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KO(R)OF | KD gbioF
KDFOR | KD FOR | KD FOR [ KD FOR [ KD FOR P

VARIANT | o) TERATION FegRla | FeaRlaR |FegRileH | FegRilb |FegRlliay [KDflafv/ KDk rotyetrnor rgffessioe
NAME (motL) | (molll) | {molil) | (mobL) | (mobl) [KOMWS}  (KDAIL TR, 40 ALTERED

POLYF POLYFEPTDE,
Gig 3.2E~ 6E~06]_ 3.5E-07 .4 y.f
B3 * 4.2E- .(E-06] 3.3E~07 . . y AY
8P253  [S267E/L328F . JE- JE~D8] J3.6E~06 . 07.1 | & 5281 27638 |
BP262 _ |G237D/P238D/H26BE/P2NG .0E-08 2E~D7] " 5.68-05 17, 75, . 258 |
BP264 _ [E2330/G237D/P238D/H26BE/P271G/Y¥296D/A330R 4E-09 2E~08] 26E-05 28 21. . 252.0 |
BP265__ |G237D/P238D/H26BE/P271G/Y296D/A330R . 3E-08 .SE-08| 9.6E~05| 41 8 . 2039 |
BP266 |E233D/G237D/P238D/H26BE/P271G/A330R 4E-08 BE-08]. 4.0E~05) 184 .4 135.1 |
BP268 E233D/G237D/P238D/HZRBE/P271G/Y286D . 5E-09 .2E-08|1:-2.8E~05| 18, 28 33.7 |
BP269  |G237D/P238D/H268E/P271G/Y2960 4E-08 AE-07]: 1.4E-04 1956 | 637. 274 |
BP423__ |E233D/GZ370/P238D/SI67A/H26BE/P271G/A330R IE-10 . 1E-09} - 1.6E-05 34 390. 605.5 |
RP425  |E233D/G237D/P238D/V266L/S267A/H268E/P271G/A330R 4.1E-69 . 1E-Q9] _4.2E-05 23 1644, 339.9 |
BP426  |E233D/G2370/P238D/S267A/H268E/E263D/P271 G/AI30R 1.0E-09 . SE-09% . 4.1E-05 2 8361.. 529.0 |
BP428  {E233D/G237D/P2IBD/S267G/H268E/P271G/A330R 49E-09 AE-08} - 3.6E-05 X 30080 221.4 |
BP429  |E233D/G237D/PEIBD/V2641/8267G/H268E/P271G/A330R .2E-09 . 4E-097 6.8E-05 31, 48. 574.1
BP430  {E233D/G237D/P238D/V266L/S267G/H268E/P271G/A330R .7E-08 2E-08{ * 35605 18, 09. 256.2 }
BP431 E233D/G237D/P238D/S267G/H268E/E269D/P271G/A330R .6E-09: .2E-08|. . 3.2E-05 34, 49 ). 265.0 §
BP433 _ [E2330/G237D/P238D/H268D/P271G/Y296D/A330K/1332T .5E-10) 6. . 4E-08] 2 6E- 20. 16. 81.7 ]
BP434  [E£233D/G237D/P238D/H268D/P271G/Y296D/K326D/A330R/1332T .5E-101  3.4E-~{ -2E-08} -Z5EAS 27. 333. 2520 |
BP435 _ |E2330/G237D/P2380/H288D/P271G/Y296D/KI26A/A330R/1332T JOE-09| 4.2E- .6E-08} 2. 5 217. 217! 398.7 |
BP436__ |E233D/G237D/P238D/5267A/H268E 'P271G/Y23860/A330R/1332T .6E-10) .1E-091' E-05 43 411 §06.7 |
BP437  |G237D/P238D/S267A/H268E/P271G/Y296D/A330R/13327 .SE-10 .9E-09| A.1E-05 37 236.! 3236 |
BP438 _ |E233D/G237D/P238D/S267A/H268E /P271G/A330R/1332T 1E-10| .5E-09) 8.BE-06 32. 293 58828 |
BPA39  |E233D/G2370/P 230D/ V2hA1/V260L/S20TA/H2B8E/ P2 N G/AISIR .7E-DD AE: B.BE-D5 209 | 460 5089 |
BP440 _ |E233D/G2370/P238D/V2641/H268E/P271G/A330R .7E-09 .2E09] 2BE-05 24 307. 5950 |
BP341__ |E233D/G2370/P238D/V266L/H26BE/P271G/A330R JE-D3 ~08]. - 3.7E-05) 24/ 582, 2053 |
BP442 _ JE231D/G237D/P238D/H268E/E269D/P271G/A330R L5E-D9 E-08]" .2.5£-05| 30 379. 2500 |
BP443  |E233D/G237D/P238D/V266L/H268E/E269D/P271G/A330R 8E-08 JE-0B] -2.36-05 2% 408 . 132.5 |
BP445  |E2330/G237D/PZ3BD/V2641/5267A/H268E/P271G/AJI0R .0E-09 L6E-09]:. 2.4E-05! 31 SBI. 13. 12016 |
BP473 _ {E233D/G237D/P238D/V2641/V266L/S267A/H268E/P271G .3E-09 6E-D8] - ‘4.0E-05 16. 268. 555 |
BP480 _ |E2330D/G237D/P23BD/V266L/H268E/E268D0/P271G 3E-08 0E-07] 4 .6E-05 32.1 | 107 15,
BP481__[E233D/G237D/P238D/V2841/S267A/H26BE/P271G L0E-09] 4. .6 9E-08] . 24E-05 20, 35D. 1598 |
BP483 _ |E233D/G237D/P238D/V266L/S2687A/H268E/P271G JE-09] 1.3E-06] ' 1,8E~05| 7.BE-08} . 2.5E-05 16.8 | 230. 39.7 |
BP484 _ |E233D/G237D/P2380/S267A/H268E/E2680/P271G 2E-10{  7.8E-07): AVE-05| 4.6E-08) ~ 2.56-05 . 240. .4 | 67.8 |
BPA87 _ |E233D/G2370/P238D/V2641/S267A/H268E/P271G/A330R/P3J6M 2E-09) 39E-08Y BAE-07| 1.2E-09[- 1.0E-05 . 730.4 283 | 26957 |
BP4B8  [E233D/G2370/P238D/V2641/S267TA/H268E/P271G/Y296D/A330R 2.2E-09} 7.4~ .6E~06] 1.8E-08} ~ 2.0E-DS5 . BG4, 14, 675.7 §
BP48Y  fE233D/G2370/0238D/V2641/5267A/H26RE/P271G/Y296D/A330R/P3I96M 3E-03| 4.3FE08| B8.7E-07| 1.0E-09} 1.2E~05 42. 870. 25 00
BP430 G2370/P238D/V2641/S267A/H268E/P271G/A330R 45E-08| 31.1F-07 L 4E-06  AE-09}- 2.3E-D5 46.7 | _1000.0 . .
8Pag1 G2370/P238D/V2641/5267A/H288E/P271G/Y2960,/A330R .3E-08| VLE-07| 22E-06] 3.0E-0S) 2.1E-05 3838 | 323. . .
BP492  [P238D/V2641/SI6TA/H26RE/P2T1G .SE-10] A.2E-07]" -1.6E-05] 24E-08}:3.6E-05 3881 578 . A |
BP493 _ P238D/V264l/5267A/H2GRE/P271G/ Y2960 . 2E-10)4 1 1E-06|. 1.9E-05| 2.1E-08] - 3.5E-05 52.1 900. K 46.9 |
BP494 _ [G2370/P238D/S267A/HZ68E/P271G/Y296D/A330R .9E-OF° 2.5E-07| - 5.4E-06] 6.6E-09]- 4.0E-DS 386 820. 4. 71.1 |
BP495  |G2370/P238D/S262G/H268E/P271G/Y296D/AJ30R L.IELS|  4.9E-07 2E-05| 9.7E-09] 3.3E-05 508§ 1243 . 321.2 |
BP496 _ |E233D/G237D/P238D/V284)/S268TA/H2BBE/P271G/Y296D 03| 4.7E-07| 3.7E-06| 1.8E-08| 3.0E-C5I 255 | 201, . 168.5 |
BP497  |£233D/G2370/P238D/V2641/826 7A/H2BBE/P271G/A327G/AI30R E-03| 85E-08| 9.6E-07| 4.1E~09|- 2:8E-05| 210] 236 12 763,
BP498  |£2330/G2370/P23BD/V2641/526 1A/H26BE/P271G/AJII0R/PIIEL JE-09| 5.1E-08 93E-07| 1.7E-09| - 1.0E-05! 3081 863 21 18784 |
BP499  |E233D/G237D/P238D/V2641/826 7A/H268E/P271G/Y286D/A330R/PI96L 4 12E-09] 49E-DB| 1GE-D6| 15609 1.2E-05 334 684! 22. 2123.
BP500__|G237D/P238D/V2641/S267A/H26BE/P271G/Y 286D .3E-09] 7.2E-07[." 25E-05] 24E-08 :3:9E-05| 29! 1033, : 28.1 |
BPSO1 _ |G237D/P238D/Vv264l/S267A/H26BE/P271G 7/ 1E-09] 6.3E-07| - 1 4E-05 5E-08] - 1.9E-05) 3 555 . 230 |
BP502 E233D/G2370/P2380/V2641/8267A/H268E/F271G/Y296D/A327G/A330R y4 E-08] 1.1E-D7] 1.3E-06 7E-09] _24E-05 .| 352. 10, 40.1 |
BP503__ |E233D/G237D/P238D./V2641/S267A/H268E/P2T1G/Y296D/A327G/AI30R/P33EM / .2E-08| 57E-08| 86E-07! 1.7E-09|. 2:1E-05 332 | 502 18 18129 |
BP504__ {E233D/G237D/P238D/V2641/5267A/H268E/P271G/E272P y4 AE-08] 45E-07]> 1.6E-05( 24E-08| 3.4E-05 14. 658 4 27
BPSQ5 _ {E233D/G2370/P238D/V264l/S267A/H268E /P27 1G/E272D y4 .1E-09} 4.3E-07)-1.1E-03| _2.1E-08] ' 3BE-05 200 14, 4
BPS06__ [E233D/G2370/P238D/V264l/S267A/H268E/P271G/E272P/Y296D/A330R /' 1E-08] 1.2E-07{ 25E-06( 3.4E-09] 5.5E-05 35. 314 X 06.4 |
BP507__ [F233D/G2370/P238D/V264L/S267A/H268E/P271G/E272P/A330R yA OE-09) 1.0E-07{ 1.8E-06[ 2.9E-09| 2.6E-05 34. 18. 11, 1065.3 |
BPS08  [E233D/G2370/P238D/V2641/S267A/H268E/P271G/E272P /Y2960 Vd 4E-09] S5.4E-07( 20E-05| 2.1E-08} 6.1JE-05 26. 81, 149.0 |
BP509__ [E233D/G2370/P238D/V2641/5267A/H268E/P221G/E272D/Y295D yd J1E-09] 52E-07) ~7.9E-06| 1.8E-08} 2.3E-D5 29, 443. 174.2 |
BP510 _ [G237D/P238D/VZ2641/S267A/H268E/P271G/E272P/A330R 7/ .0E-09} 1.7E-07} 4.0E-DB| 3.BE-09]. -2.5E-05 43.! 1041, 807.3 |
BP511 G2370/P238D/V2641/S26TA/H268E/P271G/E272P/Y296D/A330R . .5E-08]__7.1E-05 50. 1235 . 890,
BP531 _ |E233ID/G2370/P238D/V2641/5267G/H26BE/P271G/Y296D/AI30R/A#336M  8E-09} ° 2.7E-05 33. 933 . 826,
BP§32 [£233D/G2370/P7380/V2641/H268E/P27tG/Y2960/A330R,/P396) . 2E-09) ' 2.8E-05 203 583 11, 966.8 |
BP533__ |E2330/G237D/P238D/V2641/5267G/H26BE/P271G/Y296D/AIZFR/P3I6L. 4.1E-09{ .2.7E-05 29. 634. 156,13
BPS§34 _ |E2330/G237D/P2380/V2641/H268E/P271G/Y296D/A330R/PJOBL .0E-09}_2.5E-D5 30.7 | 606. 1043.8 |
BP535 _ |€2330/G237D/P238D/V2641/8267G/H268E/P271G/Y286D/§327G/A3I0R/PIGEM 4.0E-09]__3.3E-05 23.! BO6. 780
BP536  |E233D/G237D/P2380/V2641/H268E/P271G/Y2960/A32G/ A330R/Pa%EM  0E-093 . 23E-B5 26. 432, 1043 :
BP§37__ |G237D/P238D/V2641/5267G/H268E/P271G/A30R .9E-091- -3.6E-05| 39. 447. 4. 4473 |
8P53a__ |G237D/P238D/V2641/H268E/P271G/AJ30R . 3E-03}._3.3E-05 386 | 568 X 587.1 |
BP539 _ |G237D/P238D/V2641/5267G/H26BE/P271G/E272P/ (€960 /A3I0R . 4E-094 3.4E-05 39. 668. 4 369.0 |
BP540 __|G237D/P238D/V2641/H268E/P271G/E272P/ Y2960 #AI30R ,JE-03} } 39E-05 36.6 | 802 541
BP549 __|G237D/P238D/5267G/H268E/P271G/AI30R .6E-08 ~24E-DS 359 | 696. 196.2 |
BP550___|G237D/P238D/V2641/S267G/H26BE/P271G/E23£D/Y296D/A330R .6E-09| + 4. 8E05 44.2 | 655 X 408.3 |
BP551 G237D/P238D/V264[/H268E/P271G/E272D/Y Z96D/A330R . 4E-091 . 4.8E-D5:! 38. 435, . 4821 |
BP552 _ |E233D/G237D/P238D/V2641/S267A/H268E/£271G/E272D/Y296D/A330R  6E-09]. 3OE~05 31 7334 11.4 1196.8 |
BP553  |E233D/G2370/P238D/V2641/5267A/H2686/P2T11G/E272D/A330R . 1E-09] . 2. GE-05| 453, 12, 1003.2 |
BP554  [G237D/P2380/V2641/S267A/H268E/P27YG/E272D0/A310R 4.4E-09] - 24E-05 2. 5181 £98.2 |
BP555__ |G237D/P238D/v2641/5267A/H26BE/P971G/E2720/Y2960/A330R 4.1E~09] 3.0E-05 39. 1181 7543 |
BP556 _ |G237D/P238D/V2641/5267G/H268E/P271G/Y296D/A330R | 4E-09]- -6 0E-05 354 | 692, A 369.9 |
BP557  {G237D/P2380/S767G/H268D/P271£6/Y296D/A330R .DE~D8]-- 29E~05 42 746 o3 54.]
BP558 _ 1G2370/P238D/V2841/8267G/H268E/P271G/E272D/A330R 0E-09] - 3.6E~05 38. 543 .4 43.
BP559  {P238D/V2641/S267A/H268E/P271G/E2120/Y296D .8E-08} 4.4E-05 58, 0. 103 |
BP560  [P238D/S26270G/HZ6BE/P271G/X286D/A330R .BE-07] 4.1E-05 22 168 16.
BPS61 E233D/G2370/PZ38D/H268D/P271G/E272D/Y236D/A330R BE-08| 3.7E-05 280 | 293.. 703 |
BP§62  |G2370/P238D/H268D/P27AG/E2720/Y296D/A330R 4E-08] S53E-05 28, 466. i 31
BP563  |E233D/G237D/PZ380/HG8E/P271G/E272D/Y296D/A330R .6E-0B| 3.8E-05 28.1 | 525. . 96.2 |
BP564  [G2370/P238D/HZ68E/P271G/E2720/Y286D/A30R 2E-08| 4.9E-05 26.2 | 454! K 408 |
BP565 _ |€2330/G237D/PZ380F S267A/H268E/P271G/Y296D/A330R .5E-09] " 2.1E~05/ 41 856. 4. 564.7 |
BP367 _|E2330/P238D/V26//S267A/H268E/P271G/Y296D 3 AE-0B| 39E-05 64. 123). 224
BP568__ |E233D/P238D/V2841/S267A/H268E/P271G 9E-10f 68E-07t 13E-05 15E-08] 25E-05 46. 48, 2108 |

ong the variants described in Table 8, IL6R-BP253/IL6R-L produced by adding

knowg alterations that enhance FcyRIIb binding showed 277-fold and 529-fold enhanced binding

actiities to FcyRIIb and FeyRIIaR, respectively, compared to those of the IL6R-B3/IL6R-L
rior to alteration. Furthermore, FcyRIa-binding activity of IL6R-BP253/IL6R-L was also



145

S
NDIN
VARIANT NAME ALTERNATION ACTIVITY JACTIIVTY [ACTIVITY {ACTIVITY [ACTIVXTY
TO FepRIaiTO FoeRUaR|TO FogRllal 10 FegRIIb{TO FeeRIliaV
IL6R-GId/IL6R-L |« 140 650 1670 62 | / 3348
IL6R-B3/IL6R-L 145 625 1601 58 |/ 3064
IL6R~BF348/IL6R-L _|P23ED 100 100 100 100/ 100
2B253/1L6R-L_|F233D/P238D/\323M 155 286 207 156 126
IL6R~2B8261/1L6R-L.  [E2330/P238D/ Y2960 100 84 91 715 87
ILGR-BPOB2/IL6R-L  |F233D7/P238D/A330K 74 126 106 | /136 87
|LLGR-BP033/[L6R~L P23ED/Y296D/A330K 50 87 o1 | / 122 107
IL6R-BPOS4/1L6R-L__|P23ED/V323M/A330K. 109 203 162/ 1M 106
L 6R-BPOB5/IL6R-L  [G237D/P238D/A330K 10 279 15 152 104
IL6R-BPOSS/ILOR-L _|P236D/K326A/A330K, 72 155 1£6 137 123
[ 6R-BPOBT/ILER-L |L234Y/P238D/A330K 33 163 A9 137 158
[ 6R-BPOSB/IL6R-L._ [G237D/P238D/K326 A/A330K 25 377 | / 166 161 122
IL6R-BPOBS/IL6R-L  [L234Y/P238 D/K326 A/ AS30K. 43 222 |/ 186 147 136
IL6R-BP129/1L6R-L _ [E233D/P238D/ Y2960/ A330K 68 111/ 98 138 85
IL6R-BP130/IL6R-L_ [F2330/P238D/V323M/A330K 104 21f 224 160 115
ILGR-BP131/IL6R-L _|E233D/G2370/P238D/A330K 33 364 253 160 118
IL6R-BP132/IL6R-L._ {F233D/P238D/K326A/A330K 91 f191 130 150 120
[L6R-BP133/IL6R-L [F233D/L.234Y/P238D/A330K, M| /174 151 137 114
L6R-BP143/IL6R-L__ |L234Y/P238D/K326A 86 238 143 133 114
IL6R-BP144/IL6R-L |G237D/P238D/K326A 64/ 204 108 121 128
ILGR-BP145/IL6R-L_ [L234Y/(2370/P238D i 350 224 152 153
IL6R-BP146/ILER-L |1 234Y/G237D/F238D/K326 A /50 445 203 156 180
1.234Y/G237D/P2380/ K326 A/ A330K / 24 650 562 177 208
£233D/L234Y/G237 D/P238D/K326A/ A330K / 33 503 462 176 227
E2330/1.234 Y/G237D/P2380/ Y296D/K326A/ A330K /' 29 539 401 173 186
L234Y/G2370/P238D/ K326A7 A330R / 30 757 770 1683 204
E233D/1.234Y/G237D/P238D/K326 A/ A330R / 39 705 621 1680 221
233071234 Y/ G237 D/ P238D/ Y236 D/ K326 A/ A330R / 34 538 548 178 146
£2330/P2380/KA26D/ A330K / 102 201 178 147 131
£2330/1234Y/G237D/ P238D/P271 G/K326 D/ A330K / 57 691 409 177 186
£233D/G237D/P238D/P271 G/A330K. / 51 653 259 179 110
G237D/P238D/P271 G/ K326 A/A330K / 39 570 256 177 125
G237D/P23BD/P271 G/A330K / 29 602 203 178 100
F233D/P238D/P273 /K326 A/ A330K / 108 362 150 170 122
E233D/P238D/P274 G/ Y296 0/A330K. / 95 H3 139 173 120
[L6R-BP183/1L6R-L_ [F233D/1234Y/P238D/P271G/K326A/A330K / 83 423 191 164 113
[L6R-BP184/1L6R-L [F233D/P238D/P271G/A330K / 0§ 436 131 171 106
[t 6R-BP185/1t6R-L. |F233D/1234Y/G237D/P238D/P271 G/K326A/A330K/ 47 670 446, 179 191
[L6R-BP186/1L6R-L |F2330/1234Y/G2370/P238D/P271 G/ Y296D/K52¢/A/A330K 43 614 368 175 143
[L6R-BP187/IL6R-L [1.234Y/P238D/P271G/K326A/A330K 68 387 205 157 124
IL6R-BP188/IL6R-L. |F233D/G2370/P2380/H268D/F271G/A330K / 74 536 234 179 121
IL6R-BP189/ILAR-L c;zsvo/pzsan/HzeaD/PznG/Kszawpaay 56 557 183 177 141
IL6R~BP190/IL6R-L._|G237D/P238D/H268D/P271 G/A330K 50 615 224 181 155
IL6R-BP191/IL6R-L  {F2330/P238D/ H26B0/P271 G/ K326 A/ AZB0K 125 382 145 170 142
IL6R-BP192/IL6R-L._|£2330/P2380/H268D/ P271 G/ Y296 D/ AB30K 109 106 122 172 118
IL6R-BP193/IL6R-L |E2330/P23B0/H268D/P271 G/ £330K/ 113 449 154 173 135
IL6R-8P1 84/IL6R-L_ |F233D/1234Y/G237D/P238D/H26D0/P2T1 G/K326A/A330K 69 672 385 178 249
ILGR-BP195/IL6R-L. [E233D/1234Y/G237D/F238D/H2ABD/P271 G/ Y296D/K326 A/ A330K 68 661 344 181 221
IL6R-BP19G/IL6R-L  [1L234Y/P238D/H268D/P271 G/ 1326 A/ A330K 89 402 185 157 137
IL6R-BP197/[L6R-L _|E233D/1234Y/G2370/P2380/H268D/P271 G/ Y296 D/K3260/A330K 7 §42 294 179 206
IL6R-BP198/1L6R-L |F233D/1234Y/P238D/H2680/P271 G/K326A/ A330K 104 449 168 164 157
[L6R-BP199/IL6R-L_ |E233D/P238D/K3260/A3%0R 112 172 116 144 103
1L6R-BP200/IL6R-L_ |E233D/1234Y/G237D/p4380/P271 G/K326D/A330R 60 754 517 188 164
IL6R-BP201 /1L6R-L |F233D/G237D/P2380/P271G/A330R 57 696 359 186 121
IL6R-BP202/1L6R-L [G237D/P238D/P2715/ K326 A/ A330R 43 615 285 185 108
1L6R-BP203/IL6R-L  |(237D/P238D/P271 G/A330R 35 637 255 185 88
[L6R-BP204/1L6R-L ezaao/mao/%ne/mzs;waso»a 110 301 137 165 121
ILGR-BP20S/ILAR-L  [E233D/P2380/P271 &/ Y296D/A330R a7 335 108 167 93
IL6R-BP206/IL6R-L._ [F2330/P2386/P271 G/A330R 101 362 123 168 92
IL6R-BP207/IL6R-L _|F2330/P288D/A330R 74 103 103 124 97
E233D/ 32370/ P2380/H2680/F271 G/A330R 81 690 310 188 118
G2370)/P2380/H2680/P271 G/ K326 A/ A330R 68 625 267 186 153
2330/ P2360/H2680/P271G/AI30R 57 661 279 187 135
£2330/P2380/H268D/P271 G/K326 A/AI30R 126 312 111 165 87
#£33D/P238D/H268D/P271 G/ Y296 D/A330R 117 363 135 173 122
E233D/P238 D/H268D/P271 G/AI30R 118 382 123 169 100
E2330/1.234Y/G2370/ 238D/ Y2960/ K326D/ A330K 36 498 285 174 165




gy o5 B5EL 561 50-38k - _{803%F 5 - (10318 H0-3E 4 UOEEV /Y026 /Q082,./QBELd/OLCED/AbEE 1/0EE2] 1-891L/ 25 Iaa -5 91|
60 biL CAD 691 - {80-30% SO-3LM s {0-349 80-3v € HOEE?/YOLEX/QBECD/DLECD/APEST/QEEE| 13911/ 1S 148191
Lo 066 0601 el 80-31E -3V {035 S £0-3ZE YOBEY /VOEEA/QBECA/ILESD/ALEC]| -0 TI/06 I8 40T
gl [ §68 oS} .180-3€% 50-3r! 3r | 0321 AOBEN/YIECEA/QBECA/QBELD/OLECD/AVEST/ALEA| 1-HHI/6F IdE-HON
[ Vb L Skl 80-3SL 90-304- -3} 20-36'6 ACEEV /Y OZEN/0BECI/DLETD/APECT/QEEZT|  T=UY I/ BF IJB=UGT
[ Viv il gzl 20399 -5 1L0-66N [£0-3V) AQEEY /VOZEI/QBEZSANLEZO/AVES] 1-M I/ LE kG-
Le LEL 008 €8 032 0381 . @313 NgO-3kL VOZERAUNESIAQLEZED/AREST T-HENLAOY I8-H T
vE I's 86k 83 =113 «-3IvE 14032 1 QBEZD/QLECO/APEST| -8/ St I3 -9
e GE gLy L £0-36 1. %0-360 20-308 VOZEN/QHEld/QLkeY) =AW I/ vh ldH-50T)
SL rSs [¥13 001 L03ars 90-3L G 20-30 1 ™\ VOGER/Q88d/APECT] T-HO/EF Id8-50TI
cit EE] gay g3 0399 20398 £40-3E 1 AQELY/QIECI/APET)/EETE] T ULI/EE KU
L0} [ 5 Si2 £0-3LE 90-309 90351 AOEV/VOZEA/T0ECdAACEA]  1-89M/2€ IG-H0 ]
or 97l 885 So1 ; {t0-3S¢ @-J1E 20-32 1 xcng_\ﬂmmun\cnnwo\nunnm_ -9/ 1€ 10491
68 201 558 Y ‘{£0-30¢€ -[80-3ES €0-38 1 AOLEY/HECEN/BHECD/UEEZH| T-491L/0E IdH -4 9T
561 a9 SiL £62 £0-328 BEEMD 80-35¢ N AOEEV/QUEE)/Q8ECd/QEEL| -89/ 52 kd8-1 Tl
€8 ug £15 99} . {L036¢€ 90329 [80=3ET ~. AQEEV/VICEN/Q8ECd/AVECT] -89/ 6008 ~80
LE £l FE €El .|£0-32¢ L {%0-362 £0-36¢ N HOEEV/VAZER/QEECd/0LECD] T1-HXl/BRE-UT I
821 Vs ivs 09l < {£0-A10 Q0-3LE 80-36¢€ N AQEEV/QECed/AYET]| -8/ L00d8-4
ezl [ 663 vet v+ {£0-9LS 0-3L 6 80-3L 2 N AOEEV/VECER/ORESD|  1-UET1L/900dF-801I
B 26 5%L tE3 ", {L0-32€E £0-32 v 10-362 N MOEEY/CBEZI/OLESD|  T-HY1L/SB0I8-191
b5 (] oLy gkt 030G Q3L G0-30 L N OEEY/HEZEN/UBEZD| 1-USI/pROB~40
662 5E S§S 062 036L N-I£T 2038 ¢ _NICEEV/0963A/08EEd| 193 1I/E80d8 501l
CED EF] o6a 820 £0-3v'5 D321 80-36'1 %QEev/08s2d/0Eed| -yl sendg =yl
6eg oe ¥ee gie 90-d7 $0-322 £0-30'6 008M:/0853d/Q€L23[ -y 14282-¥ )|
sg 4L VOE St . [Lt0-3EFR 920-30¢5 80-3F | WNESEA/BQEId/0EEL]|  1-Ha1/ESCBS-H9],
681 £l GES [ Bl e 190-35 | 80-3V') N\, 0882d| 1-ueNl/9r848-8911
Gl al z0 €0 20-3EE 90-31E 00-31 L [(I5=HG N 1-4971/EQ-H Y|
GQ 2l €0 (L] 10-35¢ 90-39¢2 0304 0i-3¢¢ N 1=49UR 1080
TETTUE53 GNY HerluE>d 01 301Ld3dAT0d 3011429470
IN3HYd 3HL 40 S3LLIALLOY ONIGNIS 3HI @Y 0] emo | amen | (/190 C/1em fc/jom 4 oyjew o (/tow
40 SISNOHIS I HO4 ATIVA O / HBIINAOdl g1y au merin ittt i cin el AT TTuEod | Qi 1yBod | HelTydod | weliudod | eydoy NOTLVELTY| I UNVINVA
ONY ¥e[ 19504 0L INVIMYA ¥ 40 SILIALLOV[™ 2 A= o id ISNIVOY OX|LSNIYDY GH{LSNIVOY ON|ISNIVOY OWLSNIVOY O
SNIONIS H1 0 ¥IONONIS 3HL A0d INWA O




149

N A 80-38G MDEEV/QAEEN/AYEZA/0BE23/0LETD/AVEZT/QCE] -/ 1228-5E
g/ll F9EL [ ..o [(0-38 90-31¢ 60-31+% HOEEY /S42d/0898H,/08ESd/QEEZI|  T-HOTI/E 1 2d8-H91]]
L84 £EEL Ve 10301 N ~[%035E 60-36 S YOEEY/Q966A/31L6d/089a+/A8ECY/CGEEA| T-U9M/2 12dB-091l
BEL G021 BT {L0-32¢ S0-d1v €N-3¢2 b HOEEY /¥ BZEA/D L{2d/QB92H/B8E2d /Q8EZA| =497/ L 1Zd8-901)
¥BL Vibe ¥4z . 18C-36E : [20-30'Y 80-350 HOEEY /O 1£2d/08OCH/A8ETd/QLETD] T /0 Leda-a 0]
F09 £S5l Lee BEELE W-32 93-35€ HOEEV AYOTEN/D842d/0BOZH/0BEZd/CLECD| -1/ 807464 a1(
FSe %952 EDC -|80-3CE 8038 ¢ HOEEV/D LL2d/0882H/UBESd/OLEGD/QLEST|  T-8911/80248 591
LE SYE oee .- .. [£0-3¥B 80-3¢ ¢ HOEEVY/JBEC/AEeZd| 1-d911/L0caB-4UY
2s1 Legi {al - o [t0-39¢ €0-3¢8 HOEEV /D 112d/08BEZI/CEEZA| 1-8511/50ed8 -9
X LaLi g2 . [L0=-39'1 HO-34 L HOEEV/QDZA/D L od/08E2d/0EEZ3|  N1-d911/ 8081011
[z £38 oLy o | Le-352 -39 L HOEEVAVOZEN /D1 Led/0BEZd/QEETT| -8U1l/¢07d8-891
LEY 9922 502 = 1B0-36F L0-3 ) HOEEW /O 1£2d/0BECH/ALED)]  T-dUH/E0ZH8-8ETI
¥ B vkl z8l B0-3¢9 BO-35 HOEEY /VOZEN,/O L £2d/QBECd/ALESO] -89/ 205d8-0011
vit Vel [ .. |8030°% 80-31S N HOEEY /D 142d/QBEZS /0 LEST/ACEZD] 1-4911/104d8-H01l
L] 6E2) 0B} -, c|803vE g3t NG YOEEV/00¢8A /0 H.ed /Q8Eed/0LE2D/APES1/QEEZT|  T1=1971/00248-5011
£a oes S £L0-T5F 60-3¢'G N HOEEY/QUCEN/TBESI/QTEZA] T1-WI/68 kG-
L5 g 104 [T - [£0-30°2 90-31' 4 MAOEEVVOZER/O LETd/080TH/00E3dAAVETV/OEEZI[ -8 0T1/E6 kiE -y
LEeS £802 viL B(-38'S 8036 | WOEEY /096 86ZA/D1Led/0882H/CBEZE/ALESI/AVES)/OEEED| 1-H911/L6 kid-5571
6EL <53 vEL - 0-322 90-3F L N\._IOEEY/VDZEN/DVied/0Q802H/UBESD/AVEZ ]| T-HOI/9G Id8-501]
09 8002 cel {8030 23-3E ¢ HOEEY/VOCEA/O862A(D L L2d/0B9CH/QBEZd/0LECD/APEZ1/QEEZ]  T-HI /S I8-HNI
¥'6S §eal R » . ' 180-3ZS e0-3t¢ NOEEV DTN/ N ed/U89eH /Q8E2d /O L8200/ /AvEZ1/TEEET] T4/ 3 1d8-8aI
S62 9902 B} 2o |40 6)-3€'0 “NAOEEY /D 1L 7d/Q807H/09E3d /AEEZT]  1-JE1/E8 IH8-3TT]
Elc G E8e VEC £0-31} 60-439 AOBEY /U8GEA /O LLcd/0B8AH/0BESE/TUEEZA| T8I/ 26 kdB-Ha]]
g le §t8) £0¢ ; 035} 60-30 ¥ HOEEY /Y DEEMD H.2d/UBYAH/QBEZD/AEEZD] V4811 16 ldB-H91]
ZES 93262 €61 ‘.. -|80-38S 80-3£0 HMOEEY/OWZH/0882H/08E2d/0L829]  T1-dU11/06 15540
8l €82 g8y e0=-3¥'L e0-3C¢k AQEEY /Y OLEA/Q L 892H/08E2d/QLE20  -4911/68 IdT-4 97
g'Lo FOSE 6le 80-39F B80-312 AQCEV /D 12.2d/QBYZH/(IeEZE /ALE2D/QEEZI|  T-¥XL/B9 IKda-BoTI
L0l £29 L8 S, {03672 B0-36¢ AQEEYAYOZEA/D (2 oW 8ESd/AREZT| T1-d91/ L9 1dB-HaT]
L0S 5761 R . {80319 BO-3S ¥ ANOEEY /WOZEN/A96EA/D VL 2d/QBE2d/QLECD/AEZ 1/0EEZT]  1-8671)/58 488811
Sty Gl 031 .- .|80—J69 BO-3c ¢ MOEEY /Y 9ZEA/D H.2d/OBEZD /T LEZD/APECKOEEZ| 1-8911/5B ld8-H91]]
Ske LBEZ Z81 L0-9E°L 80344 HOEEV/D 1L 2d/0BEC/OREZE| 3-3911/¥8 I8 a1l
6§21 §29 L0} L0-3¢'¢ S0-340 AQEEY /Y OZEN/D 4L 2d /OBET /A PEC/ALE A-4911/E8 lc8-H U
£87 5952 988 [ 80-30'} HOCEV/0950X,/D 1L2d/0862d/0EER3| (P ITI/20 KE-¥a)|
£6) S¢51 £0¢ 10-39'1 60-391 AOEEVAVOCEA/D 1Led/Q8E2d/QCEZ| 1 1/ 18 d8-H01]
E6Y 8082 98} B0-3¢9 B0-386 ACEEV/O LLSd/ABEZd/QLEcD)] 1-¥91 148-d01]
698 6061 L9} .{803re 80-3+'0 HOEEY/VOZEA/O LLedI8Eed/ALECD| T-HON/BLWG-HuTl
108 ¥ZiZ D . |80-31s 80~3E ¥ HOEEY /O M E5/Q8Eed/OLECY/QEEZ| T=-3911/84 =01
0% ¢ 654 gel - 80-de s 80-3¢€ AQESY/Q9¢EA/O 1L2d/U8E2d/0LEED/APEST/QLEdA| AT/ LL KIG-HY
o8 ) gl £0-39¢ S0-3CL MOEEV/Q%2£/08E2d/0CEa3|  T-UIl/9L Idg-4 1)




96

[Table 8]
| B

N KD FOR | KD FOR | KDFOR | KD FOR . il
VARAT | AL TERATION FogRia |FegRIaR |FegRilaH | FegRilb :g{}:;;“ O | T or

\ {moliLy | tmolil) | (molL) § (mol1) ATERED | ALTERED

POLPEFTOR [POLYPEFTEE

G1d .2E-10] 10E-06] 6.7E-07: |3 1. 3.
B3 fd E-06] 7J€-07] 3. 1. +.0 |
EP253__ |SZ6TE/L328F . AE-09] 1.2E-06] 1. 107, 528 2768 |
BP262  |G237D/P238D/H268E/P2T1G OE-06f 43E-051 & 378 0. 258 |
B8P264  |£233D/G237D/P238D,H26BE/P271G, Y2060, A330R SE-071 28E-0B] 1. 222, 2520 |
B8P265  |G2370/P23BD/H268E,P2718/Y236D/A330R  JE-071 " 1.2E~05| 789. R 2038 |
8P266  |£233D-G237D/P236D,H268E/P271G,/A3I0R 3 28 l}__ 2IE-QS 621 . 175,
BP268  |E233D-G237D/P23RD/H268EP2711G/ Y2361 .8E~06[. 2.1E-05 228 37
BP26S  |G2370D7P23BD/H268E/P2716/Y286D 2E-06(" 2 537, . 274 |
BP423 _[E2330/G2370D/P238D/5267A H268E/F271G/A330R 8E-07]| 2. 390 . 605.5 |
BP425 E2330/G2310/P238D/V200L/S267A/H28BE -P271G/A330R 2E- 1634, 2 3399 |
BP426 EZ330/G2370/P238D/S267A/HZB68E/E269D/P271G/AINR BE- 836 5290 |
BP428  E233D/G237D/P238D-S267G/H268E/P271G/A3I0R SE-07| 4 3000. 22 4
BP429  [E233D/G2370/P238D/V264)/S261G/H268E /P2 71G/AJ30R JE-07) - 48 5741
BP430 = {E233D/G2370/P2380/V2661/S2676/H2GRE/P271G/AI30R 2E-07] 2 08 4 2582
BPA3( E233D/G237D/P2380/ 52676 H268E, E269D/P271G /A330R {E-07 49 2850
BP433 _ [E2330/G2370/P238D/H2680/P2116G/Y236D./A330K /(3327 BE-07| - 1 9.7 |
BP434  |E2330/G2370/P2380/H2680/P271G/Y236D/K326D/A330R/1332T AE-07] - 4 252.G |
BP4JS  |E233D/G237D/P23AD/H26ED P271G/Y296D,/K326A/A330R/1332T 2E-D7 1 198.7 |
BP436  |£2330/G237D/P238D/S267A/H268E/P271G./Y296D/A330R/1332T 41 606.7 |
BP431__|G231D/P23BD7S261A/H268E P271G-Y286D/AI30R/1332T 236, 4 5236 |
BP438 _ [£233D7G2370/P23B0/S267A H26BE/P2T1G/A330R/1332T. 293 5668 |
BR438  |£233D/GZ37D/P238D- V2631 V266 s S267TA/HZ6BE P271G/A3IR 460 509.9 |
BP440 _ |£233D/G2370/P23BD/V2641/H268E /P271G/AII0R 307 595.0 |
87441 _ |[E233D/G237D/P238D/V26EL/ H268E/P271G/AJI0R 582 205.3 4
BP442_|€2330/(2370/P238D/H266E/E269D/P271G/AI30R 373, 250 |
BP443 _ [E233D/G237D/P236D/V26hL H268E/E269D P271G7ARI0R 406 132.5 |
BP445__{E2330:'G2370/P2380/V254]/S26TA/H268E/P271G/A3I0R 581 i3 1201.6
BP479  [E233D/G237D/P2380/V2841/ V2651 /S267A H268E/P271G 268 . 555 |
BP480 _ [E2330/G2370/P238D/ V2661 H288E/E268D /827G 107 . £59
BP481__ [E233D/G237D/P2380/V2641/S287A/H268E /P271G 350! 1538 |
BP483 _ [E233D/G2370/P238D/ V366, SI6TA/H268E/R271G 230. 397
BP484  |E233D/G237D/P238D/8267A/H268E/E2690/P2NG 240. A 6.8 |
BP487 _ |E2330/G237D/P238D/V264l/S26TA/H268E/P271G/AI30R/PIEM 1304 28. 635 7 |
BPA88 _ [E233D/G237D/P2300/V2641: S26TA/H268E/P271G/Y286D/A330R B64. 14. 675.7
BP489_ |€233D/G2370,P2380/ V2641 S26TA/H268E /P271G/Y296D/A330R/P3I6M 870 25. 10060
BP490  [62370/P238D/V2641/S267A/H26RE/P271G/A330R 1000 X 2917 |
BP491  [G2370/P2380/V2641/826 1A H2GBE (P2 11 G/ Y296D/A330R 323 019.7 |
BP492  [P2380/V2641/S267A/H26BE/P2T10 678 131.4 |
BPAY3  |PZIBD, V2641, S267A/H26BE/P271G/Y296D 900.! 146
BP494  |G237D/P238D/S267A/H268E/P271G/ Y2360 /AJ30R 820 A71.1 |
BP49S  |G237D/P23BD/S267G/H2E8E/P271G/Y296D-/A330R £243. 321.2 )
BP496  {E233D./G233D/P238D/ V26417 S267A/H268E/P271G/Y2960 201, 2 168.5 |
BP4B7  JE233D/G2370/P238D/V2641/S267A/H268E/P271G/A327G/A3IOR 236. 763.5 |
8P498  |E2330/G237D/P238B0/V2684]1/S26 1A/ H268E /P27 G/A330R,/P395L . | 563 18788 |
BP498  EE2330/G2370/P23BD/V2841/S267A/H268E /P211G/ Y2060/ A330R/PIO6L .SE-091. 1.2E-05 338 ] 684 21233
BPS00 _ }G2370/P23BD/V2641/S26TA H2EBE/P271G/Y246D 24E-08] 39E-05 2991 1033 28.1
BPS01 {62370, P238D/V2641/S267/A H268E/P2T1G SE-08] 1.8E-08 25.1 | 555 230 |
BP502  [E2330/G23707P238D/V2641/S287A/H268E /P271G/Y293D/A327G/A330R . 7E-08y 24E-05 29, 352 t 40.1 |
BP503  [E233D/G2370/P238D./V2641/S26 1A/ R26BE/P271G/Y296D/A327G/AII0OR/PIIEN JE-09! 1E-05 a3 502 §9.4 1812
BP504 _ [E2330/G237D/P238D, V2641, S267A/H26BE,/P271G/E272P A4E-09F 456-07] 1 2. 4E-08)  34E-D5 18 658 4 22,
BP505  [E2330/G237D/P2380/V2641/S267A/H268E/P271G/E272D JE-08] 43E-07 1E-08 BE-09, 20.0 54 4.
BP506___[E233D/G237D/P238D,/V2641/ S26TA H2GBE/P271 G/E272P/ Y2900/ AJ30R 2E-07 4E-09) °_5.5E-D5; 35 7. 8064 |
BPS507 _[E233D/G2370/P2358D/ V2643 S26TA/H2GBE/PZ271G/E272P AJ30R .9E-08] 2.GE~03 34, 1 10653 |
BP508___|E2330/G237D/P2380, V264l/ S26 7A/H268E/P271G/E272P /Y2860 2 1E-08} 6.1E-05 25. 2 149.0 |
BP509__ [E233D/G237D/P238D, V2641 S26TA/H26BE/P271G/E272D/Y296D B8E-08] 23E-D5 28, 4 1742 |
BP5I0_ 1G237D/P236D/V2641/S26TAHIEBE/ P2 71 G E2T2P/A3I0R 18£-09) -2.5E-05 43, 104].. X §07.3 |
BP5tt _[G233D/P238D/V2641/8267A/H2GBE, P27 G/ E272P/Y206D/A330R | 5E-09) 71E~-D5] 50 1235 2 £908 |
BP531 E233D/G237D/P23RD/V264!/S267G/H288E/P271G/Y206D/A3I0R/PIIEM .8E-08} - 2.7E~DS: 33. 33 A 828.7 |
BP532 __ [E2330/G2370/P23BD/ V264! /H288E /P271G/Y296D/A330RPIIEM 3.2E-09}. 2 BE~05! 29.. 593 [IN 9B D |
BP533 _ [E233D/G232D/P2380,/V2841/8267G/H268E/P271G/Y296D/A330R/PA96L 1E-09} 2.7E-DS! 28 634 . 561 |
BP534_ [E2330/G237D/P2380/V264I/H288E /P271 G/ Y2950 /A330R/PIYGL OE-09) 2.5E-0S 30. 605 10438 |
BP5I5  |£2310/G237D/P238D/V2641/8267G/ H268E /P22 G/ Y296D/A327G/A3I0R/PI0EM 4 0E-09! 3E-D5! 23 806 " 7809 |
BP516 E2330/G237D/P238D/V284l/HZ68E /P271G /Y2960 7 A327G/A330R/P3F6M 0E-08 .3E-D5i 28 437 A i043.8 |
BP537 G237D/P238D,/V2641/S267G/H268E /P271 G A330R SE-04 BE-D05 39.1 | a47. . 4413 |
BP538 _ [G2370/P238D/ V2641, H268E/P271G/A330R 3E-09} 33E-D5 386 | 568 .4 5871 |
BP539 __[G237D/P23BD/V2641/8267G H288E/P271G/E212P/ Y2960 /A330R LAE-08} _3.4E-05 36.0 | 668. . 3696 |
BP340 _|G237D/P238D/V2641/H268EP271G/E272P/Y29B0/A310R .7E-09]  3.9E-D5 36. 802. . 541.0 |
BP549__ [G237D/P23BD/S267G/H268E/P271G/A3I0R 6E-D8[-_2.4E-D5| 359 | 695. 8 186.2 |
BPS50__ [G2370/P23BD./V2641/5287G H268E./P271G/E2720/Y296D/A330R 6E-03| 4 8BE-O5| 44.. 655 . 406.3 |
8P351 G2370/P23BD/V2641/H268E/P271G/E272D /Y2360 /A330R 4E-09|  4.BE-05 38. 435, 4. 4821 )
BP552 _ |€233D/G237D/P2380/V264L S26TA/H268E/P271G/E272D Y2980 /A330R .6E-09|- 3.0E-05| 32 133 11.4 1196.9 )
B8P553  |€233D/G23ID/P2380/V2641/5267A H268E/P271G/E272D/AI30R 1E-09]. 2 0E-05 22, 453 12. 1803.2 |
8P554 _ |6231D/P236D/V2641/5267A H268E P2T1G/E272D/A330R AE-0D| 2.4E-05) 32 5181 .6 698.2 |
B8P5S5  |G237D/P2380/V2641/S26TAH268E/P271G/E272D/Y2930/A330R 4.1E-09| "3.0E-05 KA 778 ; 7543 |
BP556  |G2370/P23BD/V2641/S267G/H268E/P271G/Y206D A3I0R 4E-00] - 6.0E-D5 354 | 692 . 369.9 |
BP557 _|G237D/P23BD/S267G/H268D-P271G/Y29BD/A330R .0E-08] 29E-05 42. 746 . 54,
BP558 _|G237D/P238D/V2641/S267G/ H268E/P2T1G.'E272D/A3ICR .0E~G9|  3.8E-C5| 364 543 4 343
BP559_ |P23BD,/ V28417526 7A/H268E/P271G/E272D/ Y2960 8E-08]. 4.4E-05) 584 11 . 1
BP560  |P238D/S262G/H268E/P271G/ Y2960, A330R 8E-0%]| 4.4E-05) 22.8 63 16.8 |
BPS56} E2330/G2370/P238D/H2680,P271G/E272D  ¥296D/A330R BE-08] - 3.7E~05 280 291 . 170.3 ¢
BP562 _ 1G2370/P2380/H268D,P271G/ £27120/¥296D,/A330R 4E-08] ‘5.3E-05 260 466 131.4 §
BP583  {E233D.G23710/P238D -/ H268E/P271G/E272D Y2580/ A33CR 6E-08}. 3.8E-05) 29, 525, X 96.2 |
BP564 _ jG237D/P238D/H268E/P271G/E272D/Y286D,/A330R ? 2E-081 4.9E-05 . 454, . 40 |
BP56S__[E2330/G237D/P238D./S267A H268E/P271G/ Y2960/ A330R .SE-03%  2.1E-05 41. 856, X 64.
BPSE? _ [E2330/P238D/V2631/5267A H268E/P271G/¥Y236D AE-08 " 3.9E-03) B4, 1231, . 2248
BP568__ {E2330/P238D/V2641/S287A/H268E/P271G .SE-08{ 2.5E-03 46 748. . 2108

Among the variants described in Table 8, IL6R-BP253/IL6R-L produced by adding known alterations that
enhance FeyRIIb 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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STNDING [BiKDING. [BaiDING. [BINOIHG. [piNDING:
NG
VARIANT NAWE ALTERNATION ACTIVITY JACTIIVTY ACTIVITY [ACTIVITY [ACTIVITY
T0 FoeRlalTO FoeRIARITO FoaRlaHTO FoeRIIbT0 FozRilla
IL6R-G1 d/IL6R-L ad 140 A50 1670 G2 3343
IL6R-B3/1L6R-L 145 625 1601 58 3264
ILAR-BFHA8/ILOR-L. _{P23ED 100 100 160 100 100
ILAR-28253/IL6R~-L {E233D/P238D/ V323N 155 258 297 156 128
IL6R~2B281 /iL6R-L. _ {E233D/P23BD/ Y2960 100 24 &1 15 87
IL6R-BPOS2/ILHR-L E233D,/P2380/A330K 74 126 106 136 87
IL6R-BPOB3/ALOR-1._ |P238D/ Y286 D/ A3S0K 50 87 21 122 107
ILBR-BPOB4/ILER-L. P238D/V323M/AS30K 103 203 162 141 106
L6R-BPOBS/{LBR-L _|G2370/P2330/A330K 12 278 158 182 104
ILER-BPOGE/ILSR-L P23t 0/ Ka25A/ A230K 121 155 116 137 123
ILER-BPOBT/ILER-L  HL.234Y/P2380/A330K. 33 163 179 137 158
IL6R-BPOBB/ILER-L. 1G2370/P2330/KIZ6 A/ AII0K 25 372 186 161 122
ILOR~BPOBY/ILER-L  ILZ34Y/P238D/KAZH A/ ASI0K 43 202 186 147 136
IL6R-BP129/1L5R-L {F233D/P238D/ Y250/ A330K 63 111 28 138 95
ILGR~-BP 30/1LAR-L _{E233D/P238D/V323M/A330K 104 272 274 {50 115
ILGR-BP131 /1L6R-L_{E233D/G2370/P288D/A330K 33 364 283 160 1%
ILGR-BP132/1L6R-L_ |E233D/P2380/K326A/ A330K 81 181 12Q 150 120
{L6R-BP133/1L6R-L.  |E233D/1.234W/P233 0/ AS30K 41 174 151 137 114
IL6R-BM 43/IL6R-L _ |L234Y/P236 B/ K326 A 86 238 143 133 114
IL6R-BP144/IL6R-L _|G2370/P2358D/K326A 9 204 108 124 128
1L 234Y/(237D/P238D 43 350 224 152 153
1L234Y/G237D/P23BD/K326A 50 445 2 155 180
L234 Y/ G230/ 02380/ K326 A3 0K 294 650 582 177 203
E2330/1.234 Y/ G237D/P238D/ K320 A/ A320K 33 503 462 176 227
ILOR-BP143/1L6R-L  {E233D/1L234Y/GR37D/P238D/v298D/ K326 2/ A330K 29 5328 44 173 136
IL6R-BP150/IL6R-L  [L234Y/(237D/P238D/ K326A/ A330R 30 7587 770 183 204
ILAR-BP151/ILER-L  (E233D/L 234/ 3237/ P238D/K326A7 A350R 38 705 521 18Q 224
[L6R-BP1562/1L6R-L |E233D/1234 /G237 D/ P238D/ Y2880/ K326 A/ A330R 34 638 548 178 146
ILAR-BR1 TaAILER-1.  |F2330/FRIRO/KIT6M/ AA3GK § 02 201 198 147 131
L6R-BP177/IL6R-L |E2330/1234Y/G237D/P238D/F271G/K326D/A330K 57 621 408 177 186
E2330/G237D/P2380D/P271 G/ A330K 51 653 289 1798 110
G237D/F283D/P271 G/K326 A7 A330K 33 570 226 177 125
G237D/P233D/P271 G/A330K 29 602 203 179 100
£233D/P238D/P271 G/K326A/A330K 103 362 150 170 122
E233D/P2380/F271 G/ Y2960/ AS30K 95 413 129 172 120
E233D/1234Y/P2330/P2T1 G/K326A/A330K 83 423 121 164 113
E233D/F238D/R271 G/ A330K 95 436 1% 171 105
E233D/1L2344/ G237 0/ P2380/P271 G/KAZS A AITDK 47 £70 446 179 193
ILBA-BP186/1LER-L  |E233D/1L234 Y/ 2370/ P2380/ P27 G/ Y206 D/ K325 A/ A330K. 43 613 3€8 175 143
ILBR-BP187/IL6R-L  |L234Y/P238D/P271 G/ KI26A/A330K 68 387 205 1527 124
LAR-BRE8/ILER-L |F233D/G2370D/P2380D/H2680D/P271 G/ A330K 74 636 £24 179 121
IL6R-BP1EQ/ILBR-L  |G2370/P2330/H2GE 0/ P2 71 G/ K326 A/ A330K. 56 537 13 177 141
IL6R-BP1SD/ILBR-L  |G237D/P233D/H2680/P271 G/ A330K 50 615 274 13 155
[L6R-BP1S1 ZILSR-L _ |E233D/P238D/ H2680/P271 G/KI26 A/ AI30K 125 382 145 170 142
ILBR-BP1 92/1L6R-L  |E2330/P238D/HG6D/PR71 &/ Y295 D7 A330K 103 408 122 172 118
ILAR-BP1983/IL6R-L |E233D/P238D/H268D/P271 (53/A330K 113 448 154 173 135
IL6R-BP194/IL6R-L _|F2330/1234Y/G2370/P238D/H268D/P271 G/ K320 A/ A330K, 69 672 388 178 248
ILGR-BP18S/IL6R-L |F233D/1234V/G2370D/P2380D/HRABD/P271 G/ Y2850 /K326 A/ A330K 98 [¢1a}] 344 181 221
ILSR-BP1G6/IL6R-L 1234Y/P2330D/H2680/P271 G/K326 A/ A330K 8% 402 185 157 137
IL6R-BP197/IL6R-L  iF233D/1234Y/G237D/P2380/H2680/P271 G/ Y298 D/ 325D/ A330K " 542 284 178 205
ILER-BP198/IL6R-L IE233D/1234Y/P238D/H2680/P271 B/ K326 A/ A330K 104 448 168 164 157
IL5R-BP159/1L5R~-t {F233D/P238D/ 13260/ A330R 14 172 116 144 103
ILGR-EP2OO/ILOR-L  1E233D/1L234Y/G2370/P238D/ P21 G/ FR26 0/ A330R [233] 754 517 188 164
IL6R~-BP2D1 /ILSR~L  {F233D/G2370D/P23810/P271 G/ A330R 57 596 355 186 121
IL6R-BPZ0Z/ILOR-L  {G2370/P233D/P271 G/ KI2H AL A330R 43 6iS 2€5 188 1038
ILGR-BP203/IL6R-L  [G237D/P238D/P271 3/ A330R 35 637 255 185 58
ILER-BP204 /IL6R-1.  |E233D/P2380/ P271 G/ K326A/ A330R 1450 301 137 165 121
{LBR-BP2OS/ILAR-L  |E233D/P238D/P271 G/V2460/A330R a7 335 108 167 a3
ILBR-BP206/IL6R-L.  |E233D/F238D/P271 G/ A330R 101 362 123 168 Qa2
IL6R-BP207/IL6R-L [E233D/P238D/A33CR 74 103 103 124 Q37
UBR-BP208/ILOR-L |E233D/G2370D/P238D/H26E D/ P27 G/A3SUR 81 BIY 210 188 118
ILGR-BP209/IL6R-L  |5237D/P233D/H2680/P271 G/K326A/ A330R 68 625 2€7 186 153
IL6R-BP210/IL6R-L.  1G2370D/P233D/H268D/P271 G/A330R 57 561 279 187 135
LHR-BP211 /ILER-L {E2330/P238D/H268D/P271 G/K326 A/ A330R 128 312 111 1865 37
ILAR-BP212/1L6R-L  iE233D/P238D/H2680/P271 5/Y295D/ A330R 117 363 135 173 122
[LER-BP213/1L5R-L iE233D/P238D/H2EED/P278 G/ASIOR 118 382 123 189 100
ILOR-BP214/ILGR-L _{E233D/L234Y/G2370/P228D/¥2560D/K3260/ /530K 35 498 285 174 165

The results of measuring KD values of the variants shown in Table 25 for FcyRIa, FeyRIIaR, FeyRIlaH,

FcyRIIb, and FcyRIIla 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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