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VARIANT 
NAME 

KD FOR 
FcgRIa 
(moUL) 

KD FOR 
FcgRIIaR 

(mol/L) 

KDFOR 
FcgRIIaH 
{mol/L) 

KDFOR 
FcgRlIb 
(mot/L) 

KDFOR 
FcgRlllaV 

(mol/L) 

KD(naR)/ 
KP(Ub) 

KD(DaH)/ 
KD(llb) 

KO flaR] OF 
PARENT 

POLYPEPTOE F 
/PDfflaRJOF 

AlTtRED , 
POLYPS 

fi?37D/P?38D/H26SE/P271G 
F9fl3n/fi7.t7D/P?3BD,'H26Bi;/P271G/Y296D/A330R 
G237D/P23BD/H26BE/P271G/Y296D/A330R 
F73.in/fi?.17n/P23aD/H26BE/P271G/A330R 
F33:UWfi7.T7rc/P23flD/H268E/P271G/Y2S6P 
G237D/P238D/H268E/P271G/Y29SO 
E233D/f!737n/P238D/S267A/H268E/P27IG/A330R 
E233P/ft337n/P238P/V266L/S2B7A/H268E/P271G/A330R 
F?.t7n/ri7nn7p238D/S267A/H268E/E269D/P271G/A33QR 
E233P/G237D/PS3BP/S267G/H268E/P271G/A330R 
pmrwr.;'T7n/P238P/V2641/S267G/H268E/P271G/A330R 
E233D/r-?i7n/P238D/V266IVS267G/H266E/P271G/A330R 
E233D/G237D/P236D/S267G/H268E/E269D/P271G/A330R 
E233D/G237P/Pg38D/H268P/P271G/Y296DM330K/1332T 
g?33D/G237D/P238D/H268D/P271G/Y296D/K326D/A330R/l332T 
E233D/G237P/P238D/H26BP/P271G/Y296D/K326A/A330R/1332T 
E233P/C237P/Pg38P/S267A/H268E/P271G/Y2960/A330R/1332T 
G237P/P238D/S?67A/H268E/P271G/Y296D/A330R',I332T 
E?33P/G237D/Pg38P/S267A/H268E/P271G/A330R/1332T 
E233P/G237D7p?38DA>26«l/V266L/S2S7ft/H268£yP271G/A330R 
E233P/G237f5/Pt38P/V264l/H268E/P271 G/A330R 
F?.^p/n?.i7fVP238P/V266U,H26BE/P271G/A330R 
E233P/G237P/P?38P/H268E/E269P/P27tG/A330R 
E233D/G237P/P238P/V266L/H268E/E269P/P271G/A330R 
E233P/r.?^ri7p?36P/V264l/S267A/H268E/P271G/A330R 
P7.nn/r.;>T7n/p:>38D/V2641/V266L/S267A/H268E/P271G 
E233D/G237D/P238D/V266L/H268E/E269P/P271G 
E233D/G237P/P^38DA/2641/S267A/H268E/P27IG 
E233D/G237P/P33BD/V266L/S267A/H268E/P271G 
E233D/G237P/P-38P/S267A/H268E/E269P/P27IG 
E233P/G237P/P23aP/V264l/S267A/H268E/P271G/A330R/P396M 
E233P/G237D/Pg38P/V2641/S267A/H268E/P271G/Y296D/A330R 
F733n/fl?.t7n/P238P/V2641/S267A/H268E/P271G/Y296P/A330R/P396M 
G?37D/P2-iHn A/264I/S267A/H268E/P271G/A330R 
G237D/P238D/Ug64l/S267A/H268E/'P271G/Y296P/A330R 
P?.iaiVV?fi41/S367A/H26BE/P271G 
P?W>/V7fi4l/B367A/H26BE/P271G/Y29SD 
fi?37r>/P73fln/SI?67A/H266E/P271G/Y296P/A330R 
Q?37r>/P?3fln7sz67Q/H268E/P271G/Y296D/A330R 
F?.13r)/r,?37n/PZ38DA/264l/S267A/H26BE/P271G/Y296P 
E233D/G237D/P23BDA^264I/S267A/H26BE/P271G/A327G/A330R 
E233P/G237D/P23BP/V2641/S267A/H2SBS/P271G/A330R/P396L 
E333P/C237D/P238P/V2641/S267A/H268E/P271G/Y296P/A330R/P39SL 
G237D/P23807v264t/S267A/H26BE/P271G/Y296D 
G237D/P23BD/V2641/S267A/H26BE/P271G 
E233D/G237P/P23BD/V264I/S267A/H268E/P27IG/Y296D/A327G/A330R 
E2330/G237P/P238D/V264I/S267A/H268E/P271G/Y296P/A327G/A330R/P396M 
E233D/,G237P/P238D/V264l/S2S7A/H268E/P27lG/E272P 
E233P/G237P/Pg3aP/V264l/S267A/H268E/P27IG/E272P 
E233D/C237P/P238D/V264t/S267A/H2C8E/P271G/E272P/Y296P-,A330R 
F?^n/n?37D/PZ38P/V264t/S2C7A/H268E/P27tG/E272P/A330R 
E233P/G237D/P238PA/264I/S267A/H268E/P27IG/E272P/Y236D 
E233P/G237P/P238D/V264I/S267A/H268E/P271G/E272P/Y296P 
G237D/P238PAf2641/S267A/H268E/P271G/E272P/A330R~ 
f!??7r>/P?3SP/vi64l/S267A/H268E/P271G/E272P/Y296P/A330R 
E233P/G237D/P238D/V264l/S267G/H26BE/P271G/Y296D/A330R/f'396M 
E233P/rc™7O/P?38P/V264l/H268E/P27tG/Y296P/A330R/P39SN 
E233P/G237P/P238D/V264l/S267C/H268E/P271G/Y296P/A33gR/P39SL 
E233P/G237P/P238P/V264t/H268E/P27tG/Y296D/A330R/P3<lSL" 
"E"2'3'3P7G237'P/PZ38P/V264I/S267G/H268E/P271G/Y296D/«27G/A330R/P39'6M 
E"2330/G237P/PZ380/V264I/H268E/P27IG/Y296D/A327G/A330R/P396M 
b"237P>P238PA>2641/S267G/H268E/P27IG/A330R 
0277P/P238PA/?641/H268E/P271G/A330R~ 
G237D/P238PA>264i/S267G/H268E/P271G/E272P/Y<96D/A330R 
"G2'37P/P238P/v2641/H268E/P27IG/E272P/Y2960ift33QR" 
G237P/P238P/S267G/H268E/P271G/A330R 
n?37n/P73SP/v264l/S267C/H26BE/P271C/£2TgP/Y296D/A33nR~ 
G237P/P238P/vi64[/H268E/P27IG/E272D<yY256D/A335R~ 
E233D/G237P/P238D/V264I/S267A/H268E//271G/E272D/Y296D/A330R 
E2330/C237P/P238P/V2641/S267A/H268Bi'P271G/E272D/A330R 
G237P/P238P/v264t/S267A/H26BE/P27/lG/E272D/A33QR~ 
(j?37n/P73ADA'264l/S267A/H26BE/P>7lO/E272P/Y296P/A33QR 
G2370/P238P/V264[/S267G/H268E/P271G/Y296P/'A330R 
G237P/P238D/S767G/H268P/P271fS/Y296D/A330R 
G?37D/P?3flPA/264l/S267G/H268E/P271G/E272D/A330R 
P23BP/V264!/S?67A/H2BaE/P2/lG.'E272D/Y296D 
P238D/S267G/H76BE/P271G/^296D/A330R 
E233Q/n7^7n/P738P/H26BP^P27IG/E272D/Y296P/A330R 
G237P/P238P/H268P/P2VG/E272Q/Y29SD/A330R ' 
F9.tin/n7mrvp^38P/H«8E/P271G/E272P/Y296D/iA330R 

68E~Pf! 
38QTS: 
6jf/S2i 

f;M7H/P9aRIVHl68E/y271G/E2720/Y296D/A330R 
E233D/G237P/P?380fS267A/H268E/P271G/Y296D/A330R 
E233P/P23aP/V?6jf/S267A/H2S8S/P271G/Y296D 
E233D/P23aP/V?o4|/S267A/H268E/P271G 

Among the variants described in Table 8, IL6R-BP253/IL6R-L produced by adding 
knowpalterations that enhance FcyRIIb binding showed 277-fold and 529-fold enhanced binding 

5 activities to FcyRIIb and FcyRIIaR, respectively, compared to those of the IL6R-B3/IL6R-L 
imor to alteration. Furthermore, FcyRIa-binding activity of IL6R-BP253/IL6R-L was also 
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RELATIVE RELATIVE RELATIVE RELATIVE RELATIVE/ 

VARIANT NAME ALTERNATION 
BINDING BINDING BINDING BINDING BINDING 

VARIANT NAME ALTERNATION ACTIVITY ACT 11VTY ACTIVITY ACTIVITY ACTIVITY 
TO FcfiRIa TO FceREaR TO FceRM TO FcgRIIb TO FjfeRIIlaV 

1L.6R-G1 d/IL6R-L * 140 650 1670 62 / 3348 

IL6R-BF648/1L6R-L P23SD 100 100 100 100 
IL6R-2B253/IL6R-L E233D/P238D/V323M 155 288 207 15^ 126 
IL6R-2B261 /IL6R-L E233D/P238n/Y?96n 100 94 91 3t\ 5 87 
116R-BP0S2/IL6R-L E233D/P238D/A330K 74 126 106 /136 87 
IL6R-BP083/iL6R-L P23E D/Y296IV A330K 50 B7 91 / 122 107 
IL6R-BP0S4/I16R-L P236D/V323M/A330K 109 203 162 f 141 106 
IL6R-BP085/IL6R-L G237D/P238D/A330K 19 279 159^ 152 104 
IL6R-BP086/IL5R-L P235D/K32fiA/A?30K 72 155 1/6 137 123 
IL6R-BP087/ILQR-L L234Y/P230D/A33OK 33 163 /79 137 158 
[L6R-BP088/IL6R-L G237D/P238D/K326A/A330K 25 377 / 166 161 122 
IL6R-BP089/IL6R-L L234Y/P239D/K326A/AB30K 43 222 / 106 147 136 
II 6R-RP129/IL6R-L R>33n/P23RIVY296D/A330K 68 11W 98 138 95 
IL6R-BP130/IL6R-L E233D/P238D/V323M/A330K 104 27i 224 160 115 
IL6R-BP1 31 /1L6R-L E233D/G237D/P239D/A330K 33 364 253 160 118 
IL6R-BP132/1L6 R-L E233D/P238D/K326A/A330K 91 /l91 130 150 120 
II6R-BP133/1L6R-L E233D/L234Y/P238D/A330K 41 / 174 151 137 114 
I1.6R-BP1 43/1L6R-L I?34Y/P236D/K326A 86 / 238 143 133 114 
IL6R-BP144/IL6R-L G237D/P23BD/K326A 64/ 204 108 121 128 
IL6R-BP145/IL6R-L / 350 224 152 153 
IL6R-BP146/IL6R-L L234Y/G237D/P238D/K326A /50 445 203 156 180 
IL6R-BP147/IL6R-L L234Y/G237D/P238D/K326A/A330K / 24 650 582 177 209 
IL6R-BP148/1L6 R-L E233D/L234Y/G237D/P238D/K326A/A330K / 33 603 462 176 227 
IL6R-BP149/1L6 R-L E233D/L234Y/G237D/P238D/Y296D/K326A/A330K ' 29 539 401 173 166 
IL6R-BP150/JL6R-L L234Y/G237IVP238D/K326A/A330R / 30 757 770 183 204 
IL6R-BP151 /IL6R-L E?33D/L234Y/G237D/P238D/K326VA330R / 39 705 621 180 221 
IL6R-BP152/IL6 R-L E233D/L234Y/G237D/P238D/Y296D/K326A/A330R / 34 638 540 178 146 
ILfiR-f3P176/II.6R-I.. E>33rVP238D/K326D/A330K / 102 201 1 ?B 147 131 
IL6R-BP177/IL6R-L E233D/L234Y/GP37D/P238D/P271 G/K326D/A330K / 57 691 409 177 186 
IL6R-BP178/IL6R-L F233D/G237D/P2380/P271G/A330K / 51 653 259 179 110 
IL6R-BP179/IL6R-L G237D/P239D/P271G/K326A/A330K / 39 570 226 177 125 
II 6R-BP180/IL6R-L CT?37D/P23BD/P271G/A330K / 29 602 203 179 100 
IL6R-BR181 /IL6R-L E233D/P238D/P271G/K326A/A33DK / 1 CS 362 150 170 122 
IL6R-BP182/IL6R-L E233D/P238 D/P271G/Y296D/A330K / 95 413 139 173 120 
IL6R-BP183/IL6R-L E233D/L234Y/P238D/P271 (VK.1?SA/A330K / 83 423 191 164 113 
IL6R-BP184/IL6R-L E233D/P238D/P271G/A330K / 96 436 131 171 106 
I1.6R-BP185/IL6R-L F233D/L234Y/G2370/P238D/P271G/K3?fiVA330h/ 47 670 446 179 191 
IL6R-BP186/IL0R-L E233D/L234 Y/G2370/P238D/P27! G/Y296D/K320^/A33OK 43 614 368 175 143 
[L6R-BP187/IL6R-L L234Y/P239 D/P271G/K326A/A330K / 68 387 205 157 124 
IL6R-BP188/1L6R-L E33D/G237n/P?3RD/H?fiRD/P271 G/A330K / 74 636 234 179 121 
IL6R-BP189/IL6R-L G237D/P23BD/H268D/P271G/K326A/A330K' 56 557 183 177 141 
IL6R-BP190/1L6 R-L G237D/P23BD/H268D/P271G/A330K / 50 615 224 181 155 
IL6R-BP191 /IL6 R-L R?TI3rVP?3RrVH268D/P271 G/K326A/A3^0K 125 382 145 170 142 
IL6R-BP192/IL6R-L E233D/P236D/H268D/P271G/Y2S6D/X330K 109 406 122 172 116 
IL6R-BP193/IL6R-L E233D/P238(VH268D/P271 G/A330K/ 113 449 154 173 135 
IL6R-BP194/IL6R-L F2330/L234Y/G237D/P238D/H26&6/P271 G/K326A/A330K 69 672 395 178 249 
IL6R-BP195/IL6R-L E233D/L234Y/G237D/P238D/H2tf8D/P271 G/Y296D/K326A/A330K 68 661 344 181 221 
IL6R-BP196/IL6R-L I.234Y/P238D/H268D/P271 G/b626A/A330K 89 402 195 157 137 
IL6R-BP197/IL6R-L F?33P/I 234Y/G?37D/P238D/H268D/P271 G^fifilVK.'^firVA'WOK 71 642 294 179 206 
IL6R-BP198/IL6R-L E233D/L234Y/P236D/H26ft£)/P27l G/K326A/A330K 104 449 188 164 157 
IL6R-BP199/IL6R-L F?330/P238D/K3260/A32tlR 112 172 116 144 103 
IL6R-BP200/ILGR-L F3233D/L234Y/G237D/B^38D/P271 G/K320D/A330R 60 7f>4 517 188 164 
IL6R-BP201/1L6R-L E233D/G237D/P230Q/P271G/A330R 57 696 359 186 121 
IL6R-BP202/IL6R-L G237D/P238D/P271/6/K326A/A330R 43 615 285 185 108 
IL6R-BP203/IL6R-L G237D/P233D/P2/1G/A330R 35 637 255 185 86 
IL6R-BP204/IL6R-L P?33n/P?3RD/B^71 G/K326A/A330R 110 301 137 165 121 
IL6R-BP205/1L6R-L E233D/P238D/fc>271 G/Y296D/A330R 97 335 108 1 67 93 
IL6R-BP206/1L6R-L E233D/P23BI5/P271G/A330R 101 362 123 168 92 
IL6R-BP207/1L6R-L E233D/P23&IVA330R 74 103 103 124 97 
IL6R-8P208/1L6R-L E233D/Gd37D/P2380/H268D/P271 G/A330R 61 690 310 188 118 
IL6R-8P209/IL6R-L G237Q/P233D/H26BD/P271G/K326A/A330R 68 625 267 186 153 
IL6R-8P210/IL6R-L G23»6/P23Bn/H?fiRn/P?71 G/A330R 57 661 279 187 135 
IL6R-8P211 /JL6R-L E23SO/P238D/H268D/P271G/K326A/A330R 128 312 111 165 87 
IL6R-SP212/IL6R-L E^330/P238 D/H268D/P271G/Y296D/A330R 117 363 135 173 122 
II 6R-RP213/IL6R-L / E233D/P238fVI-e>fiRn/P271 G/A330R 118 382 123 169 100 
IL6R-BP2U/IL6R-L/ E233D/L234Y/G2370/P238D/Y2960/K32GD/A330K 36 498 285 174 165 

5 

/The results of measuring KD values of the variants shown in Table 25 for FcyRIa, 
FcyRflaR, FcyRIIaH, FcyRIIb, and FcyRIIIa type V by the method of Reference Example 2 are 
summarized in Table 26. In the table, "alteration" refers to the alteration introduced into IL6R-
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[Table 8] 

VARIANT 
llAMi 

ALTERATION 
KD FOR 
FcgRfa 
(mol(L) 

KDFOR 
FcgRIIaR 
(mol-'L) 

KDFOR 
FcgRllaH 
(mol/L) 

KD FOR 
FcgRllb 
(mol/L) 

KDFOR 
FcgRlllaV 

(molH.) 
KOUloRV 
KD:llb) 

KOUIaHV 
KDillb) 

•vDfbaiw 
PARENT 

l>(X!PO"Di 
/KO|U!lOf 

WTERfO 
ParPfFTOE 

onticF 
PAHPiT 

k-ctwLpnM 
IKCKSI) or 
A.TERE0 

*XVPEFJB£ 

Old 3.2E-1C 1 0E-06 6.7E-07 2.6E-0G 3.56-07 0.4 03 1.J 1.2 
B3 • 4.26-10 1.1E-0G 7.7E-07 3.5E-06 3.3E-07 0.3 02 1.0 1.0 
BP253 S7B7F-1378F 6.76-11 2.16-09 l^E-OG ME-08 3.6E-05 0.2 107.1 528 8 27G8 
BP262 n?.i7n/p?nftr)/H?fifiF/p?7iG 1.0E-08 2 0E-0G 4.5E-05 I.2E-07 5.6E-0S 17.0 3750 0.5 25 B 
8P264 P9iin/fwi7n/p?i»n'H7nBF/p?7in/y?96R/A33rR 7.4E-0S 3 56-01 2-8E-06 J.2E-0E 2.6E-05 28.3 227.6 32 252.0 
8P26S G2370/P?3BD/H268F/P77lG-'Y296D/A330R 2.3E-05 6.36-01 1.2E-05 I.5E-0S 9.6E-05 41 2 789.5 1.8 203.9 
8P266 E2330/G237D/'P?38D/'H'fiflE''P271G''A330R 1.46-Of 3 2E-07 l;l£-0S I.8E-08 • 4.0E-05 1B.0 021 5 3.4 175.1 
BP768 EZ33D/G237n.'P23Rr).-H?fifl£'P27IG.'Y236D 4.5E-09 1.86-06 2.1E-05 9.2E-08 2.8E-05 19.6 226 3 06 33.7 
BP269 G737n/P73RD/H2666/P271G'Y296D 1.4E-06 2.2E-06 1 7.2E-0S I.IE-07 : 1.46-04 19.6 637.2 0.5 27.4 
BP423 E2330-G737D/P238D/S9fi7A.,Hi,68e.'P271G/A330R 7.7E-IC 1 8E-07 2.0E-OG 5. IE-OS I.6E-05 34.2 390 6 6.3 605.5 
BP425 F733r>/r.?37D/P238DA'7nfiL'S2B7A/H26Se/P271G/A330R 4.1E-OS 2 2E-07 15E-05 9.1E-0S 4.2EHJ5 23.fi 1644.7 5.1 339.9 
BP426 E233D/G?37D/P238D/S'«7A--H26SE/E2690/P?71G''A330R 1 0E-0S I 6E-07 ' 4 9E-05 59E-OS 4.1E-05 27.6 8361 E 68 529.0 
BP428 E233D/G237D/P238D/S267G/H268E/P27IG/A330R 4.SE-0S 3 9E-07 4.2E-05 1.4E-OE 3.6E-05 28.0 3000.0 2.8 221.4 
BP429 E233D/G237D-'P238D/V2P4l.'S?67G/H26BE/P271G/A330R 6.2E-OS 17E-07 3.5E-06 5.4E-09 6JE-05 31 5 6481 6.5 S74.1 
BP430 E2330'G237D/P2380'V7fi«l-/S267G/H2G8E'P27lG.'A330R 1-7E-08 2 2E-07 1.1E-05 1.2EHJS 3 5E-05 18.5 909 1 49 256.2 
BP43I E233D/G237D/P?38[7/S?S7G.'H268E/'E269D/P271G''A330R 3.6E-09 4.1E-07 7.6E-06 1.2EH5S - 3.2E-05 34.6 6496 2.7 265.0 
BP433 E233D/G237D'P?38r5/H7fiBD'P271GA,2S6D/A330K/I332T 7.5E-1C 6.8E-07 7.3EHM 3.4E-08 2.6E-05 20.0 2160 1.6 91.7 
BP434 E233D/G?370/P?38rVH7fiflD/P27IG,'Y296D/K326D/A330R/l332T 5.5E-IC 3.4E-07 4.1E-06 1,2E—Ofl . 2.5E-05 27.2 333.3 3.3 252.0 
BP435 E233[>/G237l7/P73fin/H7RflD/P271G''Y29GD.'K326A/A330R'l332T 1.06*09 4.2E-07 3.4E-06 1.6E-08 2.26-05 27.1 217.9 2.6 1987 
BP436 F?33n/fi?37rVP?3Rn/S7frJA/H268E/P27fG/Y296D/A330R/]33?T 2.66-10 2.2E-07 2.18-00 51E-09 : 1.36-05 43.8 4110 4.9 606.7 
BP437 G237D/P?3Rn/S2f>7A/H7firtE/P271G/Y296D/A330R/l33?T 7.SE-10 2.2E-07 I.4S-06 5.9E-0S 1.16-05 37.7 236.5 4.9 S23 6 
BP438 E233D/G?37D/P238D/S7fi7A/H26BE/P77lG/A330R/I332r 2.1E-I0 I.8E-07 1.6E-06 5.SE-09 . B.8E-05 32.7 2936 6.2 568 8 
BP438 £2330''G?37n/P?3RfV</9fi4l'W6b!-'S267A/H266E/P27JG/A330R 8.7E-09 1 36-07 2.8F.-05 6.1E-09 B.66-05 20.9 460 5 87 509.9 
SP440 E233D/G237D/P23BD/V2Wl/H268b/H271G/A330R 8.76-09 1.3E-07 I.5E-06 5.2E-03 2.86-05 24.0 307.1 8.8 595.0 
BP441 E233D/G237D/P238DL/H268E-P2 71 G/A330R 1.7E-08 3.6E-07 88E-06 I.5E-08 - 3.76-05 24.0 582.8 30 205.3 
SP442 E2330'R?370/P238D.'H7fifi/'b2ti9D.'P27IG/A330R 4.5E-09 3 8E-07 4.7E-06 1.2E-08 2.5E-0S 30.6 379.0 2.9 250.0 
0P443 E233D/G237D''P238D/V"!fil <,H7fi8K/F?69D'P77l('i/A330R 1.86-08 5.1E-07 9.SE-06 2JE-08 2.36-05 21.7 406 0 2.2 132.5 
BP 445 E2330 •'G237D/P?38D''V7p41/'S?87A/HJfiRF/P?7JG/A330R 2.06-09 8 0E-08 1.5E-04 2.6E-09 2.46-05 31.0 5814 13.8 1701 6 
BP479 F?™Vfm7r>/P?-Wir>'V5M1/V266L/S?67A/H268E/P?71G 5.3E-09 9 0E-07 1JSE-05 56E-08 4 0E-05 16 1 268 3 1.2 555 
BP480 E233D/G237D/P2380/V^sflL/H268FyF.7fi90/P77ir. I.3E-OS 6.3E-06 2.IE-05 2 0E-07 4.6E-05 32.1 107.7 0.2 15.9 
BP48I E233D/G237D/P238D/V?fi4l>S267A/H268E/P271G 1.0E-09 4.0E-07 6.8E-05 1.9E-0B 2.4E-0S 20.5 350.5 28 159.8 
BP483 E233D/G237D/P238D/V26SL.S267A/H268E'P271G J.3E-09 t 3E-06 -1.8E-05 7.8E-08 • 2.5E-05 168 230.8 O.B 39 7 
BP484 E233D/G23?D-'P238D/S»R7A/H76B6/E269D/P271C 8.2E-1C 7 8E-07 I.IE-05 4.6E-08 25E-05 17.1 240.7 1.4 67.8 
BP487 E233D/G237D/P?380.'V?fi4l/S267A/H268E/'P271G'A330R-'P396M 1.2E-0S 3.DE-08 8.4E-07 1JEH59 I.0E-D5 33.8 730.4 28.3 2695 7 
BP488 E233D/G237D/P?38D-'V?Mi.-S267A/H26B£/P271G/Y296D/A330R 2.2E-0S 7.4E-08 1.6E-06 1.9E—09 N 2.0E-05 40.1 B64.S 14.8 16757 
BP489 E233D-'G237D.'P238D/V'fUl>'S?fi7A/H266E''P271G'Y295t)/A330R/P396M 1.3E-09 4JE-08 8.7E-07 1.0E-C9 1.26-05 42.8 8700 7S.7 3100.0 
BP490 G237D/P23BD/V264!/S7fi7A/H26BE/P271 G/A330R 4.56-09 I.IE-07 2 4E-06 2.4E-09 2JE-05 4fi.7 10000 9.8 1291.7 
BP49I G237D/P23BO/V264!'S?fi JA-'H268E.'P2M D/Y2961VA330R 5.36-09 1.2E-07 2.2t-06 3.0E-09 2.16-05 38 8 723.7 9.3 1019.7 
BP492 P2380/V264!/S2B7A/H26Rft'P271G 7.9E-10 9.2E-C7 l.GE-05 2.4E-08 3 6E-05 38.8 8780 1.2 131.4 
BP493 P23BD/V264l>S?67A'H7fiRf:-'HV'lU/Y29GD 8.2E-IC 1.IE-C6 I.9E-05 2.1E-0B 3.5E-05 52.1 900.5 1.0 146.9 
SP494 G237D/P238D/S7C7A'H7fiSt/P2'lU/Y29GO/A330R 3.9E-09 2 5E-C7 : 5.4E-06 6.GE-09 406-05 38.6 820 7 4.3 471.1 
8P495 G237D/P23BD/S267G/H?fflE/P271G/Y296D/A330R 8.3E-09 4.9E-07 1.2E-05 9.7E-09 3.3E-05 50.9 1243.5 2.2 321.2 
8P496 E233D/a237D/P2aflr)/V?fi4l/S267A'H268E/P271G/Y296D 1.2E-09 4.7E-07 3.7E-06 1.8E-08 3.06-05 25.5 201.1 7-3 168.5 
SP497 E2330'G237(VP?3nrVV?fi4J/S2f>/A/H268E/P271G-A327G/A33QR 2.1E-09 8.SE-08 9.6E-07 4.IE-09 • 28E-05 21.0 236.5 12.9 763.5 
8P498 E2330/G237D/P23BDA'7ft41f'5>28/A/H268E/P27!G./A330R.'P3961 1.3E-0S 5.IE-08 9.3E-07 1.7E-0S • 1.06-05 308 5636 71.7 1878 8 
BP498 E233D/G?37D'*P23BD/V"'4l/S2ti/A.'H268E 'P27JC'"Y296D/A330R/P396L 1.2E-09 4.9E-G8 1.0E-06 I.SE-09 . 1.26-05 33.8 684.9 22-3 2123.3 
BP500 G?3?I>/P?3BD/V264[/S267A'H26l(k/M27]G/Y296D 2.3E-09 7.2E-07 2.SF.-OS 14E-08 3.96-05 29.9 1033.1 1.5 128.1 
BP50I G237D/P23BD/V?fi4I/R?<!7A.-H268£/P271G 2.1E-09 6.3E-07 1.46-05 2.5E-08 1.B6-05 25.1 5556 t-7 1230 
BP 502 E233D/G237D/P238D/V2641/S2e/A'H268E.'P77IG^290D/A327G/A330R 2.1E-09 1 1E-07 1.3E-06 3.7E-09 2.46-05 29.5 352.3 10.1 840.1 
9P503 E233D/G237D/P238D/V2841.'S?6/A/H266E/P77Ifi/Y296D'A327G./A330R/P396M 1.2E-03 S 7E-08 8 6E-07 t 7E-09 2.16-05 33.2 502.9 19.4 18129 
QP504 E233D/G237D',P2380»'V2 WS26/A>'H76BE/P27lG.'E272P 1.4E-09 4.5E-07 1.6E-05 2.4E-08 3.46-05 18.5 658 4 2.4 127.6 
BP505 E233D'G237D/P2380/'V264I>S26 7A/H768E/P271G'E2720 1.1E-09 4.3E-07 1.1E-05 2.1E-08 3.8E-05 20.0 514.0 2.6 144.9 
BP506 E233D/G237D/P2380/V20*l!-'S767A'*H?GRF/P?71 (V'E272P/Y296D/A330R 3.1E-09 1.2E-07 2.5E-OG 3.4E-09 5.5E-05 35 1 731.0 9.2 90G4 
BP5D7 E233D/G237D/P2380/V,":lU.'S?G7A/H7nRF/P77lG/E272P/A330R 2.GE-09 1.0E-07 1.8E-06 2.9E-09 2.GE-05 34.2 C18.6 11.1 1065.3 
BP508 E2330/G237D/P2380/V2e4[/.S267A,'H2BRF/P?7ir.'E272P/Y296D 1.4E-09 5.4E-07 2.0E-05 2.1E-08 6.1E-0S 26.0 961.5 10 149.0 
BP509 E233D/G237D/P2380/V2W!-'S767A/H7fiRF/P77ir.»F.2720.'Y2960 UE-09 5 2E-07 7SE-0G UE-08 2.3E-05 29.2 443.8 2.1 174? 
BP510 G237D/P2380/V264]/S7B7A.'H2BBF/P771G/F?72P/A330R G.0E-09 1 7E-07 4.0E-06 3.8E-09 2.5E-05 43.5 1041.7 6.6 807.3 
BP5lt G237D'P238D'V2641/S2G'A/H7GBF/P771G'F?7?P/Y296D/A330R 8.0E-09 1.8E-07 4.3E-06 3.5E-09 7.1E-05 50 6 17356 5.3 890 8 
BP531 E233D/G237D/'P236D/V?B4[/S267G/H268E'P2?IG'Y296D/A330R/P396M 9 4E-09 1.2E-07 3 5E-0S 3.8E-09 • 2.7E-0S 33.1 933.3 8.9 826.7 
BP532 E2330/G237D.'P23BD^V"5dl/H?68F/P771G/Y796D/A33DR'P398M 12E-08 9.4E-08 1.9E-06 3.2E-09 . 2BE-05 29.3 S93 8 11.7 968 8 
BP533 E233D.'G237D/P238D/V?B4t/S267G/H268E/P271G/Y29GD/A330R/P396L 7.7E-09 1.2E-07 2 6E-06 41E-09 2.7E-0S 29 3 6341 9.2 756 1 
BP534 E233D-'G237D'P73BD/V764r.'H268E/P271G/Y296D/A330R/Pa98l 83E-09 91E-08 1.8E-06 30E-09 2.5E-05 30.7 606 I t71 1043 8 
BP535 F?33D/G?37D/P738n/V?fi4l/S?67G/H268E/P2?1G/Y796D/A3?7G/A330R/P30fiM 1.1E-08 9 7E-08 32E-06 4 0E-09 336-05 73 7 8060 (1.9 780 8 
BPS36 6233D.'G?37n.'P?3Rn/V7fi4l/M2b8b-P271G/Y29eD.'A327Q/A33[)R-'P39RM 8.96-09 7 9E-08 1.3E-0G 3 0E-09 2.3E-05 28.6 437.7 139 1043.8 
BP537 G?37D/P23BO.'V264!/S?R7fi.'H268k/P?71 G''A330R 2 9E-08 2.7E-07 3.tE-06 69E-0S 3 66-05 39.1 447.3 4.1 447.3 
BP53B G737JVP7380/V2641/H?KRfc/P2?1G/A330R 5.5E-OB 20E-07 3 0E-06 53E-09 3.36-05 38 6 568 2 5.4 687 1 
BP539 G237D/P23BD/V2641'S267fi/H268E/P271G/E?7?P/Y?HHD/A330R 6.4E-Q8 3.3E-07 5.6E-06 8.46-09 3.46-05 39.0 666.7 34 309.0 
BP540 G237D/P238D-'V264!/H?Mf-./P271G/F272P/Y79BO/A330R 9.6E-08 21E-07 4.GE-06 5.7E-09 3.9E-05 36.6 802.8 5.2 541.0 
BP549 G237D.'P23BO/S267G'H2Pflt/'P271G/A330R 1.8E-OB 5.7E-07 1.tE-05 1.6E-08 2.46-05 35.9 696.2 1.9 196.2 
BP550 G237D/P23BD/V2&4l/S287f>'H?68F/P771G/F?77n/Y29BD'A330R 2.56-08 3.4E-07 5.0E-06 7.6E-09 45E-05 44.2 8553 33 406.3 
BP551 G2370/P23BDA,264l/H?"SS/P271G/E272D/Y296D/A330R 3.2E-08 2.5E-07 2.8E-OG 6.4E-09 4.86-05 38.t 435.5 4.5 482.1 
BP552 E233D/C227D-'P23BD/V764L'S267A/H268E/P2?1C.'E272D,'Y296D/A330R 3.2E-09 9.7E-0B t.OE—06 2.6E-09 3.06-05 37.3 733.6 11.4 1196.9 
8P553 E2330i,,G237D/P?38r)'V7fi4l''S267A.'H268E/P271G/E272D/A330R 3.4E-09 8.6E-08 1.4E-06 3.1E-09 . 2 0E-05 27.8 4531 17.8 >003.2 
8P554 G237D/P23B[i/V764l.'S7fi7A/H2Utlb-'P27IG.-E272D/A330R 8.0E-09 I.5E-07 2 3E-06 4.4E-09 2.46-05 32 7 518.0 7.6 698.2 
8PSSS 3237D/P73BDA'2G4l/S?fi7A/H2b8b/P271G/E272D/Y293D/A330R 9 46-09 16E-07 3.2E-OB 4.1E-09 306-05 39.7 778 6 6.7 754.3 
8P556 G237D/P230DA,264I/S?B7ri.'H26Bk-,P27IG'Y2O6D'A33OR 4.36-08 3.0E-07 5.8E-06 8.4E-09 • 6.06-05 35.4 6921 3.7 369.9 
BP557 G237D/P238D/S267G."H5«iU'H2/1G/Y79BD/A330R 1.3E-08 8.5E-07 J.5E-05 2.0E-08 2.96-05 42.0 7463 1.3 154.2 
BP558 G237D/P238DA'264I/S?B7(1/H286E-,P27IG.'E272D.'A330R 1 3E-08 3.3E-07 4.9E-06 9.0E-C9 3.8E-05 36.4 543.2 34 343.7 
BP559 3?Mr>.'V?n4l.'S?fi7A'H?R8F/P27tG.E272D/Y296D 1.1E-09 1 6E-06 23E-05 2 8E-08 4.4E-05 584 711.7 0.7 1103 
BP 560 =,23aD'S267G.<H268F/P77lG/Y296D/A330R 5 6E-09 4.2E-06 3.1E-05 1 8E-07 4.1E-05 22.8 1685 03 16.8 
BP56I :2330'G?37D/P738D'H7fIfiD/P27IG/E272D'*Y296D-'A330R 9.4E-09 5.IE-07 5.3E-06 1.8E-08 - 3.76-05 28.0 291 2 7.2 170.3 
8P562 3237D.'P2380'H2S8IVP?7lG/E2720/Y29fiD/A33CR 2.5E-08 6 8E-07 I.IE-05 2 4E-08 5.36-05 29.0 466.1 1 6 131.4 
BP583 :233D-'G23JI>'P73Hn/H'fi«t/P271G/E2720/Y298D/A330R 1 2E-08 4 6E-07 8.3E-06 I 6E-08 3.8E-05 29.1 525.3 7.4 196.2 
BP564 3?37D/P238D-H268E/P'7iU/b272D'Y286D-'A330R 3.1E-08 S8E-07 1.0E-05 2.2E-08 49E-0S 26.2 454.5 1.9 140.9 
BPS65 ;233D/G237D/P2380/S267A/-H26Bh/P271G/Y?9fiD/A330R 2.4E-09 2.3E-07 4.7E-06 5.5E-09 2.16-05 41.5 856.1 4.8 564.7 
BPS67 :733r7'P73RD/V264T/S2fi7A/H768[-/P?71G.'Y?Sfir) 2.1E-10 8.9E-07 • 1.7E-05 1.4E-08 3.96-05 64.4 1231.9 1.2 224.6 
BP568 :?33rVP?.W/V264l/S2e7A/H2G8fc/P271G 1.9E-10 6 8E-07 I.IE-05 T.5E-08 2.56-05 46.1 748.3 1.6 2109 

Among the variants described in Table 8, IL6R-BP253/IL6R-L produced by adding known alterations that 
enhance FcyRIIb binding showed 277-fold and 529-fold enhanced binding activities to FcyRIIb and FcyRIIaR, 
respectively, compared to those of the IL6R-B3/IL6R-L prior to alteration. Furthermore, FcyRIa-binding 
activity of IL6R-BP253/IL6R-L was also 
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[Table 25] 

VARIANT NAME ALTERNATION 
RELATIVE 
BINDING 
ACTIVITY 
TO FcgSIa 

RELATIVE 
BINDING 
ACTIIVTY 
TO FcgRIIaR 

RELATIVE 
BINDING 
ACTIVITY 
TO FcaRIIaH 

RELATIVE 
BINDING 
ACTIVITY 
TO FcgRllb 

RELATIVE 
BINDING 
ACTIVITY 
TO FcgRlllaV 

IL6R-G1 d/II_6R-L * 140 650 1670 62 3343 

1L6R-BF548/2L6R-L R236D 100 
625 
100 100 100 100 

IL6R-2B253/1L6R-L E233D/P238D/V323M 155 2S8 207 156 126 
IL6R-2B261 /IL6R-L E233D/P238D/Y296D too 94 81 115 87 
IL6R-BP092/JL6R-L E233D/P238D/A330K 74 126 106 136 87 
IL6R-BP083/1L6R-L P23SD/Y296D/A3S0K 50 87 91 122 107 
IL6R-BP084/JL6R-L P2350/V323M/A330K 109 203 162 141 105 
IL6R-BP085/!L6R-L G237D/P233D/A330K 19 279 158 152 104 
IL6R-BP0S6/!L6R-L P23SD/K325A/A330K 72 155 116 137 123 
IL6R-8P087/IL6R-L L234Y/P238D/A330K 33 163 179 137 158 
IL6R-BP088/IL6R-L G237D/P233D/K326A/A330K 25 377 i ee 161 122 
IL6R-BP089/IL6R-L L234Y/P238D/K326A/A3S0K 43 222 166 147 136 
IL6R-BP129/IL6R-L E233D/P238D/Y296D/'A330K 68 111 98 138 95 
IL6R-BP130/IL5R-L E233D/P238D/U323M/A3SOK 104 272 224 16u 115 
IU3R-BP131 /IL6R-L E233D/G237D/P238D/A330K 33 364 253 160 118 
ILQR-8P132/1L6R-L E233D/P238D/K326A/A330K 91 191 ISO 150 120 
IL6R-BP133/1L6R-L E233D/L234Y/P233D/A330K 41 174 151 137 114 
IL6R-BP143/1L6R-L L234Y/P236D/K326A 86 238 143 133 114 
IL6R-BP144/IL.6R-L G237D/P233D/K326A €4 204 103 12J 128 
IL6R-BP145/tL6R-L L234Y/G237D/P238D 41 350 ??4 15'? 153 
IL6R-BP146/ILI3R-L L234Y/G237D/P238D/K326A 50 445 203 156 180 
IL6R-BP147/IL6R-L L234Y/G237D/P2380/K326A/A330K 24 650 582 177 209 
IL6R-SP148/IL6R-L E233D/L234Y/G237D/P238D/K326A/A330K 33 603 462 176 227 
IL6R-BP149/JL6R-L E233D/L234Y/G237D/P238D/Y298D/K326A/A330K 29 539 401 173 136 
IL6R-BP150/IL6R-L L234Y/G237D/P238D/K326A/A330R 30 757 770 183 204 
IL6R-BP151 /fLSR-L E233D/L234Y/G237D/P238D/K326A/A330R 39 705 651 180 22! 
IL6R-BP152/1L6R-L E233D/L234Y/G237D/P238D/Y2&6D/K326A/A330R 34 638 548 178 1 46 
ItfiR-BPl 7rt/ll6R-l. F233n/P23flD/K32fiO/Aa3(jK 10? 201 1*8 147 131 
IL6R-BP177/IL6R-L E233D/L234Y/G237D/P238D/P271G/K326D/A330K 57 691 409 177 186 
IL6R-8P178/IL6R-L E233D/G237D/P25SD/P271G/A330K 51 653 259 1 79 110 
IU3R-8P179/tL!5R-L G237D/P233D/P271 G/K326A/A330K 39 570 226 177 125 
IL6R-BP1B0/ILSR-L G237D/P233D/P271G/A330K 29 602 203 179 100 
IL6R-BP181 /IL6R-L E233D/P238D/P271 G/K326A/A330K 503 362 150 170 122 
IL6R-8P162/IL6R-L E233D/P236D/P271G/Y296D/A330K 95 413 139 173 120 
IL6R-8P183/116 R-l E233 D/L234 Y/ P233 D/P2 71G/K326A/A330K 83 423 191 164 113 
IL6R-BP184/IL6R-L E233D/P238D/P271 G/A330K 95 436 131 171 106 
[L6R-BP185/IL6R-L K33D/L234Y/G237D/P230D/P271G/K126A/A33OK 47 670 446 179 191 
EL6R-BP186/ILSR-L E233D/L234Y/G237D/P238D/P271G/Y296D/K326A/A330K 43 614 368 175 143 
iL6R-8P187/!L6R-L L234Y/P238D/P271 G/K326A/A330K 68 387 205 157 124 
IU5R-BP188/1L6R-L E233D/G237D/P236D/H26SD/P271G/A330K 74 636 224 179 121 
IL6R-BP189/tLSR-L G237D/P233D/H208D/P271G/K326A/A330K 56 557 183 177 141 
IL6R-BP190/IL6R-L G237D/P233D/H268D/P271G/A330K 50 615 224 101 155 
IL6R-BR1S1/IL6R-L E233D/P238D/H268D/P271G/K326A/A330K 125 382 145 170 142 
IL6R-BP1S2/IL6R-L E233D/P238D/H26BD/P271 G/Y2&6D/A330K 103 405 152 172 118 
IL6R-BP193/IL6R-L E233D/P238D/H268D/P271G/A330K 113 449 154 173 135 
IL6R-BP194/iL6R-L E233D/L234Y/G237D/P238D/H268D/P271G/K326A/A330K 69 672 395 178 249 
IL6R-BP195/IL6R-L E233D/L234Y/G2370/P238D/H268D/P271 G/Y296D/K326A/A330K 63 661 344 181 *21 
IU5R-BP1 96/IL6R-L L234Y/P2380/H268D/P271G/K326A/A330K 89 402 1S5 157 137 
IL6R-BP197/IL6R-L F23-SD/I ?a4Y/G?37n/P238D/H2i58D/P?71 G/YPflorVK^fin/A^OK 71 642 2S4 1 78 205 
IL6R-BP198/IL6R-L E233D/L234Y/P238D/H2680/P271G/K326A/A330K 104 449 168 164 157 
IL6R-BP199/IL5R-L E233D/P238D/K326D/A330R 112 172 116 144 103 
ILCR-BP200/ILQR-L E233D/L234Y/G237D/P238D/P271G/K326D/A330R 00 754 517 188 104 
IL6R-8P201 /1L6R-L E233D/G237D/P238D/P27I G/A330R 57 696 359 186 121 
IL6R-8P202/1L6R-L G237D/P233D/P271G/K325A/A330R 43 615 265 185 103 
IL6R-BP203/JL6R-L G237D/P233D/P271G/A330R 35 637 255 185 88 
IL6R-BP204/JL6R-L E233D/P238D/P271G/K326A/A330R no 301 137 165 121 
IL6R-BP205/!L6R-L E233D/P238D/P271 G/Y236D/A330R 97 335 108 167 93 
IL6R-BP206/IL6R-L E233D/P238D/P271G/A330R 101 362 123 168 ei-5 

IL6R-BP207/IL6R-L E233D/P238D/A330R 74 103 103 124 97 
lLt3R-BP208/!L6R-L E233D/G237D/P238D/H268D/P271G/A330R 81 690 310 188 118 
IL0R-BP209/IL6R-L G237D/P233D/H268D/P271G/K326A/A330R 68 625 267 186 153 
IL6FJ-BP210/IL6R-L G237D/P233D/H268D/P271G/A330R 57 661 279 187 135 
IL6R-BP211 /ILSR-L E2330/P238D/H26SD/P271G/K326A/A330R 123 312 111 165 87 
IL6R-BP212/IL6R-L E233D/P238D/H263D/P271G/Y295D/A330R 117 363 135! 173 122 
IU5R-BP213/IL6R-L E233D/P238D/H268D/P271G/A330R 118 382 153 1 169 100 
IL0R-BP214/ILGR-L E233D/L234Y/G237D/P238D/Y2SGD/K326D/A330K 36 498 255 i 174 165 

The results of measuring KD values of the variants shown in Table 25 for FcyRIa, FcyRIIaR, FcyRIIaH, 

FcyRIIb, and FcyRIIIa type V by the method of Reference Example 2 are summarized in Table 26. In the table, 
"alteration" refers to the alteration introduced into IL6R-
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[Table 26-2] 
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