8, ART10. AR
T, ARTIZAMERIS Nc, TN ODWEKRIE, —FHDEHICL234F, L2350, G
236W, S239M, H268D, D270E, S298AAS. & 5 —HMDESHICD270E, S298A, K32
6D, K3UENHBE L TEAINTHY., COAT ERDZIEFHHELEICH LT
ILICFcYRNDFEEEZELIEIREEZEAGDLETEAT S & THEEX
hi-, BFEMICIE, L234F/L235Q0/G236W/S239M/H268D/D270E/S298AAYE A X
= A DEEICH L TX 5ICK326D, A330M, I332EMEAMNKRS I N/, F7=D270
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[0129]

E/S298A/K326D/K334EA B A X M= HDEEICH LTI 51T, G236A, I332E, I3
32D, A3MDEALRETIN/z, I HDFcyRESIBEHZEICNA T,
ART4, ART5, ART6. ART8, ART10, ART11., ART12(DW4HICiE. W02013118858iC
REINTVEIHEDORESZH LI E2WETH HT250V, T07TPHAEA X
N,

(R1) FEINFBEEREFEBAINLHE
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[0130]

[0131]

(EfEHI 2] FeRBIgtNE A DFc ¥y RN SR

Fcy ROMIBES K X 1 > (EW02014104165(CRE D HE TR I iz, ERLX
nieiifkE& b My REDEEERBAENTIEBIacore 8K+t AW T TDHIET
EEIN, V= TNy 7 7—ITI1E50 nM Na-Phosphate, 150 mM NaCl,
0.05% Tween20 (pH 7.4) AV SN, B5CTRENEEI N, EVH—F
w i, Series S SA (GE Healthcare) (Cxf LCaptureSelect Human Fab-k
appa Kinetics Biotin Conjugate (Thermo Fisher Scientific) AEE(LX
nieFy 7HRAVWLRE, 2OFy FICH L TCENORENF v TFv—3
N Sv=v IRy 77 —THRUEEFCYRVEEERIE SN, Fyv 7
1£10 mM Glycine-HCL (pH 1.5)ZFAWVWTHEIh, BYRLIAGKEF v IF
v— L TCAENThN, BHAEDFcYRICH T 2ERREELRKD (mol/L) &, Bi
acore Insight Evaluation SoftwareZ A\, Fcy RIIbICW d 2 2Bt E#ILSt
eady state affinity model. ZDMDFcyRICHN T 2R ELUL1:1 Langmui
r binding modelZ#FAWTEH I N (R2) ,

(R2) EEHINLBRERKREE FrecyREDIEERE
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[0132]

[0133]

[0134]

FKHAD [Gld&hFcyRsDKDICH § BHEMME] &IE. G1dDRFcyRICH T 5K
DiEAZBIMAEDEFcYRICH T ZKETEI>ETHY . EMEHLCIIIH LT
ENLIFIEBINTWEDINZRTIETH S, £ TA/ILL] &R MAEDFcy
RIIbICX Y 2KD% &Fcy RANDKDTEI > /fETH Y. #IHIEFc Yy RADIEEIC
Xt L CGEMERFCy RANDBEEDN ENLZITBIRMICBEI N TVWE DN ERTIET
HB5

AFEBICH WV THYESI X 1L/-ART3, ART4, ART5, ART6, ART8, ART10, ART11
. ART1I2[ZWd N EFcyRIIIaF, FecyRIIIaVICH L TGId&L Y BRI TW
oo TNOOBERKIE. WHHICHEDSBAINLBEEOFcYRIBEIAETH S
GASDALIE, SDALIE, GASDIE# & UrAfucosylififk&tb#k L THFcyRIIIaF, Fc
YRIII&VOME G DFcy RICH L TL YIBRI T\, FH/ART4 (2519, 91%)
. ART6 (986.7f%) . ART8 (1966.7fF) . ART10 (1289.2f%) . ART12 (577.5
f&) 1. W02014104165/C5CE, X T LN BART2 (459, 6f%) & EhEk L TFeyRIII
AFADIFEEHIERIN T WA, I 5ITART4, ART8, ART10iE., ART2L Y H£Fcy
RIIIaFAD#EESA TR UWVARTT (1170.21F) &LbE L TH. FeyRIIIaFADHES
PRI N T W, BRRICFcyRIIIaVICEA L TH. ART4 (462, 2f%) . ART6 (
321.9f=) . ART8 (694.94=) . ART10 (565.5(Z) I&. ART2 (214.6f%) & Lb#k
LTLYBEHIIERINTH Y., ART4, ARTS, ARTIQIXART! (322,8f%) & it
BLTHISICHEIERIN TV, ARTOIXARTT & BFRE DFcyRIIIaVA
DIBETH > 7,

ART3 (32,14Z) . ART4 (6.3f%) . ARTS (33.9%) . ART6 (118.04Z) . ART
8 (15.01%) . ART10 (2.7f%F) . ART11 (4.9f%) . ARTI2 (3.1£%) IFWVWdIhD
Gld& LEE L TFey RITaHICK L TR I NTH Y. FFICART3, ART5, ART6, A
RT8IZW02014104165(C 508 X 11T U B CH24BIE % JE R FAICNZE L /=Fc v RIIat¥
RRIATHBART2 (14.718) SHERLTHISHITHEBINT WL, I HITART
3. ART5, ART6IZEEZDXFFICHENEBA I hizFc v RITaiEiEHT{A T 45 % GASD
IE (16.4f5) &HBRULTHLYRIEBRINTSY. WThOBREORER
&Y HEWADCPSEMZRT &I NS, FeyRIIaRNDIEEICDWTIE
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. ART3 (13.74%) . ART4 (3.2f%) . ARTS (10.45) . ART6 (24.14%) . ART8
(13.2f%) . ART10 (1.5f%) . ART11 (1.3f5) EW\WThE6IdE LB L TigA
INTWED, ThoDOBEFE LB L TBEFEDOHRERTH SG6ASDIE (24,7
f&) &ART2 (49.0f5) OAMNLYKRELLIBRAINT W, LHALARSHIZ
TERIARZE, EMEFcYRICHT 2BRETH S, IHEDOLEZS4H—T
& BFcyRIIbiE, JEMEFcyRE TN RMICHRERIGZHIHE T 2R 7+
WEZERTDI DD, BHEFcYRIMALDY I FILERETZ I EHNFEX
hd, EEEICFcyRIIbE /v 7D b LT D RICEWTIETUEDOTESM
BATET DI ENREINTWS (Nature Medicine 2000, 6, 443-436)

o TV RIGH TS AOMEBRBMRODEWN &SEMEFcyREHNFEIEFC YR
KX BEEDOLER (A/IEL) EOBICITEENEREINTWLWS (Science 20
05, 310, 1510-1512) , > TCLYBWIT T V9 —HKEBERET H/DIC
&, FcyRIIbADBEMERI N DD, FEHEFcYRNDBEEMBEI NN
EHRBRETHDEEZOND, LHLANS, FeyRIIaRIEFcyRIIb& DEFY
HRMEABWADIGERMEAZNE T EAH L, ERICChETICRSE
INTVWIREFEIEBNBREEZBELTWS EIFEVEL, ARRBICEW
THAIER I N/ WZERARTIO (A/ILE6.6) . ART11 (A/IEE11.5) . ARTI2
(A/1E612.8) . ART4 (A/IEb22.5) . ART8 (A/IEL28.1) . ART6 (A/ILt42.4
) « ART5 (A/Itt49.9) . ART3 (A/IEb52.4) (EW§'hE, FcyRIIaRDA/ILL
ICEA L TGId (A/ILE6.1) LY BENTHY., TOHTHARTA, ARTS, ARTE,

ART5, ART3|ZART2 (A/IEb13.0) & & UNGASDIE (A/ILL18.6) LY EBhTW
BT ENTRINS, EHICFcyYRIIaHOA/ILLICEIL T, ART10 (A/IFE17.3)

. ART8 (A/1Eb47.2) . ART12 (A/IEb60.3) . ARTI1 (A/ILL63.3) . ART4 (A/
ILK65.2) . ART3 (A/IEL180.7) . ART5 (A/IEL240.1) . ART6 (A/IEL307.0)

1&G1d (A/IE8.9) &LEBRLTENTH Y. ZOHRTHARTS, ARTI2, ARTII,

ART4, ART3, ART5, ART6I%, ART2 (A/Ikb5.8) *>GASDIE (A/ILL18.2) &Ltk
LT&LYBNIAILLER LI, LEDERMN S, ART4, ART8, ART3, ART5,

ART6IE, BEFF(DFcyRIIaRICN T ZiEiainiA L Y L BNIA/ILLZHB T SH5F
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[0135]

[0136]

[0137]

T#HhdEERD, £/-ART3, ART5, ART6IE. EEfZ(DFcyRIIaHICH § 2 1Ei&H
HEYEBNIEEEEAILLEETIRRTHDIEER D,

FcyRIIIaFDA/ILLTld. ART3 (A/ILE396.1) . ARTS (A/IEE398.8) . ARTI
1 (A/IE6694.1) . ART6 (A/ILL975.5) . ART8 (A/It12350.3) . ART10 (A/I
1£3159.9) . ART12 (A/I}t4309.9) . ART4 (A/1k£9943.2) &4 YW h G
d (A/ILE3.4) &Y HEBNRTW, ZTOHTEHARTAIN02014104165(CBH I ©
TWaAFcyRIITa4SF EMIBRNE A TH DARTT (A/1E64947.2) LY EENA
JItb &R U7, B#EICFcYRIIIAVODA/ILL TIZART3 (A/1££2003.7) . ARTS (A
/1162064.8) . ART6 (A/IE2625.7) . ART11 (A/IFL3974.6) . ART8 (A/Itt6
852.0) . ART12 (A/IE£9721.0) . ART10 (A/ILL11436.1) . ART4 (A/ILL1504
7.3) ERY, WIFNEGId (A/ILE28.1) P EIFEDE®RNZE AAfucosyl (A/]
££298.1) &LEE L TENTW, ZDOH TEHARTAEARTI0IEW020141041651C
EHINTWAFeyRIIIaB EMIERNE A TH HARTT (A/IL611261.3) &£ Y
LBNIA/ILbETR U, U EDRERH SARTAEFc yRIIIaF, FcyRIIIaVODM
FICBEL T, BEOERIEARTILY E I SICBNARAREEA/ILLEET S
NAETHBEEZ 5,

(EREH 3] HEINT/-FciBIE A HE 9 241{&DADCC reporter bioassayil &
% &

(3-1) b pEpirequlinZIFHAAT (Hepal-6/hEREG) DYEH

< U AFFEEMRHepal-6HAREIFATCCRE L W BB A I . & MEREG (hEREG) Efm
FEMNSIVR7z72avIlE>TEAL, EERRT 270V ABIRS
N7z, hEREGE(mTFIdZeocinil TEIRI N5, Hepal-6 /hEREGHARZIL10%FBS (
SIGMAttEY) . 400 wg/mL Zeocinkx 5 D-MEM(high glucose)iZ#h (SIGMA%tE
&) ICTHIRBR I N,

(3-2) ADCC Reporter BioassaylC & 2 EEAfh

In vitro ADCCEHMAIE (CIdhFc ¥y RIIIaV ADCC Reporter Bioassay, Effect
or cells, Propagation Model (Promega) AAFHWSHN/=, 384 I TSL—
DD TIVIC, FBHITE Y5X105/mLITRE % A% L /- Hepal-6/hEREGHIRE %
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S—47y MERBE LTI0 uld 2 Sh, HEiCidAssay Buffer (96% RPM
I, 4% FBS)AMERIN, RICEBRAI TERINMAS L UREENTRE L
Tk MgGADET %= FE ¢ DEGL-G4d (EHEFIES : 28, BHEIES : 4)
BENTN, RRRENM wg/iLhSRL10TI R EMRS &£ D ICassay buffe
rCHRMINAEI0 ulilZAS5h, RRICT T 74 —MlEaKe L THEMIC
& Y3X108/mLICEASL X N fzhFc vy RIIIaV FIRJurkatfliEA'10 wlilZ Sh.
BET30 ulEd LDITREINLE. 5) COM > Fa1R—F—RICTIICT
—BRBEIN, TORTL—MIEBRTISOBHEIN. &V T )LICBio-Glo
reagentH*30 wlLd DX SN/, Bio-Glo reagentiZiZBio-glo Luciferase
Assay System(Buffer and Substrate) MEE XN/, FOEEY TILOFNL
F7L—KM) =5 —TRIEI N,

[0138] BV IIDRENXOEZRERTZNT TIOFEALDIETE > {EAFold indu
ction& U, BHMADANCEFHET B1EFE Iz, BONALBRIEIRNICR
Ihtc, EBRIAEODEC 50(EIFIMP 11.2.1 (SAS Institute Inc.) ICTEH
Ih, RIITR-INT,

[0139] (3) BUEFcEET BHADNFcyRIIIaVEN L LR—4 —BEFH
EEM DECS0ME
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[0141]
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TUARBEFR EC50/E (pg/mL)
EGL-G1d 4.63E-02
EGL-ART1 7.16E-04
EGL-ART?2 1.35E-03
EGL-ART3 1.53E-03
EGL-ART4 7.89E-04
EGL-ART5 1.67E-03
EGL-ART6 1.50E-03
EGL-ARTS 1.07E-03
EGL-ART10 1.07E-04
EGL-ART11 4.13E-04
EGL-ART12 3.04E-04
EGL-GASDALIE 2.08E-03
EGL-SDALIE 1.78E-03
EGL-GASDIE 3.70E-03
EGL-G4d N/A
EGL-afucosyl 5.16E-03

CORBRMOSEFERINREFcE BT 2{ADHepal-6/hEREGHARZ I X
TB5LR—S—BEFHFEEER. FEROE Mg EBBEIFICLLE L TH
NFHEEETZIENTINE, FLERIOERIS. IhSOHEFIFL
FTNECHEEAERFICTI YV ZT YV J LGP, BHEHEREICL > TE
HNET7 A—AMAEICHR LT, JYRKRETEEEZR L, SEERS
N/=REAED S BART3, ART4, ARTH, ART6, ART8., ART10, ART11, ART12{ZAR
B UL THEABEUTORETEEEZB TS &N R™IN, TOAMNT
HART4, ART10. ART11, ARTI2{%. ART24L Y £ X 5(ChFcy RIIIaVADEEH
EBINARTIEERLTH, JYRBETEEZTR L,

(EMef 4] REIN/FctRIE%EE T SHADADCP Reporter Bioassayil &
% &

In vitro ADCPSEMERIZEICIZhFc ¥y RIIaH ADCP Reporter Bioassay, Core Ki
t (Promega) ZF\W e, 384V T TL—hDED TIVIC, RIS LY I1X108/
mLICIRE SRS U /= Hepal-6/hEREGHERE % 4 — 4" MiREE L T10 wlg D40
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Z bt HEHIC IZAssay Buffer (96% RPMI, 4% FBS)AMER S N/z, JRICESE
PNTHEREInETREN TN Eh, RKIRED0, 0.001, 0.01, 0.1, 1, 10
ug/mL& 7% & 5 ilassay buffer THIRINAERI0 ulilA Sh. |REICT
7749 —#MEAERE LTH Y MIEDHFeyRIIaH FIRJurkat#ifgs"10
wlinz 5h. G530 ulE R EDITEEINLE, 5% C0f v Far—%
—ICTITCTORERIEREB X N/, hFcyRIIaH FIFJurkatflAEidZ OHIAERE
BENI.68X10°/mMLTHoTce ZTOERTL— MNIERTISHBEIN. &V
JLICBio-Glo reagenth%30 wlLd DINZ B5N/z, Bio-Glo reagentiZiZBio-glo
Luciferase Assay System(Buffer and Substrate) MERA I/, FDHEZ
DINDEXITL—M)—F—TREI N, BT I DORIADEETE
RABMD TV OFEHADIETE|>/={E%Fold induction& L. Fin{ADADCP %
MY 2IEIEE Ik, BONBERIEIR2IIIINE, FABRIEDEC 50
fEILJIMP 11.2,1 (SAS Institute Inc.) ICTEHIN, RUITRINT,
[0142] (R4) BHNEFcEET BAEDMFcyRIIaHAN LI L R—49 —EBEFH

BiEMEDECS0(E

FUARSHR EC50/E (pg/mL)
EGL-G1d N/A
EGL-ART1 3.53E-02
EGL-ART?2 2.18E-02
EGL-ART3 1.58E-02
EGL-ART4 4.32E-02
EGL-ART5 2.45E-02
EGL-ART6 1.92E-02
EGL-ARTS 1.71E-02
EGL-ART10 4.19E-02
EGL-ART11 3.67E-02
EGL-ART12 8.50E-02
EGL-GASDALIE 3.24E-02
EGL-SDALIE N/A
EGL-GASDIE 1.49E-02
EGL-G4d N/A
EGL-afucosyl N/A
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[0143]

[0144]

[0145]

[0146]

CDRRISSEER I N/HEFcEE T D HiADHepal-6/hEREGHEAR I &
TE5LR—9—BETFHEEEFMIE. BEEOE NG EEBIRICLLE L T
NRFEEEBT D ENRIN, TLERIOFERHN S, CHZEH ZNFHICT
VIZTI) VT UEBEGY, BEEREICL > TESThE Y -tk E
B LTI YERETERATRT I ENARINA, ILHICSEERI MR
Z5{AM > BART2, ART3, ART5, ART6, ART8IZART1 & LbE L Tk YIKRE TIE
MEBTDBIENRIN, ETORTHART, ART6, ART8IE. hFcyRIIaHIC
WL TISICHEEMBRINIART2ELEBR L THIYERETEREEZRLE

(EMEFI5) B RFcyR NS YRV T Zv IO R ERAVEERESMER
BETNICHITDRE I NFREEET 2MEORERENR O
(5-1) HAREHE
SEHEHI3-1TYEEL X N /=Hepal-6/hEREGHARE % 10%FBS (SIGMA) . 400 wg/mL
ZeocinZSED-MEM(high glucose)$&ih (SIGMA) (C THERFMA I N,
(5-2) ARESHBIEY Y ZET I OEH
EMAERICIEE FFcyRINS YAV T =y 27 R (Proc Natl Acad Sci U
S A, 2012 Apr 17; 109(16): 6181-6186.) AW LN/, 16 BSDEH~< Y

ACHBROESERZA EIESZENTHRT 7 OMIE (aGM1, WAKO) Y10
0 ul/head TREREARZE I/, aGMIIZ5 3 H, KT ICHepal-6/hEREGHARE &
matrigel (CORNING) A%1:1TREINAMIEARA. HEEEE L TIX107 cel
IsBEI . BHEESOFEBEOEHENE L F300 nm3H 5500 mm3 (4> s
TETFTIVERILE LT,

BIEEROFEBIIUTORICTER L,
EREAB=REXERXER/2

(5-3) HE5EHIOREAR

AFEA TR I NEGL-ART6IZEFEF2DA/ILEDIER & & CERFEHFIS. 40D
LR—4 —BEFHFEETHEOEINL, REBVWNESEEI REFIN,

% T T. Hepal-6/hEREGHIFERZIEE T ILA~DZEEFIE LTk, EEH1&FE
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[0147]

[0148]

[0149]

[0150]

[0151]

—DFFETREI NAHhEREGT >~ b O— LK (EGL-G1d) # & UFcyRESR
HIE L /=Fca B9 BHhEREGHT{A (EGL-afucosyl, EGL-ART6) A*ZFh Fhi
mg/mLiC %23 & S (CHis buffer (150 mM NaCl, 20 mM His-HCLl buffer pH6.0)
ZAWTHEEIN,

(5-4) MEEMSRUEICEL TORFIRS

#iB%7H BICEGL-G1d, EGL-afucosyl, EGL-ART6AY10 mg/kgll#rd & S IC
EeiRL YirE5EI N,
MEESRAUEICER L TOREFLEICE T 55l ZRICT L,

(52 5) Hepal-6/hEREG #ARAFSHEE T /L TOHEZEMRAE
1E¥ 3 RE B5Z% | &&5H

5 His buffer - E&#ik | BiER 78
EGL-G1d 10 mg/kg

2 5
3 5 EGL-afucosyl 10 mg/kg
4 5 EGL-ART6 10 mg/kg

(5-5) HEZERR DM

MEBEMRICOVWTIE, (5-2) IR L ERICTER LESEAR T
i L 7=,

TGI (tumor growth inhibition) {EICDWTIZ. U TFOSERLYVEHL
fes
T6I= (1— CRIERICEITSEE T 5HOBBEAROIEEE - RERSRIO
R COREFROFEHEE) +~ CAERICSIT Scontro BEBEAROIIEE
— RSO R TOEREEFROTEIE) ) X100

f&R. EGL-afucosyl. EGL-ART6MDFc v REEESIEMMIAIEIINIT & 110 mg/
kgD ST, HE5ERIIHBE TTCI=80LA LDER%Z R L/, —F T, A b0
— LA TH BECL-GIdIXTGCI=31Tdh >/ (B3) , TDI&MH, KFEHRT
ESL X N /-EGL-ART6IL, EGL-afucosylicX L. £ERICH T2 HEEURD
HfFEYIERING &R INE,

(EfEHI6) REINFBEEEZE T 2AEDC1qIC N T 2 B TE T
NADOCCEEIITMEBEIRICES T2 VWO HBENHZ—FT (Nat, Imm
unol., 2017, 18, 889) . infusion-related reactionlZft3R Xt BCDCIEM:
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[0152]

[0153]

[0154]

HEOEMVERAZ5IZRI T &EAMSNTWS (J. Immunol, 2008, 180, 22
94-22984 & U'Br. J. Haematol. 2001, 115, 807-811) ., %t > TADCCIEME A
DCPEMZIB8 L MR EEREZRR T 2HBETHoTH, BHERILE ST
COCEMDRELBIRTEZZENMFE LY, HEEFcE OBEERIZCIqIC
LoTHNIND, Cla&FcOBEFRAZETLIREICL D & (Science, 2
018, 359, 794-797& & UMolecular Immunology 2012, 51, 66-72) . Fc4REis
LEDFcyRECIqOEEEREALIT—MEEL TWVWE EEZILNE, ThbHdD
XEMICEWT, FckDORI T avm>5, EUF /N Vv F329%E8, 330%H
. BBEORENCIqEDOEBEEBICEETHY . TOMICHEUFV /N Y
J268FEP210EH. 2BFHDOEEHClqE DEEBICES L TWB ERES
nTWa, InbLDORIY aVvBLTEOREMLEKREI. AFEBETFcyRANDHE
BEEBET DEOHICHEINTWBEAMATHSE &N D, FRINFciEE
BREERIECIaNDIFEHIBRPD 2 WIHBIN TV 2 HREEIE L. MAEER
MOBEIFICH W TCDCEMAFIETE 2RI H D, T THERINIFIE
HREAFEDCIgNDREETMAERS iz,

EHEFI S L CEREFISTHERI NZiE Mepiregulinf AN ELISAICE I 1
foo FT1-ROICRIBufferNEEARINE, MERELTE M1gH v/ E
(hClq) AWV LNT,

(6) kb MClg ELISAIC{ERA I N /-buffer DR
Ny T 7 — il
Blocking/dilution buffer: | TBS, 0.1% Tween20, 0.5%BSA, 1x Block ace powder
Wash Buffer PBST, pH7.4
Stop Buffer 0.5 mol/L sulfuric acid

IZ CHIC. 96well maxisorpFL— b (Thermo fisher) A%30, 10, 3. 1. 0
.3, 0.1, 0.03 wg/mLICPBSTIRMINAZRMAEZE50 ulDBFKRICTAC
T—MEd—bIhi, HETL—bDOED LA Wash bufferiT THEI N,
TL— bABEELTWAVWRTAELI RN E. HEZY /LA Blocking/dilu
tion Buffer 200 wLICCTEBET2EU ET Oy >IN/, Blocking/di
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[0155]

lution BufferHhEhNn/=%> = )LIZ. Blocking/dilution Buffer ©3 wg/mL
DEBEICRD LD ICESE X N/=hClg (Calbiochem) M50 wulAMNzx Shi=
o BMETL—MAEETIRBEHEBET S EICL ST, ige&Y T VICEE
THEMAEICHEES I /=, Wash BufferiC THREIN/1%IC. Blocking/dilut
ion Bufferil & » THIRI N/ZHRPIEEIhCladiiA (AbDSerotec) A& Tl
IC60 wlRmMmIh, FL— MABEEREBICTS v F a2 X— I N, Wash B
uffer(CTHEEHE. TMB singled/R (Invitrogen) ARMI N, &V )L
DBEBRDFEBRIGHStop BufferDHRMIC L YIELEI NR, 450 nmd & V69
OnmDIRHEIC L > THEREMNMAUEI N, &P, Buffer& L TIEFK6EICE
BOMM Z 2O BufferMERAIN, AEINLERZHIS L TRSGICRL
720

BlAE L OBISICREINS LD IC, FHEIN/ZWEARD > B, ART3, ARTS, A
RTIDCIg~DFEEREIFGIdE Y HFRI N T W, F/cAfucosyl$ L TFARTS
IXG1d & BAREDRARETH o7/c, F/ARTI, ART2, ART4A, ART6, ART10, ART
12, GASDALIE, SDALIE, GASDIEIXCIqADEAENGIdL Y HERBI N TV,
INSDOATHARTI, ART2, ART4, ART6, ART12, GASDALIE, SDALIE, GASDIE
DClg~DHEEREIE. B MgGADEFI ZFDGAdE BREICE TR/ INTW
= B MIgGAECDCEMAIZE A ERFZRVWEINTWS LD (J. Immunol.
Methods 2005, 306, 151-160) . G4dE EREICE TCIgADIBEIFEITIN
TWBINSDHERIE, [gdEMRICCICEEZIFEAERBIRWVWEEZE I LN
%, INLDOCIINDFEEDNKRIBITER I NIZRNERICHBYT 27 I/ BHRE
E LT, Ala330~DHEH B W E11e3R2ADHENEIFEND, TN S5D%E
=, $5ICALa330idClas OHEAERICEWIHBO CTEERMBETHDIH. &
DEAADHEZEANCIqE DIFEEERBICEBLIEZ EDNERI N, —F
T, GIdE LB L TClg~DFEEHIER I L TULV/ART3, ART5, ART11(33304L
RIRMADHENBAINTESLT, Cla~DFEEE LT EEINTWVSS
298ATHZE 2326 i ~DNRZ (Science, 2018, 359, 794-797) DRICL > T
EEMBEINLEDEEZIOND,
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[0156]

[0157]

AR DO FERIZ. BAEGEBRZETSENDE &, OB L VTHIRZRBWVWT
FEHBICEEE LA ABRMIEICE T 2EE S L UHIRIE. AFEBOHEZR
ET2HDEERINDIARETIFAV, KBEHETSIBALAETRTORHFX
BB L UREXHORTIE. ZORFICHE> T, SRICKYBRRIICAHH
HMEICHAANLN S,

EEX DR AT

ABETROFEBPICELY. LVYRGEMEFcyRIIad L UFecyRIIIaICHES L.
A DOHIEIEFC Y RIIbADIEE NN SNFCBENEREZSTRYRTF R
PIREINS, ZTOLDAARFETDORY RXTF RIL, HUWADCC/ADCPE M % 7~
L. mEEEEZ (B2, REEERBOBES L/ LLETFH. FEOHA

SERBLV/FIE T F) KBWTERTH S,
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[55KIA1]

[553K1R2]

[553KIR3]

[55K1R4]

[E53KIR5]

[E53KIR6]

ﬂll
l\zllz

D&
FFCRBEICBWT T I /BB ELZSUEEFCRIFZEU R RTF
RTdh>T. BFBIHEAZADRY RTF REICE > TERI N, D
DEEFCHEIEN. UTOMNBILSITZT7I/BREESE., RURS
F K
(i) FFCBEBDE—DRYRTF RIZHIT S, EUF N U JTERS
h5IE234, 235, 236, 239, 268, 270, &L V298, S
(i1) FFCBBOE_DORI)RTF NICHIT S, EUFVN) VT TR
INBDAE270, 298, 326, $ L U334,

BEFCEIBN,. ISICHFCEBOE—DR) RTF RICHIT S, EU
FTUNY VT TRINBABI6ICHEITZT7I/BRAEES. BN
B1ICEREHOR)RTF R,

BEFCEIBN,. ISICHFCEBOE_DOR) RTF RICHIT S, EU
FTUNY VT TRINBABL6ICHEITZT7I/BRAEESH. BN
H1FLE2ICBBORI)RTF R,

FFCRBEICBWT T I /BB ELZSUEEFCRIFZEU R RTF
RTH> T, HMFEEIAZADRYRTF REICL > TERI O, H
DEEFCHEIEN. UTOMNBILSITZT7I/BREESE., RURS
F K
(i) FFCBEBDE—DRYRTF RIZHIT S, EUF N U JTERS
N5 {E234, 235, 236, 239, 268, 270, 298, &L U326, ASUIC
(i1) FFCBBOE_DORI)RTF NICHIT S, EUFVN) VT TR
INBDAE236, 270, 298, 326, $ L V334,

BEFCEIBN,. ISICHFCEBOE—DR) RTF RICHIT S, EU
TN T TRINBABINICEITZT7I/ BREEST, BK
H1~4D0WTFNN—IRICEEEHDR) RTF R,

BEFCEIBN,. ISICHFCEBOE—DR) RTF RICHIT S, EU
TN TTRINBABIBICEITEZT7I/ BREEST, BK
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[553KIR7]

[53K1R8]

[553KIR9]

[55K1R10]

[55KIR11]

[55K1R12]

H1~5D0WTFNN—IRICEEEHDR) RTF R,

BEFCEIBN,. ISICHFCEBOE_DOR) RTF RICHIT S, EU
FUNY VT TRINBABIRICEITDT7I /BEREEEST. BK
H1~60DWIFNM—IRICEEEHDR) RTF R,

BEFCEIBN,. ISICHFCEBOE_DOR) RTF RICHIT S, EU
FUNY VT TRINBABINICHSITZ7I /BEREEEST. BK
H1~70WTFhM—IRICEEEHDOR) RTF R,

FFCRBEICBWT T I /BB ELZSUEEFCRIFZEU R RTF
RTH->T. FFEBNZADRY RTF REICL > THERIh, H
DEEFCHEIEN. UTOMNBILSITZT7I/BREESE., RURS
F K
(i) FFBEHOFE—DRYRTF RICHBIF B, BUFVR) VT TRE
N 3E234, 235, 236, 239, 268, 270, 298, 330, HL U332, A
5T
(i1) FFCBBOE_DORI)RTF NICHIT S, EUFVN) VT TR
INBAIE236, 270, 298, 326, 330, 332, &L UV'334,

BEFCEIED, I SICHFCBIBOE—DRY RTF RIZHIT 5. EU
FUNY VT TRINBAB0S LVNNICHITET I/ BREES
. BRET~9D0WTNM—IRICEHDRY RTF K,

BEFCEIBN,. ISICHFCEBOE_DOR) RTF RICHIT S, EU
FUNY VT TRINBAB0S LVNNICHITET I/ BREES
. BRE1~100WTFhA—IBICEREDOR) RTF K,

LUTFICEEHDOT I /BREDHANLBIRINS DAL EHTIDDT
I/BREEED, BRET~110VWTIHA—BICEHORY RS
F K
(i) FFBEBODE—DRYRTF RILEIF2, EUFV ) VI Tk
INBAE234IH1F2Tyr, £ L < [dPhe, AIE235ICH1F 260, %
U< ETyr, (IEB236ICH51F 25 Trp, IE23IH T BMet, IE250/CH
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[55K1R13]

[55K1R14]

[553KIR15]

(7 2Val, (IB268ICH 1T DAsp, (IE270ICH 1 B6lu, (IB298ICH T
ZAla, HIB307ICH S BPro. [UE326ICH (T BAsp. IE3INICH T
Met, IE332ICHFBG6lu, ARSI

(i1) FFCBBOE_DORI)RTF NICHIT S, EUFVN) VT TR
INBAB236ICH T BAla, RIB250ICHIF BVal, KIB270ICHB1F 36
lu, GIE298IC &1 BAla, GIE3QTICH T BPro. RIE3261C351T BAsp
. IE330ICH T BMet, £ L < IElys, RIE3I32ICH T BAsp, LK<
I2Glu, RIE334ICH T BGLu,

HFCHEIBICLER T, ZEFCSEIBICE W T, FeyRIa, FcyRIIa, Fc
YRIIb, FcyRIIIanHRZBEHLYBRINZ DR EE—DDFcy
SREICHT IEEEENMEELTWD, BRE1~1200WTFhh
—IBICEHDORY RTF K,

FFCSBIEICIER T, BEFCEBICHEVW T, EHEFcy TRE S INH
BFcy SREEOBOBRENE ELTWS, EXREBE1~1300WT
NHA—IBICEHOR) RTF R,

BEFCEBEZSUCRIRTF RIMETHS, BXE1~1400
TN —IBICEEHDOR) RTF K,
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[E41]
—-G1d  —ART1 ——ART2 -~ART3 ~~ART4 ~-ARTS5 ~-~ART6 —ARTS
==ART1 O %ART1 1 ~#-ART12 -~ GASDALIE =~ SDALIE ~+GASDIE ~~G4d -~ afucosyl

SDAUE |
=2 GASDALIE

s« GASDIE
\ ”‘Mafucosyl

~’f,mnﬁ*“ART5

200

LUC FOLD
o

—
o
<

1E 10 1E 09 1E 08 00000001 0.000001 000001 0.0001 0.001 0.01 01 1 10
KRR E (ug/mL)
[Bg2]

~G1d  -=-ART1 —ART2 —ART3 -~ART4 --ARTS —ART6 —ARTS
—ART10 WART11 *‘*ART12 - GASDALIE mwSDALIE w««GASDIE -—-G4d  -~—afucosyl

- ARTS
—<GASDIE

——GASDALIE

[6)]
(]

N
[

w
(e

LUC FOLD

—_ N
o O

— |  G1d,64d,
0 AR s SRS - = *afucosyl, SDALIE,
0.0001 0.001 0.01 0.1 1 10

iRRE (ug/mL)
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[Eg3]
2500
-
£ 2000
..._E___. —s—yvehicle (His buffer)
ﬁgﬁ_ 1500 -=--EGL-G1d 10mpk
ﬁ 1000 -4 EGL-afucosyl 10mpk
{0§ — -EGL-ART6 10mpk
@ 500
0
1 4 22
-500
EE#iERAEA)
[Eg4] .
--G1
4.00
-+ ART4
3.50
ART5
300 - ART6
g )50 / ~ART8
$ 200 P ART3 =« ART12
o
g 1.50 ~+G4d
Q100 ~ART2
0.1 1
-0.50

PulFi=E (ug/mL)

~+-GASDIE
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[BE5]

4.00.

350 +G1d

300 ~o- GASDALIE
E250 —Gad
S,
o 200 — afucosyl
B 1,50
57
g afucosyl , ~~ART1
g 1.00 _~~G1d

w""f el
050 7" ARTi0.. AR
000 MMART; = ART11

1 10
g o -+ SDALIE
0.50° REE (ug/mL)
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