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=1
R 7 TR Y B SN R R

TAT 7 U

251-256

Leu Tyr lle Thr Arg Glu (SEQ ID NO:90)

Leu Tyr Ile Ser Arg Thr (SEQ ID NO:91)

Leu Tyr Ile Ser Arg Ser (SEQ ID NO:92)

Lew Tyr He Ser Arg Arg (SEQ ID NO:93)

Ley Tyr lle Ser Arg Gin (SEQ ID NO:94)

Leu Trp Tle Ser Arg Thr (SEQ ID NO:95)

Leu Tyr Ue Ser Leu GIn (SEQ ID NO:96)

Leu Phe Ile Ser Arg Asp (SEQ ID NO:97)

Leu Phe le Ser Arg Thr (SEQ ID NO:98)

Leu Phe Te Ser Arg Arg (SEQ ID NO:99)

Leu Phe e Thr Gly Ala (SEQ ID NO:100)

Leu Ser Ile Ser Arg Glu (SEQ ID NO:101)

Arg Thr lle Ser Hle Ser (SEQ ID NO:102)

308-314

Thr Pro His Ser Asp Tip Leu (SEQ ID NO:103)

Ile Pro His Glu Asp Trp Leu (SEQ ID NO:104)

385-389

Arg Thr Arg Glu Pro (SEQ ID NQO:105)

Asp Pro Pro Glu Ser (SEQ ID NO:106)

Ser Asp Pro Glu Pre (SEQ ID NO:107)

Thr Ser His Glu Asn (SEQ ID NO:108)

Ser Lys Ser Glu Asn (SEQ ID NO:109)

His Arg Ser Glu Asn (SEQ ID NO:110)

Lys Ile Arg Glu Asn (SEQ ID NO:111)
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eI R

Gly Ile Thr Glu Ser (SEQ ID NO:112)

Ser Met Ala Glu Pro (SEQ ID NO:113)

428-436

Met His Glu Ala Leu Arg Tyr His His (SEQ ID NO:114)

Met His Glu Ala Leu His Phe His His (SEQ ID NO:115)

Met His Glu Ala Leu Lys Phe His His (SEQ ID NO:116)

Met His Glu Ala Leu Ser Tyr His Arg (SEQ ID NO:117)

Thr His Glu Ala Leu His Tyr His Thr (SEQ ID NO:118)
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Met His Glu Ala Leu His Tyr His Tyr (SEQ ID NO:119)
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FATSY— Pl YN
251-256 Leu Tvr Ile Thr Arg Glu (F2#:52 90)

Leu Tyr [le Ser Arg Thr (BiHIEE 91)

Leu Tyr lle Ser Arg Ser (BF)5HE 92)

Lew Tyr lle Ser drg Arg (EFEE 93)
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Leu Tyr Ile Ser Arg Gin (fil %% 5 94)

Leu Tep fle Ser Arg Thr (B3| %+ 95)

Leu Tyr lle Ser Leu Gin (B1%% = 96)

Leu Phe Ile Ser Arg Asp (B2F1E = 907)

Leu Phe Ile Ser Arg Thr (Fi7|% 2 98)

Leu Phe Ile Ser Arg Arg (FZ71125 2 99)

Leu Phe lle Thr Gly Ala (f15]%& 2 100)

Leu Ser Ile Ser Arg Glu (Fgz|% = 101)

Arg Thrlle Ser Ile Ser (Fl%& 5 102)

Thr Pro His Ser Asp Trp Leu (4% 103)

Ile Pro His Glu Asp Trp Leu (F2%|% = 104)

Arg Thr Arg Glu Pro (F2%3& 2 105)

Asp Pro Pro Glu Ser (B51& 5 106)

Ser Asp Pro Glu Pro (B2#1& 5 107)

Thr Ser His Glu Asn (BZH|FH B 108)

Ser Lys Ser Glu Asn (fig 3% 109)

His Arg Ser Glu Asn (B2 F[E 2 110)

Lys Ite Arg Glu Asn (B?%I1%E S 111)

Gly e Thr Glu Ser (Bl5|ZE = 112)

Ser Met Ala Glu Pro (B2FI&E S 113)

428-436

Met His Glu Ala Leu Arg Tyr His His (B2 5% 2 114)

Met His Glu Ala Leu His Phe His His (F25]E& 2 115)

Met His Glu Ala Leu Lys Phe His His (52%1:% 2 116)

Met His Glu Ala Leu Ser Tyr His Arg (B2#%ZE 117)

Thr His Glu Ala Leu His Tyr His Thr (F2%]% 2 118)

Met His Glu Ala Leu His Tyr His Tyr (@F%E% 119)
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R R E S A AG(nM) TRREE R AAG
Fc/¥ 17 X FeRn | (keal/ENV} | Fe/E b FeRn | (kcal/EL)
(nM) (mM)
i S 269+ 1 2527 % 117
I253A NB NA NB NA
M252Y/S254T/T256E 27x6 1.4 225+ 10 1.4
M252W 30+ 1 1.3 408 & 24 1.1
M252Y 41 =7 [.1 332+ 37 0.9
M252Y/T256Q 398 1.1 560+ 102 0.9
M252F/T256D 5249 1.0 33+ 170 0.6
V308T/L309P/Q311S 153 423 0.3 1964 + 84 0.1
G385D/Q386P/MN389S 187+ 10 0.2 2164 £331 0.1
G385R/Q386T/P38TR/N3EIP | 147 =24 0.4 1620 + 61 3
H433K/N434F/Y436H 14+2 1.8 399 + 47 1.1
N434F/Y436H 9+1 2.0 493+ 7 1.0

Y74 =7 4 —BIER RO LD BlAcore TiTo7, BEOESITEN IC Lisi o= (Kahat &, 1991, Fik
DXHR) . BRTRAXN—ELOBEIHFERDAGC LERBORIEDAG EOFEL LTHE LR (A AG= AGHA
Bl—AGERM), NB: BE&4AL, NA:ERARL,
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Glu Pro Lys Ser Cys Asp Lys Thr His Thr Cys Pro Pro Cys Ego Ala
1 5

His310,Gin311 I
(253 Asp Gly Val Glu Val His Asn Ala Lys Thr Lys Pro Arg Glu Glu GIn
65 70 75 80

His433,Asn434 ettt e A

145

Ser Leu Ser Leu Ser Pro Gly Lys
225 230



ooooao

Met Gly Val Pro Arg Pro Gln Pro Trp Ala Leu Gly Leu Leu Leu Phe
1 5 10 15

Leu Leu Pro Gly Ser Leu Gly Ala Glu Ser His Leu Ser Leu Leu Tyr
20 25 30
His Leu Thr Ala Val Ser Ser Pro Ala Pro Gly Thr Pro Ala Phe Trp
45

35
Val Ser Gly Trp Leu Gly Pro Gln Gln Tyr Leu Ser Tyr Asn Ser Leu
50 55 60

Arg Gly Glu Ala Glu Pro Cys Gly Ala Trp Val Trp Glu Asn Gln Val

65 70 75 80

Ser Trp Tyr Trp Glu Lys Glu Thr Thr Asp Leu Arg Ile Lys Glu Lys
85 90

95
Leu Phe Leu Glu Ala Phe Lys Ala Leu Gly Gly Lys Gly Pro Tyr Thr
100 105 110
Leu @In Gly Leu Leu Gly Cys Glu Leu Gly Pro Asp Asn Thr Ser Val
115 120 125

Pro Thr Ala Lys Phe Ala Leu Asn Gly Glu Glu Phe Met Asn Phe Asp
130 135 140

Leu Lys GIn Gly Thr Trp Gly Gly Asp Trp Pro Glu Ala Leu Ala Ile

145 50 155 160

Ser Gln Arg Trp GIn GIn GIn Asp Lys Ala Ala Asn Lys Glu Leu Thr

165 170

Phe Leu Leu Phe Ser Cys Pro His Arg Leu Arg Glu His Leu Glu Arg
180 185 190
Gly Arg Gly Asn Leu Glu Trp Lys Glu Pro Pro Ser Met Atg Leu Lys
195 200 205
Ala Arg Pro Ser Ser Pro Gly Phe Ser Val Leu Thr Cys Ser Ala Phe
210 21 20

5
Ser Phe Tyr Pro Pro Glu Leu GIn Leu Arg Phe Leu Arg Asn Gly Leu
225 230 235 240
Ala Ala Gly Thr Gly Gin Gly Asp Phe Gly Pro Asn Ser Asp Gly Ser
245 250 255

Phe His Ala Ser Ser Ser Leu Thr Val Lys Ser Gly Asp Glu His His
260 265 270

Tyr Cys Cys Ile Val Gin His Ala Gly Leu Ala Gin Pro Leu Arg Val
275 280 285
Glu Leu Glu Ser Pro Ala Lys Ser Ser Val Leu Val Val Gly Ile Val
290 295 300
Ile Gly Val Leu Leu Leu Thr Ala Ala Ala Val Gly Gly Ala Leu Leu
305 310 315 320
Trp Arg Arg Met Arg Ser Gly Leu Pro Ala Pro Trp Ile Ser Leu Arg
325 330 335
Gly Asp Asp Thr Gly Val Leu Leu Pro Thr Pro Gly Glu Ala GIn Asp
340 345 350
Ala Asp Leu Lys Asp Val Asn Val Ile Pro Ala Thr Ala
355 360 365

A

oggoao

Glu Pro Lys Ser Cys Asp Lys Thr His Thr‘ Cys Pro Pro Cys Pro Ala
1

30

50

50

80

95

100 105 110

115

130

145 150 155 160

180

Ser Leu Ser Leu Ser Pro Gly Lys
225 230
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ooono
Met Gly Met Pro Leu Pro Trp Ala Leu Ser Leu Leu Leu Val Leu Leu
1 5 10
Pro GIn Thr Trp Gly Ser Glu Thr Arg Pro Pro Leu Met Tyr His Leu
20 25 30
Thr Ala Val Ser Asn Pro Ser Thr Gly Leu Pro Ser Phe Trp Ala Thr
35 40 45
Gly Trp Leu Gly Pro GIn G]n Tyr Leu Thr Tyr Asn Ser Leu Arg Gin
50 60
Glu Ala Asp Pro Cys Gly AIa Trp Val Trp Glu Asn GIn Val Ser Trp
65 75 80
Tyr Trp Glu Lys Glu Thr Thr Asp Leu Lys Ser Lys Glu Gin Leu Phe
85 90 95
Leu Glu Ala Leu Lys Thr Leu Glu Lys Ile Leu Asn Gly Thr Tyr Thr
100 110
Leu Gln Gly Leu Leu Gly Cys Glu Leu Ala Ser Asp Asn Ser Ser Val
120 125
Pro Thr Ala Val Phe Ala Leu Asn Gly Glu GIu Phe Met Lys Phe Asn
130 135 140
Pro Arg Ile Gly Asn Trp Thr Gly Glu Trp Pro Glu Thr Glu Ile Val
145 150
Ala Asn Leu Trp Met Lys GIn Pro Asp Ala A1a Arg Lys Glu Ser Glu
165 170 175
Phe Leu Leu Asn Ser Cys Pro Glu Arg Leu Leu Gly His Leu Glu Arg
190
Gly Arg Arg Asn Leu Glu Trp Lys Glu Pro Pro Ser Met Arg Leu Lys
195 200
Ala Arg Pro Gly Asn Ser Gly Ser Ser Val Leu Thr Cys Ala Ala Phe
210 215 220
Ser Phe Tyr Pro Pro Glu Leu Lys Phe Arg Phe Leu Arg Asn Gly Leu
225 230 235 240
Ala Ser Gly Ser Gly Asn Cys Ser Thr Gly Pro Asn Gly Asp Gly Ser
245 250 255
Phe His Ala Trp Ser Leu Leu Glu Val Lys Arg Gly Asp (25}3 His His
Tyr GIn Cys Gln Val Glu His Glu Gly Leu Ala Gin Pro Leu Thr Val
275 280 285
Asp Leu Asp Ser Ser Ala Ar‘g Ser Ser Val Pro Val Val Gly Ile Val
290 300
Leu Gly Leu Leu Leu Val Val val Ala Ile Ala Gly Gly Val Leu Leu
305 310 315 320
Trp Gly Arg Met Arg Ser Gly Leu Pro Ala Pro Trp Leu Ser Leu Ser
325 330 335
Gly Asp Asp Ser Gly Asp Leu Leu Pro Gly Gly Asn Leu Pro Pro Glu
340 345 351
Ala Glu Pro Gln Gly Ala Asn Ala Phe Pro Ala Thr Ser
355 360 365

B

ggao

AT

L (pH 7. 2)

DYyA

AN 8.
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251-256

u Tyr lle Thr 1u (SEQ 1D NO:90)

Leu Tyr Ile Ser Arg Thr (SEQ ID NO:91)

Leu Tyr Ile Ser Arg Ser (SEQ ID NO:92)

Leu Tyr Nle Ser Arg Arg (SEQ ID NO:93)

Lew Tyr Ile Ser Arg Gin (SEQ ID NO:94)

Leu Trp lle Ser Arg Thr (SEQ ID NO:95)

Leu Tyr Ile Ser Leu GIn (SEQ ID NO:96)

Leu Phe Ile Ser Arg Asp (SEQ ID NO:97)

Leu Phe Ile Ser Arg Thr (SEQ ID NO:98)

Leu Phe Tle Ser Arg Arg (SEQ ID NO:99)

Leu Phe lle Thr Gly Ala (SEQ ID NO:100)

Leu Ser Ite Ser Arg Glu (SEQ ID NO:101)

Arg Thr lle Ser Ile Ser (SEQ ID NO:102)

308-314

Thr Pro His Ser Asp Trp Leu (SEQ ID NO:103)

Xle Pro His Glu Asp Trp Leu (SEQ ID NO:104)

385-389

Arg Thr Arg Glu Pro (SEQ ID NO:105)

Asp Pro Pro Glu Ser (SEQ 1D NO:106)

Ser Asp Pro Glu Pre (SEQ ID NO:107)

Thr Ser His Glu Asn (SEQ ID NO:108)

Ser Lys Ser Glu Asn (SEQ ID NO:109)

His Arg Ser Glu Asn (SEQ ID NO:110)

Lys He Arg Glu Asn (SEQ ID NO:111)




