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©/'^yit^Phe, LeuXtiMet, 267#@ C07 $ y It^ALa, GLu, GLyXtiGLn 

, 268# @ CO 7 $ y It^Asp, GLnXtiGLu, 269# @ 0T7 $ y It^Asp, 271 #@ 

077$yit^GLy, 272#@ 0T7 $ y It^'Asp, Phe, ILe, Met, Asn, ProXtiG 

Ln, 274# @ CO 7 $ J It^GLn, 296# @ CO 7 $ J It^'AspX&Phe, 326# @0 

T7 $ y It^ALaXtiAsp, 327#@ CD7 $ y It^GLy, 330#@ CD7 $ y It^Lys 

, ArgX&Ser, 331#@077$ J It^'Ser, 332#@ CD7 $ J It^Lys, Arg, Se 

rX&Thr, 333#@ (D7 $ J It^Lys, Arg, SerX&Thr, 334# § 0 T7 $ y It 

7^'Arg, SerXtiThr, 355#@ C07 $ J It^ALa, GLn, 356#@ C07 $ J It^GL 

u, 358#@ 0T7 $ y It^Met, 396#@ C07 $ J It^ALa, Asp, GLu, Phe, GLy 

, His, ILe, Lys, Leu, Met, Asn, GLn, Arg, Ser, Thr, VaL, TrpXtiTyr, 

409#|=|077 $ y It^Arg^.t/419#@077 $ y It7^'GLu"£'$)•?> T7 $ 

tt, 1 907$yIt^WLTlN^Fc^IJiB^fr-efe^T, §£ 

fi£^*0Fcy CT7^ yitB^^A^tlTlN 

K0FcrRHbtc>tf-t£M] / [Fc^lJm&W 

K0FcyRIIbtCtt-t£M] ©littf15.0£Lt£&£Fc$I$ 

tyiMW o 

[4] EU^">/<'J >^238#@0T7$ y It^Asp, 268#@0T7$ y It^Asp 

X&GLu, 271#@077$ yit^GLyTfe^T, HJC, 233#@077$y 

It^Asp, 237# @ 0T7 $ y It^Asp, 264# @ 0T7 $ y It A* I Le, 267# S077 
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$ yit^ALaX&GLy, 272#@ (D7 $ J It^AspX&Pro, 296#@®77$yi| 

7^AspN 327# § CD 7 $ J It^GLy% 330# @ CD 7 $ J It^Arg% 332#|=|CD;7$ 

yitAnhr, sgesg®^^ yii^ieuxtiMet-efe^T7^ 

fc£tl£'>&< 1 yi££WLTl^ [3] IC§B*6©FC$I$&^ 

fro 

[5] CT7^ KCDFc 

rRHbtC^-r^KD^] / K®FcyRIIbtCtt 

t-SM] <Dfetf5Q.WJL±T$>2>s [1] [4] 01^1* tiAHClEicOFc 

wn&m*0 
[6] CT7^ KCDFc 

rRHbtc^-r^KD^] / K®FcyRiibtctt 

tzwm 0^^100. m±XfoZ>s [1] [4] ®lN-rtlAMC|Ei6©Fc 

wn&m*0 
[7] s<7°?- KCDFc yRI la (RM) •SKD-fOt] 

/ K®FcrRnbtC>^-r-g)KD^Ll] 0^^10.0 

[1] frb [6] 

C8] s<7°?- KCDFc yRI la (RM)•SKD-fOt] 

/ K®FcrRnbtC>^-r-g)KD^Ll] CD lit 7^20. 0 

[1] frb [6] 

C9] iu§EFc$I$&^fttf~F§E© (a) ~ (x) (D\j^~ftihs\,Z%^M(D7 $ 7II 

Ih, [1] hsb C8] lN-rtlAMC|Ei60)Fc^IJiB^fro 

(a) Fc^IJi^EU^-y/^U >^238#@, 233#@N 237#@N 268#@N 271# 

@N 296#@S.t/330#@®77$ J I£fi£l£ 

(b) Fc^IJi^EU^-y/^U >^238#@, 237#@N 268#@N 271#@N 296# 

@ S.t/330# @ CD 7 $ y I£fi£l£ 

(c) Fc^IJi^EU^-y/^U >^238#@, 233#@N 237#@N 268#@N 271# 

|=L 296# @N 330#@S.t/332#@®77$ J I£fi£|£ 

(d) Fc^IJi^EU^-y/^U >^238#@, 233#@N 237#@N 264#@N 267# 
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268# |=L 271 #@N 296#330#g&tf396#g©;p$ J life 

Bs 268#@N 271#@^t/330#@077$yi|B^ 

(e) Fc^©EU^->/<'J >^238#@, 233#@N 237#@N 267#@N 268# 

Bs 271 #@N 296#@N 330#g&tf332#g©;p$y®S&£ 

(f) Fc^©EU^->/<'J >^238#@, 237#@N 267#@N 268#@N 271# 

|=L 296# @N 330#@S.t/332#@®77$ y I£fi£|£ 

(g) Fc^©EU^->/\*'J >^238#@, 233#|=L 237#@% 268#@, 271# 

|=L 296# @N 327#@S.t/330#@®77$ J I£fi£|£ 

(h) Fc^©EU^->/<'J >^238#@, 233#@N 237#@N 264#@N 267# 

@N 268#@S.t/271#@®77$ y 

(i) Fc^©EU^->/<'J >^238#@, 233#@N 237#@N 264#@N 267# 

Bs 268#@N 271 #@N 296#@^t/330#@077$yi|B^ 

(j) FcSIitODEU^VA-'J >^238#@, 233#@, 237#@% 264#@% 267# 

A 

(k) Fc$MM(DEUj->/<>J >^238#@, 237#@N 264#@N 267#@N 268# 

ik 271#@S.t/330#@®77$ J I£fi£|£ 

(L) Fc^IJi^EU^-y/^U >^238#@, 237#@N 264#@N 267#@N 268# 

ik 271 #@N 296#@S.t/330#@®77$ J I£fi£|£ 

(m) Fc^IJi^EU^-y/^U >^238#@, 264#@N 267#@N 268#@&t/271 

#@0^$ 7I£fi£^ 

(n) Fc^IJi^EU^-y/^U >^238#@, 264#@N 267#@N 268#@N 271# 

@ S.t/296# § CD77 $ y I£fi£^ 

(o) Fc^IJi^EU^-y/^U >^238#@, 237#@N 267#@N 268#@N 271# 

@N 296#@S.t/330#@®77$ y I£fi£|£ 

(p) Fc^IJi^EU^-y/^U >^238#@, 233#@N 237#@N 264#@N 267# 

Bs 268#@N 271 #@N 330#g&tf396#g©;p$y®S&£ 

(q) Fc^IJi^EU^-y/^U >^238#@, 233#@N 237#@N 264#@N 267# 

Bs 268#@N 271 #@N 296#@N 327#@, 330#g&tf396#g©;p$ JII 
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(r) Fc3p£©EU-f >?'238#@s 233#i, 237#g, 264#@% 267# 

268#@, 271 #@N 272#g^t/296#@©7$ JW&&. 

(s) Fc^©EU^->/<'J >^238#@, 237#@N 264#@, 267#g% 268# 

271 #@s 272#i&t/330#@0Z$ 

(t) Fc^0EU^->/<'J >^238#@, 237#@N 264#@, 267#g% 268# 

271 #gs 272# gN 296§@&t/330#g©7$yi££^ 

(u) Fc^IJi0EU^->/<'J >^238#@, 233#i, 264#g, 267#@s 268# 

@ S.t/271 # @ CD77 $ y 

(v) Fc^IJi0EU^->/<'J >^238#@, 237#267#g, 268#@, 271# 

0, 296#g^O;330#ga)77$ Jm$M 

(w) Fc^0EU^->/^'; >^238#@, 264#@N 267#g, 268#@, 271# 

S s 272# g &£/296# @ © 7 $ 7IM'^ 

(x) FcMM(DEUi~>/<iJ >^238#@, 233#g, 264#g% 267#@% 268# 

0s 271#g^.t/296#g(D77$ 7StB^ 

[1 0] tulBFcTll^B^^fr^ TIBCD (a)~(x) CDlN^tlAMClEtlCD T7 $ 

d) cs] iN"rtiAMciBi6©Fc^uiB^fr0 

(a) Fcii^EU^VAY >?'238#@®:P$ ylt^Asp, 233# @ CD T7 $ y || 

7^Asps 237# g 07 < J lt^AspN 268# @0757 lt^Asp% 271#g07$ 

yit^Gly, 296# @0^$ y|£^AspW330#g(D:P$ 7 ®£^Arg-e£>3 T7 $ 

(b) Fc^IJt0EU^->/<U >^238#@®Z$ yil^Asp, 237# i (D T7 $ y It 

^"Asp, 268#@077$ yit^AspXtiGLu, 271#@07$ 7It^Gly, 296#i 

(D 7 $ 7 St^AspS.t/330# g © 7 $ y It^ArgT fo Z> 7 $ J ItlB^U 

(c) Fc^IJt0EU^->/<U >^238#@®Z$ yit^Asp, 233# i CD 7 $ 7 It 

^Asp, 237#@®7$yIt^Asp, 268#@©757It^Asp, 271 #gCD7$ 

yit^GLy, 296#g07$ yit^Asp, 330#@(D77$ J @t^Arg^t/332#@ 

07$ y®tAnhr-e^^7'$ ygtSB^u 

(d) Fc^^EU^-y/^; >?'238#@CD:P$ ySl^Asp, 233# g CD 7 $ 7 St 
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tfAsp, 237#@07$ yil^Asp, 264#@07$ yit^Ile, 267#@07$ 

J It^GLyXtiALa% 268#@ 07 $ J It^GLiu 271 #@07$ ̂  II^GLyS.t/3 

30# @ 07 $ J II^ArgT'fe'i) 7 $ J 

(e) FC:PI^60EU^- y/< 'J y ^'238#@ 07 $ J ll^Asp, 233#@07$yi£ 

tfAsp, 237#@07$ yil^Asp, 267#@ 07 $ J II^ALa, 268#@07$ 

yit^Gluu 271#@07$ J @t^GLyN 296#@ 07 $ J @t7^AspN 330#@0 

7$ yil^Arg^t/332#@07$ yil^Thr-efe^)7$ 

(f) Fc^IJt0EU^->/<lJ >^'238#@07$ yll^Asp, 237#@07$yi£ 

ifhsp^ 267#@07$ yit^Ala, 268#@ 07 $ J II^Glu, 271 #@07$ 

yil^GLyN 296# @ 07 $ J II^Asp, 330#@Arg$.£/332#@ 07 $ 7 It7^T 

hr-efe^7$ 
(g) Fc^$0EU^ yi^)y ?'238# @07$; It^Asp, 233#@07$yit 

^Asp% 237#@07$ yil^Asp, 268#@ 07 $ J II^Asp, 271 #@07$ 

yit^GLy, 296#@ 07 $ y It^'Asp, 327#@ 07 $ J @t^Gly^t/330#@ 

07$ yll^Arg-efe§7$ yillB^y 

(h) FC:PI^60EU^- yj< 'J y ^238# @ 07 $ J ll^Asp, 233#@07$yi£ 

^Asp% 237#@07$ yil^Asp, 264#@ 07 $ J Witfl Le% 267#@07$ 

ygt^Ala, 268#@07$ ySI^GLu^t/271#@07$ y|t^Gly-e^)^7$ 

J niB^y 
(i) Fc^I1^0EU^- ys<'J y </238# @ 0 7 $ J St^Asp, 233# @ 0 7 $ J It 

^Asp% 237#@07$ yil^Asp, 264#@ 07 $ J Witfl Le, 267#@07$ 

7 I£7^'ALaN 268#@ 07 $ J It^GLiu 271 #@07$ J It^GLy% 296#@0 

7$ yit^Asp&tK330#@07$ yit^Arg"efei)7$ JWiWM 

(j) Fc^$0EU^ ys<'jy ^238# @07$; ll^Asp, 233# @ 0 7 $ ; It 

tfAsp, 237#@07$ ;il^AspN 264#@ 07 $ J Witfl Le, 267#@07$ 

yit^ALaN 268#@ 07 $ J It^GLiu 271 #@07$ J It^GLy% 296#@0 

7 $ J It^Asp% 330#@ 07 $ J It^Arg^.t/396#@ 07 $ J II^MetXtiLe 

u-e&£>7$ yitiB^J 
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(k) Fc^i^EU^/^ >?'238#@07$ yit^Asp, 237#@07$yi£ 

ifhsps 264# @07$ yil^ILe, 267# @ 0 7 $ J It^Ala, 268# @07$ 

yil^GLu, 271#@07$ yi£^Gly&t/330#@07$ yi£^Arg-efe£7$ 
y m$m 
(L) Fc^IJi^EU^-y/^J >^238#@07$ yil^Asp, 237#@07$yi£ 

ifhsps 264#@07$ yil^ILe, 267#@ 07 $ J II^ALa, 268#@07$ 

yit^GLiu 271 #@07$ J It^GLy% 296#@ 07 $ J It^Asp^.t/330#@ 

07$ yil^Arg-efe^)7$ 71113^0 

(m) Fc^IJi0EU^->/<lJ >^'238#@07$ yil^Asp, 264#@07$yi£ 

if I Le% 267#@07$ yil^ALa, 268#@07$ J II^GLuS.t/271#@07 

$ J II^G Ly-efe z> 7 $ J m&m 
(n) Fc^IJi0EU^->/<lJ >^'238#@07$ yil^Asp, 264#@07$yi£ 

if I Le% 267#@07$ yil^ALa, 268# @ 07 $ J II^GLu, 271 #@07$ 

J II^GLyS.t/296#@ 07 $ J It^Asp "£'$>•?> 7 $ J 

(o) Fc^IJi0EU^->/<lJ >^'238#@07$ yil^Asp, 237#@07$yi£ 

7^AspN 267# @ 07 $ y It^ALaXtiGLy% 268# @ 07 $ y It^GLiu 271 #@ 

07$ yil^GLy, 296#@07$ yil^Asp^t/330#@07$ yil^Arg-efe 
•s 7 $ y mm 
(p) Fc^IJi0EU^->/<lJ >^'238#@07$ yil^Asp, 233#@07$yi£ 

^Asp, 237#@07$ yil^Asp, 264#@ 07 $ J It^I leN 267#@07$ 

yit^ALa% 268#@ 07 $ J It^GLiu 271 #@07$ J It^GLy% 330#@0 

7 $ J It^Arg^.t/396#@ 07 $ J It^MetXtiLeuTfe'i) 7 $ J 

(q) Fc^IJi0EU^->/<lJ >^'238#@07$ yil^Asp, 233#@07$yi£ 

7^AspN 237#@07$ yil^Asp, 264#@ 07 $ J It^I leN 267#@07$ 

yit^ALa% 268#@ 07 $ y It^GLu% 271 #@07$ J It^GLy% 296#@0 

7 $ y It^Asp% 327# @ 07 $ y It^GLy% 330# @ 07 $ J II^Arg^.t/396 

#@ 07 $ y II^Met-efeZ> 7 $ y 

(r) Fc^IJi0EU^->/<lJ >^'238#@07$ yil^Asp, 233#@07$yit 
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tfAsp, 237# @07$ yil^Asp, 264#@07$ ;i£7^IleN 267# @07$ 

JWtif ALa% 268#@ 07 $ J I£7^GLuN 271 #@07$ J It^GLy% 272#@0 

7 $ J II^AspS.t/296# @07$; II^AspTfe Z> 7 $ J 1113^1 

(s) Fc^IJi0EU^->/<lJ >^'238#@07$ yil^Asp, 237#@07$;i£ 

7^AspN 264#@07$ yil^ILe, 267#@ 07 $ J It^Ala, 268#@07$ 

;it^GLu% 271 #@07$ ;it^GLy% 272#@07$ ;It^Pro^.t/330#@ 

07$; It^ArgTfe'i) 7 $ J 

(t) Fc^IJi0EU^->/<lJ >^'238#@07$ ;il^AspN 237#@07$;il 

7^AspN 264#@07$ ;il^ILeN 267#@07$ ;II^ALa, 268#@07$ 

;il^GLu, 271 #@07$ ;it^GLy% 272#@07$ ;It^PrcK 296#@0 

7$ ;il^Asp^t/330#@07$ ;il^Arg-efe^)7$ ;iii3^y 

(u) Fc^IJi0EU^->/<lJ >^'238#@07$ ;il^AspN 233#@07$;it 

^Asp, 264#@07$ ;il^ILeN 267#@07$ ;II^ALa, 268#@07$ 

;H^GLuS.t/271#@07$ ;It^GLyTfe'i)7$ ; 1113^1 

(v) Fc^IJi0EU^->/<lJ >^'238#@07$ ;il^AspN 237#@07$;it 

^Asp, 267# @07$; It^G lyN 268# @07$; II^Asp, 271 # @ 0 7 $ 

;il^GLyN 296#@07$ ;il^AspS.t/330#@07$ ;il^Arg-efe^)7$ 

; niB^y 

(w) Fc^IJi0EU^->/<lJ >^'238#@07$ ;il^AspN 264#@07$;il 

if I Le% 267#@07$ ;il^ALaN 268# @ 07 $ ; II^GLu, 271 #@07$ 

; It^G lyN 272# @07$; II^Asp^t/296# @07$; II^AspTfe Z> 7 $ 

; 

(x) Fc^IJi0EU^->/<lJ >^'238#@07$ ;il^AspN 233#@07$;it 

^Asp, 264#@07$;It7^1 Le% 267#@07$ ;II^ALa, 268#@07$ 

;il^GLuN 271#@07$ ;il^GLy^t/296#@07$ ;il^Asp-efe^)7$ 

; 

[11] I3^y#^43~68, I3^y#^70% I3^y#^71 £J:tfB3?y#^75~77 

fr jitftl-g) l\"ftl;6N07 $ ; I||3^y^ Fc^IJ^B^^fro 
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[12] [1] [1 1] 0l\-ftlfrtClEic0/>&< 2z>(DFc$MM 

xzf? KTfcoTs ^l£2o0Fcif:i®^W#-&UT^ 

StfK0 

[13] KtC#ttli>^LTlNi) 2^0Fc^IJiB^fr^ 

11-07$ smm7!iv$>&* [12] K» 
[14] ittllEtf U^7> KtC#ttl££^LT^£ 2Q0Fcif:i«^frtf 

i^2>7$ y 1113^0[12] Ko 

[1 5] fu§E££-LT^£ 2-30Fc£IiiS£^fr07$ y|£i3^\ Fc^J^ 

&&ft(DEUi->/<>J >?'235#@07$ 711 236#@07$yp^ 237#@0 

7$ ygL 238#@07$ yiis.t/239#i07$ y|£fr£>gw:ti3'>&< £ 

b i 007$y^tf^&&7$y@£-e&^ [14] tciEic0^u^7°^K 

o 

[16] ^LTlN^2o0Fc^IJiB^fr0lN-rtl^-^07$ 71113^0^ 

N >?'235#@07$ yil^Asp, GLn, GLuX&Thi\ 236#@07 

$yll^AsnN 237g@07$ ylt^PheX&Trp, 238#@ 07 $ J II^'GLu, G 

LyXteAsn&tJc239#@07$ y St^AspXttGLu^^M^tl^1 

07$ y®S£#LT^£7$ y 1113^0[1 5] HiE*60tf 

Ko 

[17] fulEFciii^fi&Igfr £13 'J /^7°51 K^IgGJjtfrTfeSs [12] 

fth [1 6] (D^fMHzmmoiTfsiJ^??- Ko 

[18] U ^7°^ KtfFcSfc^* 

[1 2] [1 6] 0lN-rtlAHClE*l0^,J^7o51 Ko 

[19] [1 2] frb [1 8] ©iN-rtiAMClE®©/^1^^ K=&#^-r 

zmMRfR1®) o 

[0027] £/c*fgB£&N ^BB0Fc^IJi07$ 1£F 

cii:®0FcyRnbKttt£^;frl4£ii^U fro, FcyRIIa(RM)£j;b$$L 

/cFcrRnbn^-r^^®M4^i^-r^^in^-ri)0 s/c, ^BB0Fc 

^07$yitat^iAt5cu ̂7>KK 
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a taw zm y tzufeizmtzo 
[0028] ttz, 

ttc, 

s ft&&£.fel£&<D%m'J5fe£tz!l£:$®5j5felZMtZo £tz*f%B%tes ~&% 

mzm^ztcto<D*y \*izmtZo 

tsbOs 'J /^7°51 K tC H ~3~ •§> o 

[0029] £fz* K£#£\ B«, 77h» mw 

mmti^xf/ztzinm&imfemkmmizmtho %tz, *^©*ou 
BlfflR VXKIfflR 

/ztzimik&imfemkmm&izmtho £TZ*%BMZ> *wm#x) 
*%m<Dmm, vxhiE mmm^^xi/^tzitn^ 

mm)%mmmj5)t;izm^z>tzsb(D*v \-izmt&0 £TZ*%BMZ> *% 
KOX mm, vxhiE mmm^^xf/^tzimik&m 

<D%&itmm<D&i£iz&ttz&mizMtZo ttz^mm^ xmnomm 
, 77h» 

z>tzisb(D, *mmtfv<7°^\^zmtz>o 
[0030] ttz, ^mn(07^ij^^\^^^mz^wM>y^n^ 

Ktatzf&B<D%mMizMtZo %tzs 

t&TM£#&\ iz>j&wWmt%-^M^wch'iktcmt 
z>0 £tz*%BR&> K£#&\ *%BmiL\nz'&mte5> 

v htcH-t£0 £tz* 

%BR&, F<D, £frtc^&^>/^ff£^l-t£$lE 
<D%m%\<D&i£iz&ttz&mizMtZo ttz*mms *m%<D£mz&w 
%:$ >'<<7 UZ&fct 2>&&<D/• JCf £ fc#©s 'J ^ 
7°^ KtCHtlt"§o 
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[0031] ttc, K£#t>\ o ̂  j^xommmmiz 
MtZo £tcs Os()\s 

x<Dmmvni5mzMrz>o ztz*wm, 
4 )\s*<D)gM$lMl5felzm^Z>t£to<D*ry SCHtSo 

izmt^o ^nRfDO 4 JisZCDigMiWftiJjfeiz&mtZtcSb 
(D, 

mn<D$hm 
[0032] ^mzkiX, Fc 

rRUMzttT2>1fe'&fefetf^&> &&xfi/£tcte, FcyRiia(RM)hJ;b$$LT 

, FcrRIIbtC^-r^^MM^^i^^LfcFc^JiB^fr^I^^tl/co §£Fc 

F*m^ZZ.£lZ£ lJ, FcyRIIbCDITIMCD 'J > 

o ttcs FcrRnbtc}l^ft(c^-r§ttK^Fc^H'(«-ri)^htcJ;i'J, 

h FcRn^^lf"•&iln'n'/S'l't^^ Us *Y -<l~ <£ ~o TJrLllCt"-

ntz K * >r > *Mt & # >J * 
7°? MZ*&BM(DFcftm&g#&fflJ!BT&Z£lZ<}:?Z. IZ&frtZ 
^ m# u ^ 7°^ K m^t AMIS t? & a „ 

[0033] [g]1]FcrRna®#M(R/H) £#t~£> 

7 •> iz-< IC fc tj" £ oma I i zumab-G1 d-v3/IgEi&^f 1=H^C cfc •i>lfa/J4Jx>li;!fttbCDI¥ 

^77t(5i)o 

[H2]FcrRIIa®#M(H/H) K^— 

7 y -tz^f tC fc £ oma L i zumab-G1d-v3/IgE^^^I^frtCct •i>lfa/J^Jx>li;!fttbCDl¥ 

1ffi$p jfc^rTTJlf ^77T'fei»o 

[HI3]0CD62pfgilHfe 

tiuo^3Htc V =? 7 PBS£&*&;*•£fc&ADP£JQx$!!$[ L£*§£•©Bm 
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Ls V 7 (D^y ntlT IN ftIN t (Dtef&mUnifc £fcjfc$-\±tc 

•^ADPT$|]/f£ L tc^'ci (D$a^.^k.75\~§~o 

y%M%wmLtcm%k^Ltcm 
-C&Zo IfeT-iUo £ tlfc V 7 7 PBS £&*&;*•£ fc^ADP £ JQ A MM L 

tcVfta LN ^770^^1^ 0/$^tlTlN&LN:fc©ti1&^J['n'fr 

^ J5 Jfc 3 •£ fc & ADPT? $y L fc *!£• © H £ t o 

[HI5]xmr0^M/f^J:^T^^^tlfcFc(P208)/FcrRnb«^I^I^ 

Fc£B#CH2 KPW >N CH3 KPW tUCOINTN [qjfr 

o T£i|ij£ KP< -f >A% £i|ij^K^^VB^Lfco 

[HI6]xmr0^M/f^J:^T^^^tlfcFc(P208)/FcrRnb«^I^I^ 

<*©^£Fc(WT)/FcyRIIaffl]&^$^tt©^ (PDB code:3RY6) F 

cS3#CH2 KPW yAJCfeUNTCaH^^EgSl^ti ̂  tc Lfcft/jN^iH&tC J; Utt 

fa-^totir^fcc&iN, ,tb$$Lfcii|-e&-g>o ii^&lTSM^tifctcDfrFc (P 

208) / FcyRiibM^Ii^fi^frTfey, MreMStifcfcotfFc (WT) 

/ FcrRIIa«^I^I^fr0^-efe^o &fc\ Fc(WT)/FcyRIIa«^I 

FCp|3^CH2 KP< -f >A0<^£J3® LTfe£0 

[|H7]Fc(P208)/FcrRnb«^I^I^fr0Xmr0^^fclNT, Fc y Rllb 

®160#gTyr £ IZfc^TZBMTZFcS3#CH2 KP< -f >A0E 

?'237# g Asptt£0*1^0l¥lffl%&LfcM-e$>&o 

[|H8]Fc(P208)/FcrRnb«^I^I^fr0Xmr0^^fclNT, FcyRIIb 

0160# g 0Tyr £ JfMt Z FcS3#CH2 K P< -f >A0EU^ 

>/<'J >^237#gAspi|iJllJll|l|©77$ SMffi&(DMjjk%7FLfcfglT$)£o 

[HI9]#^iJ7 ^fclNT^^tlfcFc(P238D)/FcrRHb|ffl^^I^I^fr®Xi|g 

^r^i^^Fc(P208)/FcrRIIb«^I^I^fr0Xmr0^^^ FcSB£CH2 

KP< -f VB^fclNTCaJ^^^E^H^t Lfcft/JN—^;£tC<£ U tt fa "£•£>-& 
=&fcC^lN% EU^->/\*'J >^266#gfr^271#g0;U-7°JHS-ei;b$jLfclil 

V&Zo *)l>-7°tps Fc(P208) tiFc(P238D) ^hb$J Ls EUj~y;<>J >^'268# 

g®{uM^H268D0B^^% EU^yA'J >^271#gaMuMtCP271G®fi£^£& 
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[|i|10]Fc(P208)/FcrRnb«^I^I^fr0Xmr0^^fclNT, FcSP^C 

H2 KP< -f >B0Ser239JHS0*i^£, X8Ulli|tf(:J; ̂  Tt# tlfc2Fo-F 

[^11]X^r0«3t^^J;oT^^tLfcFc(P208)/FcrRnaRM«ffl^^ 

^fr0iI^i^«>:Fc(P208)/FcrRnb«^I^I^fr0iI^i^^, Ca 

ibtizLfcft/jN~mmz& y & c &i\ tb$$ Lfc 
mxfoZ) o 
[|H12]Fc(P208)/FcrRnaRM«^I^I^fr0Xmr0^^Fc(P208)/Fc 

7 RHbfflJ&^$^tt©X^|lj*3££N FCp|3^CH2 K* -f >A0EU^>A 'J 

>^237#@Asp{«^fclNT, XiUHiltfC J; oT?#£*lfc2Fo-Fc#& 

"T £ ̂ ^ ̂ t JCtb$$ L fcHIT?$> Z>o 

[|H13]Fc(P208)/FcrRnaRM«^I^I^fr0Xmr0^^Fc(P208)/Fc 

rRIIb«^I^I^fr0Xmr0^^^ FC^CH2KPW >B0EU^>A'J 
>^237#@Asp{«tCfclNT, X^|l^$ffilC J: ^T?#£ftfc2FoH:c#& 

"T £ ̂  ®j£ ̂  ̂  t tc im u fc mX & Z> o 

[|i|14]G1d^G4d®^^IJi®|B^lJ^J;b$xLfclil"efe^o ^TSI/ufc;7 

$ y litis G1d£:G4d"e#|7^.g) y $ y 

[^15M$m&&^*©FcgRIIblCtt-r£^Ms «l^ti&&^*©FcgRIIaR 

tC^i^'Silp HI*tC^Lfcfi^G237W, G237F, G236N 

, P238G, P238N, P238E, P238DtiGpH7-B3tCa# A Lfcfi£^£^~to SfcA5/B3 

ti if t> £ 0II tC t £ #A L T ̂  ft l\ GpH7-A5/GpH7-B3/GpL 16-k0 £ ̂  L 

, tt^tC©^P238D£#<fr&^tt£tiN GpH7-A5/GpH7-BF648/GpL16-k0£^"t 

o 

[|i|16]^ti#B^fr®FcgRIIbtC^-r^KD^ ll$iti;g-fi£^fr®FcgRIIaRtC 

ttt" £>KDlit£^t~ ̂ "C£>£o ISIft1®IL6R-B3/IL6R-LJJJ;t^IL6R-G1d/IL6R-Lti 

z at z>±zmmM ttzz n K ig&mmz^tz fcw z 
^to SfcIL6R-BP264/IL6R-Li; tiN 9 XZ^tttZ-otcWL 
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IL6R-BP404/IL6R-L&, IL6R-BP264/IL6R-LLTMlItCL234Y 

fi£|£^!Afu6DIL6R-BP264/IL6R-L£: hblx LT FcgRI I 

b^0^frfp]± 

[|l17]FcyRIa£FcyRIIbtCttt£iln^©tb$$£^tll"efel',U EU^VA'J > 

?'238# @ GO P r o £ Asp IZ L fc Jjtfr 'J > ?'328# @ 0 Leu £ GI 

LfcJnfrCDilp'n Lfco TmutationAj Ell:?-> A"'J > ̂ 7 

T238#@ ®Pro^:AsptCM^t"'2)S^^^:lB LN TmutationBj £; tiEU^- >/< 'J 

> ̂ T328# @ 0 Leu £ G L u IZ M&f £ £ mt o 

[|H18]FcyRIIa HM^FcrRIIbtC>^"r-g)^a)j;b$J;&^"riil"efel'J^ EU^-> 
A''J >?'238#@®Pro£AsptCM^LfcJ;tfrfcJ;0;EU:l->A,'J >^328#@®L 
eu^GLutCM^ LfcJnfrCDilp'n Lfco TmutationAj EU^">/< 

'J >^T238S@®Pro^:AsptCM^t"'2)S^^^:lB LN TmutationBj iitiELI^-

>A'J >^-e328#@0Leu^GLutCM^-r^B^^^-ro 

[H|19]Fc y Rlla RmtfcrRUMZttt, EU^"> 

A''J y^SSSg^Pro^AsptCM^Lfc^frfc^t/EU^-y/^J >^328#@®L 

eu^GLutCM^ LfcJnfrCDilp'n Lfco TmutationAj EU^">/< 

'J >^T238S@®Pro^:AsptCM^t"'2)S^^^:lB LN TmutationBj iitiELI^-

>A'J >^-e328#@0Leu^GLutCM^-r^B^^^-ro 

[|H20]FcrRIIIa^FcrRIIbtC^"r-g)^a)j;b$J;&^"riil"efel'J^ EU^->/<U 
> ̂ 238#@ ©Pro^AsptCM^ LfcJnfrfcctt/ELI^->/< 'J > ̂ 7328#@ CDLeu^; 

GLutCM^ LfcJnfrCDilp'n Ltc0 Tmutation Aj EU^->/<'J> 

^T238S@®Pro^:AsptCM^t"'2)S^^^:lB LN TmutationBj £: tiEl!:?-> A 

'J > ̂ T328# @ 0 Leu £ G L u tC M&f £ t o 

[|H21]IgGK IgG2N IgG3&tf IgG4©£?j^$£j*/£-r £7$ 7I£$IS^ EU 

OfcBJ^SlCfc^TEU INDEX 

[^22]^t$fttt^PD variant0FcrRHbtC^-r^ffi^ft^^tt©^ 

ti^PD variant®FcyRIIa 
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£0 &PD variant©&FcyR£tt"^£$p'nM©lii£N n > K • —)lt 

®AfuO)^fr-efe-g)IL6R-F652/IL6R-L (EU^VA'J >^238#gGOPro^AsptC 

m&Ltcim.Fc) ©&FcyRtcttt-£^M©ire#!lkK 3 

£#PD variant©&FcyRtCftt~£>*lftW&$p,n/i!j,lf©1ii£ Lfco m^CDF652 

t IN 9 7°P y K tiIL6R-F652/IL6R-L0^^^-ro 

[^23]«|$A&&&^£P238D&^£#;*&lNGpH7-B3K#ALfc&^*©FcyR 

IIbtCttt"£*lttlft&^S1faMii, ^ti#B^^P238DB^^W-r^)IL6R-

F652tc#ALfc&£<*©FcyRiibtcttt-£*ittW«i:^S1faMii£^-r^-c 

£>£<, &fc\ &&^*©FcyRiibtctt-r£^MaMii£s 

©FcyRiibtcttt-£^M©irei!lkK 3 £tci00teLfcffi£*ittft&^S 

1fCCMii£Lfco lit, P238D£#3&lNGpH7-B3tC#ALfc*§£\ P238D£W 

t£IL6R-F652tC®ALfciIl^tCFcyRIIbtCttt£^1^i^Jil£fg}f Lfc 

P238D£ W 3 ft ^GpH7-B3 tC a# A L fc *!£• tC ti Fc y R11 b 

tCtt"t£^1=ri^M]JilP238D^^-r^IL6R-F652tC®ALfciI 

^tctiFcrRiibtc^-r^^±^^^^^SL^iNB^t^IiiBtc#Sti^o 

[|H24]Fc(P238D) / FeyRIIbffl]&^$^tt©^ll«££^t-^-e&£o 

[|H25]Fc(P238D) / FcyRllbfflj&fl^is&f ̂ *©*£llj*i££Fc(WT) / FcyRI 

FcyRIIbM^Iife^OHCFc CH2 

KPW >AtcttUCaJI^EEBI£:&£tc Lfcft/J^iH&tcJ; 

[|H26]Fc(P238D) / FcyRIIb«^I^I^rfr0^r0^^Fc(WT) / FcyRI 

Iblffl^^IJi^fr^^^U^tCOlNT, Fc CH2 KPW >A&P>t/tcFc C 

H2 KPW >B^iiwi±-ecaj^^^E^|i^:fc <>r tc Ltc^b-fkmz& yfife^-

*>•£ £ fc £ ftl\ P238Dtt£0l¥«i^Zim Ltcmzfozo 

[|H27]Fc (P238D) / FeyRIIb«^I^I^fr0^r0^tCfclNT, Fc CH2 

K P< -f >A0EU^" >/< 'J > ?'237# @ 0G Ly®±11 ̂  Fc y Rllb© 160# @ GOTyr £ 

© m tc 7_K^n-gtfmtb ibtiz z t%7jstmzfoz>0 

[|H28]Fc (P238D) / FeyRIIb«^I^I^fr0^r0^tCfclNT, Fc CH2 
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K.X >BCDEU^">/< 'J >^'270#@©Asp^Fey RIIb®131#@®Arg^;®^tC 

if K ft it> t>nz>zt%:7jktmzfoz>0 

[|i|29]^ti#2B variant©FcrRIIbJCM-ri)4lMft^^Sif©^ 

ti#2B var i antCDFc y RHa RMtC^"T 

t"lil"efe-g)o #2B vanant©#FcyR^>tf1"-g>i^"£-MCQlL!;£N =l>hP— 

L/cB^^a#AfuCDjjtfr(EU^->/< 'J >^238#@®Pro^:AsptCM^ L/cfi£|£Fc) 

®#FcyRtC^-r^^MO)^L|-eSlJl'J^ 3 100^1^11 £&2B variant® 

&FcyR£ttt-£*lttft&^S1faMii£ Lfco 

[|H30]Fc (P238D) / Fey RIIbM^Iii^fr 0^*1^ fc^TFc Chain 

A0EU^- > A' 'J > ?'233# @ ®G Lu £ Fc y RIIbM^Ii^C fc tt £ ̂  ©JHS$I 

g£H~tlH"'e&£o 

[|H31]Fc (P238D) / FcyRIIb|ffl^^I^I^fr®^r0^^fclNTFc Chain 

A0EU^->/<U >^330#@®ALa,>:FcyRIIb|ffl^^IJitCfc^-g)^®JllSa 

g£H~tlH"'e&£o 

[|H32]Fc(P238D) / FeyRIIbfflj&fl^^Mf^ttfc Fc(WT) / FcyRIIIa 

Fc Chain BtCft LCa JI?P^it£ =fc £ IZ L 

lJ fifepfct, Fc Chain BCDEU^VA 'J > ̂ 271# § ©Pro 

(DMm.&jF L/cIHTfe'So 

[|H33]Fv4-IgGK Fv4-P587fr\ t KFcgRIIb K =7 x " «> 0 V -7 X 

©M^ ̂  fc w- £ ©jlJtli 
MX #>%><, 

[H34]Fv4-IgGK Fv4-P587fr\ t K FcgRIIb h =7 - vO V ̂  X 

0 tC fc 3 tlfc t KIL-6R® }f Jtlf # £ 

^"Tlil"efe^o 
[^35]gE#©*fflftmcJ£^T*1fpWCfctt£FcyRKttt-£^£ig&Lfc 

[|H36]Fv4-IgGK Fv4-P587% Fv4-P587 LSfr\ t KFcgRIIbfcctt/t KFcRn h 
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ti/cJjtJ^ilp-n §c 

[H37]Fv4-IgGK Fv4-P587% Fv4-P587 LSfr\ t h FcgRI Ibfocfct/t: KFcRn K 

^3tl/cL SIL-6R©)lJtli^«:^-r^"eS>i)o 

[0034] 7$ yilfi^fraiA^tlTlN^lNFc^IJi^hb^LT, FcyRIIb 

Fey RIIa(RM) £: hb$$ U/cN Fey R 

nbtc^-r^^MM^^^L/cFc^iJiB^fr, Rtfs 

K^fliTSo 

EU^->/<'J >^238#@07$ ^0^07 

Fc^IJi 

ii«>:J:b$$LT, Fey RIIb£ttt-£^S1f £!£&;*•£ £>, F 

cyRIIa(RM)^j;b$jL/cFcyRIIbtC^t-^^®M^^±^^^-&^^}i^^ 

tttSo Fc^tC^7$yi|B^^®A-r^C«>:T\ 

7$ yilB^fraiA^tlTlN^lNFc^IJi^hblJLT, Fc 

ftmzttt&tiifafDmzizmit&ijfezmfct&o 
[0035] *%n%iz£ttz r^ij^y^Kj mn, 107$;m.mg.&L±<Dm-z 

K\ &j;o^g-f0 ^a^©/iN0|j 

^7°^ K-efe£fr\ AifttclSIt^ti/cSS^frb 
K-C&oTfc <U\ Sfcs 

K\ K^O^ftL-efeoTt,<fc^o 

K©SfS lAv0J£ LT, 

HJCSfS L^mt LT, ^MlgG, t SIgG£Ptf£ d 

So ^$MIgG£tt, ^^CJl^ft^IgG^ll-a^^yitlB^^tU 

fk1&?n7'J yfiy^mfe^izj: K3ti£JrEfr®^;UCjI 
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t&XVUTFZmmt&o KIgGK ^ 

2*MLhIgG2N 3U*MLhIgG3, hIgG4ft£f ^MlgG 

tc ti'So 

^fr©SII^^IiitCtiIgK(KappaN *11), IgLU IgL2. IgL3. IgL6, IgL 

7 (Lambda, Ait) $ -f tlCDHIlAE!^! 

tlNo t KIgK(Kappa)t: KIgL7 (Lambda)AE!^!*^ 

LTti, mfe^^MtCct •S^Ii^CD/'P ̂  -Y 7°IB^lJ^Sequences of proteins o 

f immuno Logical interest, NIH Pub Li cat ion No. 91-3242tC§E1|6^ tlTlN£> 

Its 

:P$yi£©M$u ttJp, Wm, 
tfiWOFcSmt LTti, 

mxixIgAK IgA2N IgD, IgE, IgGK IgG2N IgG3, IgG4N IgM^ -f 7°0Fc^Ji 

^#fiLTi\§o sigGst^oFc^^ffl 

IfcF% L < &t: KIgG1Jjtfr®Fc^IJi-efe-g)o ^^©Fc^Iii 

t LT, ^MIgG0^^m HfrWcti, t hlgGI£|3;JI 

(IB^S^ = n) * ( 
IB^S^ : 12) N KIgG3^|B;JI^t-^^^Iii (IB^S^ : 13) N 

KIgG4^|B;JI«>:-r^^^Iii (IB^S^ : 14) G3fe©Fc^$£ffl^ 

HI2Hcti^MIgGK IgG2N IgG3, IgG4©^^J^©SB9!l 

o HKIgGK LhIgG2N t KIgG3, H MgG4*att©£^$£ LTtt* mfe 

^^MtCct 7 P $ -Y 7°IB^yfrSequences of proteins of immunoLogi 

caL interest, NIH Pub Li cat ion No. 91-3242tC|EH6^ 

f#tC t KIgG10|B^y^: LTti^ EU^-> 

/<'J y ff 3 5 6 — 3 5 8#@©7$ 7 HIB^lfrDELTfe ~o T tEEMTfe ~o T t 

[0036] FcrS§ft (^if-eiiFcrUz^- FcyRSfc&FcgR^IEirrac: 

Zilf&Z)) IgGK IgG2% IgG3% ^4^ J 0 P — 'tJ^KWCDEcv^HlZ^a 
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ff®7 7 $ 'J>s<-%tjMMT:Z>o t: £07 7$'J 

— tCtiN I7-Y 7 7 ̂ —AFcy RIa% Fc y RIbiSd; t/Fc y Rice's £JNFC y RI (CD64 

) ; 7M 7 7*-AFcyRIIa CPP^7°H131 (HM) £J:tfR131 (RM) £ 

#fr) N FcyRIIb (FcyRIIb-1£J;tfFcyRIIb-2£#<fr) £ J;tfFcyRIIc£ 

#tjNFc y RII (CD32) ; £ 7 7 *-AFcyRIIIa (7 • * -f 7°V158£ 

<fctfF158£#<fr) fectt/Fcy RHIb (7P * -f 7°Fcy RIIIb-NAI fc^t/Fcy RII 

Ib-NA2£#fr) £#frFcyRIII (CD16) N 1 KFcy R 

IIS /c&FcyRTM 7 7 * - A £ /cti7 • * -f 70;fc#S tl£ 

Sti-StiGmi&lA, Sfcs L hFcyRIIbtCtiX70^^>7?V<iJ 77 h<>: 

LTFcyRIIbl £FcyRIIb2 %tc, ZtlVLftlZ =fcFcyR 

IIb3£lN9X7°^^>7^A-'J 77 Kt^g^^tlTlN-g) (J. Exp. Med, 1989 

, 170: 1369) 0 L K Fc y RllbtCti d ft© X 7°^ -f *> 7 IJ y y K iP^T 

N NCBHCM®^ tlT IN-g)NP 001002273. K NP 001002274. 1N NP 001002275. 1 

N NP 001177757.1N NP 003992. 3® X 7°^-f *> 7 'J 7 7 K %±T<ah\ £ 

tc, t KFcyRIIbtCM#0$^^tl/cfe^^^mfe^#M^#^ FcyRI 

lb (Arthritis Rheum, 2003, 48: 3242-52, Hum MoL Genet, 2005, 14: 2881 

-92% Arthritis Rheum. 2002 May;46(5): 1242-54.) t#3;ftN 

FcyRti, th, V7X, k ft£ 

Cft£>tC^£3ftt\ J:IN0 \"7XFcyR|ItCtiN 

FcyRI (CD64) N FcyRII (CD32) N FcyRIII (CD16) £ <£t/Fcy RIII-2 (CD 

16-2) N Mt/tClNfr7^^^^^0v7XFcyR|IS/ctiFcyR7^ 77^-A 

£/c&7P^ 70;fc#Stl^fr\ Cft^ldH^ft&^o I? L/cFcygg 

LT tit K FcyRI (CD64) N FcyRIIA (CD32) N Fey RUB (C 

D32) N FcyRIIIA (CD16) &tf/X&FcyRIIIB (CD16) ifmibtl£0 

[0037] FcyRI®*0'J X? KWyS.t/7 $ J ^ft^ftlfl^ll#^ : 

1 (NM 000566.3) RXf2 (NP 000557.1) IZS 
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FcyRIIACDtf'J KWll&t/T7 $ J : 

3 (BC020823.1) &tM (AAH20823.1) IZS 

Fc y RUB®* 'J KWll&t/T7 $ J : 

5 (BC146678.1) RXfQ (AAI46679.1) IZS 

Fcy RIIIACD* 'J KWll&t/T7 $ 7 : 

7 (BC033678.1) RZ/8 (AAH33678.1) IZS RXf 

Fc y RIIIBCD* 'J KWll&t/T7 $ J : 

9 (BC128562.1) RXf 1 0 (AAI28563.1) *lT^£ (t> v =1 iWRef 

[0038] FcyRIIatCte, Fey RIIa®131#@®7$ J Ilfr L 7,^-Vy (HM) tb 

Z>^lZ-7)l*f-y (RM) (J. Ex 

p. Med, 172, 19-25, 1990) 0 

[0039] ffllffl#"? i^%m(D7 

mxtsnz^tenesmi ^$MigG©Fc^rc&oTt, 

titc, ^mfUZ&^Z rFcHiifi^frj &N *fg0£(£> 

7$ tt, 1 007$ 

711^07$ INZFcffiMZMtiiTZo ZZV f'J>%< t 

i 1 -D(DT$ 711^07$ j ^§^7$ y 

I£fi£^ A tStltcF C$1 i& t/ — £> & •?> F 

# Stl'So 

[0040] ^MIgG£&3^CJl,di3ft£IgG£|W|-07$yi£IB5'y£S#U 

y^MWczi — ^ extent--g) 
K^S^-T-So KlgG^ti^Mt KIgGK 

tKIgG2N 3U*MLhIgG3, hIgG4ft£f ^SMIgGlctt 

^•tifr ̂  ti'So 

[0041] ^$MIgG©Fc^$£ttN ^mzg.&ZtiZIgGiZBffiiitZFc&miim-
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2 1 (@3^0#^ : 1 1-14) lZ^LX^Z>t)\ m«02 1 hi 

t&nm. 

[0042] KX&FC^$& 

ZWZW.ty Ltc.fr is^x 
^>±±p,| (SPR) L/cffiS^ffl^Wfff-efe^BIACORE^ffllNT, 

JrCfr^r'tz >+}" — 7°±tC|jtlAE!'fbfe'i> W^ProteinA, Proteinic ProteinA/G 

% ProteinG, JjtLamda||JjtfrN Jjtkappa||JjtfrN K\ 

Hm-?**7°3L*-Ltcizyjy—3Lv7°lZttLT&mrcrR%:71-y'( \* t L 
T^wm3-Gtciz>-y--?i7Jx<DMtifffi%:frbmt>ti&&m%.m. (KD) O 
i^fiTL/c, foZ^tmi]\\Ltcfr£ofr^mW^i^foZ>o Sfcfciu -tz> 
+)• — J-y 7°_htC|jt|/E!'fb L/cfe'i)l>'^ProteinAN Proteinic ProteinA/G% Prote 

inG% JjtLamda|IJjtfrN Jjtkappa|IJjtfrN JjtJ^/^7°51 K\ >/<9M%F~2:ir 

v7°3L*-Ltcizyjy—3Lv7°±(DtfimzttLZs #ffiFcyRK t 

LX^KWmtS1±tcm/ikZ(DizyV—</yA±(D\yVi-yX=L-y K (RU) 

lit(D^bM^ -tz >> ^tCj/Efr £®^bX.&^ 1> 7°^ * -3 -tetcM®. 

T'CbVtVXiLz^ K (RU) ©^bM'etllofcliiA^TLfcs 

jpL/cfr^9fr"e:fc¥yiffqrt^"efe^o FcyR^-izy-tj— 

oT, (DUftZTi-^J \-t Lxtmwmzvtcizyy— 
(KD) ©i^lTU/c, hZMZmiML 

tcfr£?fr-e¥mvsm-?foz>0 ttc&s FcrR%tyy—?y7izm&mfeik 
Ltzs h £ Wi SL * ft z £ ̂  L T m feik L tc -tz >-y-- 51 v 7° tc ft L T 
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- VyAoimmtmm&T Ltc, ^ & mw L tc & z 9 -e t mm^sm 

[0043] MfrfttCti, Fc$Iiifi£^fr®Fcyg#frtCttt£iln^14tiELISA^FACS ( 

fluorescence activated cell sorting) CD'fliu ALPHAX^'J— > (Amplified 

Luminescent Proximity Homogeneous Assay) JP^®7°;7X;E >^P,i (SPR) 

LfcBIACORE;£=f tCcfc oT)UJ^t" £ Z. & (Proc. Natl. Acad 

.Sci. USA (2006) 103 (11), 4005-4010) 0 

[0044] ALPHAS 'J->t^ K^-£ 7 0 "tz 7°^-029© tf-X£^ffl~t £ALPHA 

P^-tCj;^TT§E©JlilItCg-3VT^te3ti£o K^-tf-XtCilS 

T^-tz^-tf-Xtc^Lfc:^££^fttc*@s;fFffl L 

% 29©e-x«gL/c^i©0ic0^ %%is?i-)\sm§.ihtsn&o u-

+f-tcd; ̂ TSJ^tifc K^--^-Xl^l®7 * JUS© 

-mmm& K^-tf-xjustc 
M(U ^gLTlN^7^-tz7o^-e-XtC®^-r^^^-X^I0^^7lD 

K^-tf-Xtc^Lfc:fr^ 

t7<7iz7°t>- tf-XtCi^ Lfc:fr^ U&IN£ $tdu K^-- tf-

X 0 jt £t Z> - filing if 7 0 -tz 7° ̂  - tf- X tc ill ̂  L tSL IN fc to, 

[0045] m?Ll£s K^- b'-xtc tlfc*° 'J ^7°^ 

*U T^-tz^-tf-XtCti^JU^^VS h^>X7x^--tz (GST) U$> 

tlfcFcy tl£o 'J ^7° 

51 h^^0^#4TTtt, K^fr^Fcy 

L520-620 nm0^^^-;U^^-r^o ^^b^tlTlN&lN 

^aFc^^#^* 'J ^7°^ £?£MFc$Iii£#fr*0 'J ^7°^ K 

£^<*£Fcyg#<*^©*ls:^£^-r£>o 

££•1" £ £ ^ tc & -o 'J ^ 
7°^ K^fr^Sulfo-NHS-^51>^^ffllNT^51>'fb-r^C«>:ti^[]-e 

£>£<, Fcy§:£ttZGST?-$?1kTZJj>£tLrte, Fey £#<*£=!- K"t£ 
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*°'J -*0 K£GST£=l- K"t3*0|J ~Z0 h^^>7L/-A® 

y~h~? A§^"3"^ tit#•So t# £> tl/c'v 

^JUMJpUiGRAPHPAD PRISM (GraphPad*t San Diego) |0V7 h^i7 

— pP-fuMn" (one-site competition) =E 

[0046] ejtf>K) ^izy^—^yy°(D^mm± 
K @ ̂  u izyv-^yy°(Dmmfr*>&MB:113=77,<D^nmx±mit%> 

(SPR*/?i-)\, 

) ifjFM^n^o tmwmzmmtzsmvifcfi K) ztyv— 
=5-v 'J 13y Ktfffi&TZt* 

>j 13y K#?(Dnmtfmn u izyv—^v 
&0 Z(Dmft^(DmklZ&y, S?Ri//?1-)\/(D\iLW.ifi/7 h1~£ (mz^if 

& tis y?1-)l'(D{\LW:&M:£>) o Biacore^X-r Ati±§ECD:>7 K t§i 

^UJAEIT1-— $ t LT^^f'2) (izV-t— ̂ 7A) o izV+f—Afr^iz> 

So (ka 

) ^^?H3S^^I^(kd) ^Btfe^CObkfr £>$?$t£§£ (KD) #^cg)£>tl£>o 

BIACORE^-ePIS>UJ£;£t, frigidIN £ tl£o PM>D££©0!JtiProc. Nat L. 

Acad. Sci. USA (2006) 103 (11), 4005-4010IZfcivxIE®3*lTINha 

[0047] rcrRiztttz^femm'PLtcrcmHXtemzrcSmtk^&Tfs >J^7°^ 
Ftte* 7$ yilB^fraiA^tlTlNT^iNFc^IJi^#^*01;^^^ K(^Fc$I 

KXfctfltf'J^f1 K£tlNeO^§£Fc$p^C'>&< £ 

t—"3® T7$ 7ItS^^^r'a£JN* 'J /^7°"31 K (Fc^Ii^B^^frtjN* 'J /^7°"31 

K^tlN^) (Drn^m^izm LIZ LT7 v "tz^ £fj 

K<£ y y ^IN^s^-eF 

c 7 R££ Fc^$&£<*X^'J ̂ 7°^ K £ ̂  
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9o 

[0048] 

^7°^ K®M£*fffttC|W| DtC L Z 7 y te'-f ^/cBttC, £|Fc$Iii£#fr 

KJ: y t^fffttcj; y &^^frlf-CFcy R£^-r£Fc^$&£ 

frXtitjN* 'J /^7°51 K^rl^o 

[0049] (StftStlfc) S£Fc 

•?>* 'J ^7°51 K <h;FcpIi^B^^fr tjN* 'J /^7°51 KcDig^^jKft 

tc 11 I; tc L T 7 v "tz -f £ fx o tc 0# tc N £|*° 'J ^ 7°^ K £ *ff ft tc ̂ b © & ̂  

% [pJ^CDilp'n'/SttfFc y R (^ ilpn*"^" •& t ^ tN 9 o 

[0050] *fgBBtC£lNT, FcyRIIbtCttt-£^S1ftfig&Lfc£t;iU 0Ut£ ± 

§E©>D^£-C>D£ L/cMtCfclNT, 'J ^7°^ K©FcyR 

IIbtCtt"t£M] / K0FcyRIIbtC>^-r^ 

KD-fOt] ®KD^j;bfr\ L < ti15.0J^±, 20. 0J^±N 25. 0J^±N 30. 0J^±N 3 

5.0J^±, 40.0J^±N 45.0J^±N 3 £ tC50. 0£1±N 55.0J^±N 60.0J^±N 65.0 

J^±, 70.0J^±N 75.0J^±N 80.0J^±N 85.0J^±N 90.0J^±N 95.0J^±N 100 

. m± ifU £ L l\ 
[0051] £fc*fP£©Fc^$&^*^ FcyRIIad: y tFcyRIIbtC^-T^^il^ 

mn^Ltztiz, 
(i) FcyRIIbtCttt-£^S1ftfig&U FcyRIIatC^-r^^StttiH^ 

xti^-r^ 
(ii) FcyRIIbtCttt-£^S1ftfig&U FcyRIIatC^-r^^Sttti^^ 

t&tfs FcyRIIatC^-r^^m©±^^0^frFcyRIIbtC^-r^^S 

1f©ig&©*£j£<fcy 

(iii) FcyRIIbtC^t"tiM '> L T S mm£t)^(Dm>}>(D 
^JtA^FcyRIIatcMfi)^^<fc =&<£l\ 

*fP£©Fc^$&^ti^ FcyRIIaJ; y tFcyRIIbtC^"r 

±§E^JtC^T»/cs *fg 
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tttZKmtVtt, (FcyRIIatC^-r^KD^/FcyRIIbtC^-r^KD^) £^Fc 

K©FcyRIIatcMt"i)KD1iii:FcyRIIbtcMt"i)KD1iii: 

©tb (FcyRIIatC^-r^KD^/FcyRIIbtC^-r^KD^) %bmt Z> H t iZ J; 

^xnmtzzttfpiffi-ejbzo ±mmmtt(Dm<mtcmn 
'J ^7°^ KKJ£^T*fPJ!©Fc^&^*£#fr/:K K"C* 

$<&ofcii^r% *fP£©Fc^$&£<*£#t^'J^;^ K&, S£Fc^$& 

KtChb^T, FeyRllad; U tFcyRIIbKttf 

M£ L fc £ ¥0iff £ I £ 't? $ £ „ f# K Fc y RI la (RM) IZMt £ 

FcyRIIaCHMKcttrafcOJ^Jt.s FcyRUblZttt 

L^t^tcSb, FcyRIIa(RMUU tFcyRIIbtCttt£^®M££i^"e$ 

57$;st®^ld\?Z.£t>\ FcyRIIbJ^CDffeCDFcyRJ: y tFcyRIIbtC 

FcyRIIa (RM) £FcyRUbO^X(DfaGMlRfe.t LZtt, ±IB© 

)il^-e>il^ LfcKD^tCfclNT, [Fc$Iiifi£^fr£#fr*0 'J ^7°^ K©FcyR 

Ha (RM) tCtt-t-SM] / KOFcyRIIb 

©KDfittbif, $?£ L < £10. 0£Lt3 L < 20. 0J^ 

±-e&£0 

FcyRIIa (HM) £FcyRIIb0P^0^1^iiM£t LZtt, ±§B© 

)il^-e>il^ LfcKD^tCfclNT, CFc^IJiB^fr^#^*0 U ^7°^ K©FcyR 

Ha (HM) / [Fc^Iiifi^fr^t^'J^0?1 KOFcyRIIb 

©KD'fjf hbfr\ JfS L < &100.0£LtN 200J^±% 300J^±, 400 

J^±, 500J^±N 3<^Cfr3;L<^ 600J^±N 7001U±S 800J^±N 900JU±*e 

S)§o 

[0052] £fc*&BJl<DtfiJs<7?F<D&mFcrRlZttT&1i£'£%fetfmfts & 

Z> ^Lfc£9 frtis ±§B0!JIZ'tit^T Jtttofc^&ffiFc y R0*fgB£0*° 'J 

^7°^ &ffiF 

crR(Dt^)^zt^- FlzMtZ&'&w&s K 
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T? $> £ #ffiFc r R £ 3 •£ tern®. L fc -tz > +f— V =7 A tC fc £ RU 

-tzy+J—7°tC/lN°lJ^7°51 K£Ml£3t*fcfu^-e^bLfc-tz> 

+j— A tc fc w- £RUiit©^-e#y o tzfeZMtiatZo 

[0053] LTti, FeyRUbtCttf (moL/L) tcf# 

tcftJUti&i^ ^iJx^9xl0-^T-efe^TJ: <, SfS L< ti5xl0-^T% 

J; y Sf S L < ti3 x 10"7J^T, J: y $?£ L < til x 10-7J^Ts J: y Sf S L < ti5 x 

10"8J^T-efe^o 

[0054] rFcHiiJ ti, L>^SL< CH2, CH3K* 

-f yhsbt&~b-?=7V* y K0ClgG^^x®Fc$IJitiN EU ±y/< 

ijy? (*B£«ffl#-etiEU INDEX£*,m£tl&) (02 1 #B§) T\ 0Ja.t£226 

fe£Wi230#@®7°P 'J T?£S 

iltltCPJl^tl&^o 

[0055] FcHiiti, IgGU IgG2% IgG3, IgG4^ J 0 • -±MKW^^^7°iy >#© 

7P^>f yA^AtC^Stlfclitf 

£li;#dit£££tCc£^Tfr;gtClXt#3tit#£o £ LT 

•& 11 tC J; y *fttCFab^F(ab' )2 

xti\ 
[0056] *fgBJ!t^ tKIgG (IgGU IgG2N IgG3, IgG4) ©FcHiitCtt LT, EU^> 

y<'J >?238&B<D7$SM<D4b<D7$SM*><D&&ts EU±>/<IJ y <?233 

234#@07$yi^ 235#@®:P$ yit, 237#@07$y 

M, 264#@07$yi^ 265#@®7$yi^ 266#@(D77$ yil^ 267#@ 

0)7$ JIts 268#@®7$yi^ 269#@®7$yi^ 271#@07$yi^ 

272#@®77$yi^ 274#@07$yi^ 296# @ 0 7 $ 71£, 326#@®7 

$yils 327#@07$yi^ 330#@®7$yi^ 33I#@®:P$ yit, 332 

333#@®7$yi^ 334#@07$ylls 355#@®7$y 

11^ 356#@®7$yi^ 358#@®7$yi^ 396#@(£>:P$ 711, 409#@ 

07$ yilS.t/419#@®77$ yitfr^iltitl-g)/>^< £=& 1 -DC07^ JII® 
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o t bIgG0Fc$Ii^CEU:J->A,'J >?'238#@07$ yit0ti!}07$ ylt^0 

&^£s EU^VA'J >?233#@07$ yits 234#@07$ylts 237#@0 

7$yits 264#@07$yits 2651111]CD7$ J11% 266#@07$yits 26 

7#@07$yits 268#@ 07 $ J Its 269#@ 07 $ J Its 271#@07$ 

JWLs 272#@07$yits 274#@07$yits 296#@07$yits 326# 

@07$ 71^ 327#@07$ y Its 330#@07$yits 331 #@07$ y It 

s 332#@07$ y Its 333#@07$ 7Its 334#@07$y|ts 355#@0 

7$7lts 356#@ 07 $ J its 358# @ 0 7 $ 7 It % 396#@07$ySts 40 

9#@07$ yitS.t/419#@07$ yitfr£>jlte:tl3'>&< 1 907$ 

yit0ite07$yN ^i£7$yitfi£ 

KhtblxLTs FcyRIIbtCft 

&£Zf/£tctes FcyRIlahtblxLTs FcyRHbtcft 

#tCFcrRIIa(RM)tC^-r§ilM^fr±I^L/cFc$IJiB^^ 

EU^>A'J >?'238#@0 

7$ yitB^^II^^^b^tl^)^07$ JimMt LTtes EU^VA'J y?2 

33#@07$yits 237#@0 7 $ y Its 264#@07$yits 267#@07$ 

J Wi, 268# @ 0 7 $ y Its 271#@07$yits 272#@07$y|ts 296# 

@07$ y Its 327#@07$ y Its 330#@07$yits 332#@07$ y It 

, 333#@07$ylt^t/396#@07$yltAWSL<s EU±>/\*'J 

y ̂ *233# @07$ y Its 237#@07$ylts 264# @07$ y Its 267#@ 

07$ylts 268#@07$ yIts 271#@07$y@ts 296#@07$ y Its 

330#@07$ yItS.t/396#@07$ yIt^$f S LtxG #tCs EUi-y/<>jy 

^'238#@07$ y Its 268#@07$ yit^t/271#@07$ yit^ls EU^V 

• < 'J >?'233#@07$ yits 237#@ 07 $ y Its 264#@07$yits 267 

#@07$yits 272# @07$ y Its 296#@ 07 $ J Its 327#@07$y 

Its 330# @07$ y Its 332#@07$ y|t^O:396#@07$ yitfr^jltf 

tlti, 1 907$ S&£ FcyRIIbH^-ri) 
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FcyRUattmLtcmttWcyRimztt 

btlZ>o 

[0057] fi£^£ti£7$yi£&, B^fu^hblJLTFcrRnbtc^-r^^Stt^ 

FcyRIIa^tblJLT, FcrRUblZfttZfa'&miR&tfm&t 

EUi-y/iij >?'238#@07$ yitfrAs 

pN 233# @ 0 7 $ J ItfrAsp% 234#@07$ y I£frTyr% 235# @ 07$ 7 It 

frPheN 237#@07$ y ItfrAsp% 264# @07$ y ItfrlLe% 265#@07$ 

yitfrGLu% 266# @ 07 $ J I£frPhe% LeuXtiMet% 267# @ 07 $ y ItfrALa 

N GLu, GlyX&Gln, 268#@ ©7 $ J IlfrAsp, GlnX&Glu, 269#@07$ 

y IlfrAsp, 271#@07$ y I£frGLy% 272# @ 07 $ y I£frAsp% PheN ILe% 

Met% Asn% ProXtiGLru 274# @ 07 $ y I£frGLn% 296# @ 07 $ y ItfrAsp 

XtiPhe, 326#@07$ yitfrAlaX&Asp, 327#@©7$ y ItfrGly, 330# 

@07$ y ItfrLys% ArgXtiSer% 331#@07$ y I£frSer% 332#@07$ 

yilfrlys, Arg, SerX&Thr, 333#@ 07 $ y IlfrLys, Arg, SerX&Thr, 

334#@ 07 $ y ItfrArg, SerXtiThr, 355#@ 07 $ J ItfrALa, GLn% 356 

#@ 07 $ y I£frGLu% 358#@07$ y I£frMet% 396# @ 07 $ y I£frALa% 

Asp% GLu% PheN GLy% His% ILe% Lys% Leu% Met% Asn% GLn% Arg% SerN Thr 

% VaL TrpXtiTyr% 409# @ 07 $ J I£frArg% 419#@07$ J ItfrGLuT'fe 

o ftlZ, EU^VA'J >?'238#@07$ J Wis 268#@ 07 

$ yi£&t/271#@07$ yil^^ EU^VA'J >?'233#@07$yil% 264# 

@07$yil^ 267# @07$ y Its 272#@07$ y Its 296#@07$yi£ 

% 327#@07$yits 330# @ 0 7 $ y I£N 332# @ 07 $ J I£S.t/396#@ 

07$ ti, 1 907$ yitfi<2*to 

% EU^- ys< 'J y ^7238#@ 07 $ J I|frAsp% 268#@ 07 $ J ItfrAspX&GLu 

, 271 #@07$ yitfrGly, 233#@07$ yilfrAsp, 237#@07$yi|fr 
Asp, 264# @ 0 7 $ y Itfrl Le% 267# @ 07 $ J ItfrAlaX&Gly, 272# @0 

7 $ y I|frAspXtiPro% 296#@ 07 $ y ItfrAsp% 327#@ 07 $ J ItfrGLy 



WO 2014/030728 39 PCT/JP2013/072507 

% 330# @ (D7 $ J I|frArg% 332# @ CD 7 $ J I£frThi\ 396# @ CD 7 $ J Itfr 
LeuXtiMetT'fe'i) Z LlN0 

[0058] Ztlb(DWL^Zl)\\7LX, tS 

Jkzf/2.&, FcyRiia^ utFcyRiibtcttt£^®M££i^il3t*£:&0--e 

£fCs Fc$I$©—7M7^7°® 

m& £ ffe©Fc^IJi® §£^ f £ izm. $ & A £ ^ II <2^to•£•T fx 9 d t 
fe$5o IgG 1 fi3fe©Fc$i$©EU:f y-K'J > ?'118#@ ©Alafr £>22 

5#@CDThr3;-eCD:P$ y III3^y®IgG4S^©Fc!pIJi®EU^->/<lJ >^118#@ 

®ALafr^222#@0ProS-e®77$ 77$ yi£fi£^£ 

Sfi^totta d £ T\ Fc 7 RIIb^CD^Ste Fc 7 RUb^CD^Mft 

^»J7tC|Ei6©IL 

6R-BP478/IL6R-L® ct 9 IL6R-BP230-e#A3*lT^£ J G1 

d©EU^->/<'J >^118#@®ALafr^225#@0ThrS-e®77$ yill3^^G4d 

CDEU^yA" 'J >^'118#@CDALafr£>222#|=|CDPi'o;£"T:'CD;7$ ^ 

f •& ̂  CD £I<^£-to t* P If e> tl £ o 

[0059] dtL^O^-etis cfc lJ Fey RllbtC^tffoZ>^ 

J; y FcyRIIa (RM) J: U tFcyRIIbKttf 

yilB^^II^^tott^: LT^ MX 
TOT® (a) ~ (x) GD£I<^totW^f b *l£0 

(a) Fc^©EU^->/<'J >^238#@, 233#@N 237#@N 268#@N 271# 

@N 296#@S.t/330#@®77$ y 

(b) Fc^©EU^->/<'J >^238#@, 237#@N 268#@N 271#@N 296# 

@ S.t/330# @ 0 7 $ J I£fi£|£ 

(c) Fc^©EU^->/<'J >^238#@, 233#@N 237#@% 268#@, 271# 

|=L 296# @N 330#@S.t/332#@®77$ J I£fi£l£ 

(d) Fc^©EU^->/<'J >^238#@, 233#@N 237#@N 264#@N 267# 

268#@N 271#@^t/330#@07$yi|B^ 
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(e) Fc^©EU^->/<'J >?'238#@N 233#@N 237#@N 267#@N 268# 

Bs 271 #@N 296# ik 330#@&t/332#@07$yi£fi£^ 

(f) Fc^©EU^->/<'J >^238#@, 237# ik 267#@% 268#@, 271# 

ik 296# ik 330# @$.1^332# @07$ J 

(g) Fc^©EU^->/\*'J >^238#@, 233# ik 237#@% 268#@, 271# 

ik 296# ik 327#@$.t/330#i|CD7$ y I£fi£|£ 

(h) Fc^©EU^->/<'J >^238#@, 233#@N 237#@N 264#@N 267# 

ik 268#@S.t/271#@®77$ y 

(i) Fc^IJi^EU^-y/^U >^238#@, 233#@N 237#@N 264#@N 267# 

Bs 268# ik 271 #@N 296#@&t/330#@07$yi£fi£^ 

(j) Fc^©EU^->/\*'J >^238#@, 233# ik 237#@% 264#@% 267# 

268# ik 271#ik 296# ik 330#@&t/396#@07$ y 

(k) Fc^IJi^EU^-y/^U >^238#@, 237#@N 264#@N 267#@N 268# 

ik 271#@$.t/330#i|CD7$ y I£fi£|£ 

(L) Fc^IJi^EU^-y/^U >^238#@, 237#@N 264#@N 267#@N 268# 

ik 271 #@N 296#@$.£/330#i|CD7$ y I£fi£|£ 

(m) Fc^IJi^EU^-y/^U >^238#@, 264#@N 267#@N 268#@&t/271 

#@07$ JW8@t 

(n) Fc^IJi^EU^-y/^U >^238#@, 264#@% 267#@% 268#@, 271# 

@ S.t/296# @ (D 7 $ y 

(o) Fc^IJi^EU^-y/^U >^238#@, 237#@% 267#@% 268#@, 271# 

ik 296#ilS.t/330#i|CD7$ y I£fi£l£ 

(p) Fc^IJi^EU^-y/^U >^238#@, 233#ik 237#@% 264#@% 267# 

Bs 268#ik 271#ik 330#@^t/396#@07$yi|B^ 

(q) Fc^IJi^EU^-y/^U >^238#@, 233#@, 237#@% 264#@% 267# 

Bs 268#ik 271#ik 296# ik 327#@, 330#@&t/396#@07$ JII 

(r) Fc^IJi^EU^-y/^U >^238#@, 233#@, 237#@% 264#@% 267i 
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@^ 268# @N 271 #@N 272#@&t/296#@077$yi£fi£^ 

(s) Fc^©EU^->/<'J >?'238#@, 237# @N 264#@% 267#@% 268# 

@^ 271 #@N 272#@&t/330#@077$yi£fi£^ 

(t) Fc^IJi^EU^-y/^U >^238#@, 237# @N 264#@% 267#@% 268# 

Bs 271 #@N 272# @N 296#@&t/330#@077$yi£fi£^ 

(u) Fc^IJi^EU^-y/^U >^238#@, 233#@, 264#@% 267#@% 268# 

@ S.t/271 # @ 0 7 $ JImM. 

(v) Fc^IJi^EU^-y/^U >^238#@, 237# @N 267#@% 268#@, 271# 

@N 296#@S.t/330#@0;7$ J I£fi£l£ 

(w) Fc^IJi^EU^-y/^U >^238#@, 264# @N 267#@% 268#@, 271# 

@N 272#@$.£/296#@0:P$ y I£fi£|£ 

(x) Fc^IJi^EU^-y/^U >^238#@, 233# @N 264#@% 267#@% 268# 

@N 271#@$.£/296#@0:P$ y I£fi£|£ 

[0060] MtC, yilfi^ 

LT^tf £tl£0 

(a) Fc^IJt^EU^-y/^U >^238#@®7$ yilfrAsp, 233#@0:P$yi£ 
frAsp% 237# @ 07 $ y I£frAsp% 268# @ CO7 $ y I£frAsp% 271 #@07$ 
yitfrGly, 296#@®7$ yi|frAspS.t/330#@®7$ yilfrArg-efe^T7^ 
y niB^y 
(b) Fc^IJi^EU^-y/^J >^238#@®7$ yilfrAsp, 237#@07$yi£ 
frAsp% 268# @ 07 $ y ItfrAspX&GLiu 271 #@07$ J I£frGLy% 296# @ 
CD 7 $ y IlfrAspS.t/330# @ 0 7 $ y HfrArg-efe £ 7$ J IIIB^U 
(c) Fc$Iii0EU:l->A,'>l >?'238#@07$ yitfrAsp, 233#@07$yi£ 
frAsp% 237# @ CD7 $ J I£frAsp% 268# @ CD7 $ y I£frAsp% 271 #@07$ 
y ItfrG Ly% 296# @ 0 7 $ y I£frAsp% 330# @ 0 7 $ y IlfrArg^.t/332# @ 
0 7 $ y IlfrThr "e £ 7 $ y IIIB^U 
(d) Fc$Iii0EU:l->A'J >?'238#@07$ yitfrAsp, 233#@07$ y It 
frAsp, 237#@07$ yitfrAsp, 264# @ ©7 $ J Itfrl leN 267#@07$ 
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y Itfr'GLyX&ALas 268#|=|07$ y ltfrGLus 271#[=|07$ J ltfrGLyS.tlc3 

30#@©7$ y ItfrArgT'fe'i) 7$ y ItlB^lJ 

(e) FCTI^^EU^- >/< 'J y ^238#@ ©7 $ y l£frAsp% 233# § 0 7 $ y It 

frAsp, 237#g07$ y|£frAspN 267#g07$ y|£frAlaN 268#@07$ 

yitfrGLu^ 271#|=|07$ y I£frGLy% 296#g (07 $ J I£frAsp% 330#@0 

7$ yi|frArgS.t/332#@07$ yilfrThr-efe^)7$ ylllB^U 

(f) Fc:pIi^0EU^->/<'J > ̂ 238#@ 07 $ y l|frAsp% 237#|=|07$ y It 

frAsp, 267#@07$ yilfrALa, 268#@ 07 $ J IlfrGLu, 271#@07$ 

yitfrGLy, 296#@07$ y ltfrAsps 330#@ArgS.O;332#@07$ J ItfrT 

hrT'fe'g)7$ y IIIB^U 

(g) Fc:pIi^0EU^- ys< 'J y ^238#|=| 07 $ y llfrAsp, 233# § 0 7 $ y It 

frAsp, 237#@07$ yilfrAsp, 268#g07$ J StfrAsp, 271#g07$ 

yilfrGLy, 296#@ 07 $ y IlfrAsp, 327#@ 07 $ J I|frGLyS.t/330#@ 

07$ y ItfrArg-e^)£7$ y ItSB^U 

(h) FC:PI^60ELI^->/<'J > ̂ 238#@ 07 $ y l|frAsp% 233# § 0 7 $ y It 

frAsp, 237#@07$ yilfrAsp, 264#@ 07 $ J Ilfrl leN 267#@07$ 

yitfrALa, 268#g07$ yi£frGLu&O:271#g07$ yl£frGly-e&£7$ 

y mm 
(i) Fc:pIi^0EU^- y/< 'J y ^238#@ 07 $ J l£frAsp% 233# § 0 7 $ y It 

frAsp, 237# @07$y I|frAsp% 264#g07$ J Itfrlle, 267#g07$ 

yitfrALa> 268#@ 07 $ J ItfrGLiu 271 #@07$ J I£frGLy% 296#@0 

7 $ y Ilfr'AspS.t/330# @ 0 7 $ y IlfrArg-efe £ 7 $ y IIIB^U 

(j) FC:PI^60EU^->/<'J > ̂ 238#@ 07 $ y llfrAsp, 233# § 0 7 $ y It 

frAsp, 237#@07$ yilfrAsp, 264#@ 07 $ J Ilfrl leN 267#@07$ 

y®tfrALas 268#@07$ y ltfrGLus 271#@07$ J !£frGlys 296#@0 

7 $ y I£frAspN 330# § 07 $ y IlfrArg^.t/396#@ 07 $ J ItfrMetX&Le 

u-e&&7$ yitiB^u 

(k) Fc$Ilt0EU^->/<lJ ><7238#@07$ yllfrAsp, 237#@07$yit 
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frAsp, 264#@07$ yitfrlle, 267# @ 07 $ J ItfrAla, 268#@07$ 
yilfrGLu, 271#@07$ yi£frGly&t/330#@07$ yi£frArg-efe£7$ 

(L) Fc$IJi0EU^->/<lJ >^'238#@07$ yilfrAsp, 237#@07$711 
frAsp, 264#@07$ yilfrlLe, 267#@ 07 $ J ItfrAla, 268#@07$ 
yitfrGLiu 271 #@07$ J ItfrGLy% 296#@ 07 $ J I£frAspS.t/330#@ 
07$ yitfrArg-e&£7$ 71113^0 
(m) Fc$IJi0EU^->/<lJ >^'238#@07$ yilfrAsp, 264#@07$yil 
frlle, 267#@07$ yilfrALa, 268#@07$ J I£frGlu&t/271#@07 
$ J IlfrG LyT-fe Z> 7 $ J 1113^0 
(n) Fc$IJi0EU^->/<lJ >^'238#@07$ yilfrAsp, 264#@07$yil 
frILe, 267#@07$ yilfrALa, 268#@ 07 $ J IlfrGLu, 271 #@07$ 
J IlfrG Ly^t/296# @07$; I|frAsp"efe ̂  7 $ J 1113^0 
(o) Fc$IJi0EU^->/<lJ >^'238#@07$ yilfrAsp, 237#@07$yit 
frAsp, 267#@07$ yitfrALaX&Gly, 268#@07$ 7IlfrGLu, 271#@ 
07$ yilfrGLy, 296#@07$ yi|frAsp^t/330#@07$ yilfrArg-efe 
•S 7 $ J 1113^0 
(p) Fc$IJi0EU^->/<lJ >^'238#@07$ yilfrAsp, 233#@07$yil 
frAsp, 237#@07$ yilfrAsp, 264#@ 07 $ J Itfrl leN 267#@07$ 
yitfrALa% 268#@ 07 $ J ItfrGLiu 271 #@07$ J I£frGLy% 330#@0 
7 $ J I£frArg$.t/396#@ 07 $ J ItfrMetXtiLeuT'fe'i) 7 $ J Itl3^lJ 
(q) Fc$IJi0EU^->/<lJ >^'238#@07$ yilfrAsp, 233#@07$yit 
frAsp, 237#@07$ yilfrAsp, 264#@ 07 $ J Ilfrl leN 267#@07$ 
yitfrALa% 268#@ 07 $ J ItfrGLiu 271 #@07$ J I£frGLy% 296#@0 
7$yi|frAsp% 327# @ 07 $ J ItfrGLy% 330# @ 07 $ J IlfrArg^.t/396 
# @ 0 7 $ J IlfrMefefe £ 7 $ J 1113^0 
(r) Fc$IJi0EU^->/<lJ >^'238#@07$ yilfrAsp, 233#@07$yit 
frAsp, 237#@07$ yilfrAsp, 264#@ 07 $ J Itfrl leN 267#@07$ 
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yitfrALa% 268# @ 07 $ J ItfrGLu% 271 #@07$ J ItfrGLy% 272#@0 

7 $ J IlfrAspS.t/296# @ 0 7 $ 7 I|frAsp"efe £> 7 $ 7 

(s) >?'238#@07$ yilfrAsp, 237#@07$;i£ 

tfAsp, 264# @07$ yitfrlle, 267# @ 0 7 $ J ItfrAla, 268# @07$ 

yitfrGLu% 271 #@07$ J ItfrGLy% 272#@ 07 $ J ItfrPro^.t/330#@ 

07$ yi|frArg-efe^)7$ 71113^0 

(t) Fc$IJi0EU^->/<lJ >^'238#@07$ yilfrAsp, 237#@07$;i£ 

frAsp, 264#@07$ yilfrlLe, 267#@ 07 $ J IlfrALa, 268#@07$ 

yitfrGLu% 271 #@07$ ; ItfrGLy% 272#@ 07 $ ; It^Pro. 296#@0 

7$ yitfrAsp&t/330#@07$ yi|frArg-efe^)7$ 71113^0 

(u) Fc$IJi0EU^->/<lJ >^'238#@07$ yilfrAsp, 233#@07$;i£ 

frAsp, 264#@07$ yitfrlle, 267#@ 07 $ J ItfrAla, 268#@07$ 

;i£^Glu&t/271#@07 $ J ItfrGLyT'fe'i) 7 $ ;I£I3^1] 

(v) Fc$IJi0EU^->/<lJ >^'238#@07$ yilfrAsp, 237#@07$;i£ 

frAsp% 267#@ 07 $ ; ItfrGLy% 268#@ 07 $ ; ItfrAsp% 271 #@07$ 

yilfrGLy, 296#@07$ yi|frAspS.t/330#@07$ yi|frArg-efe^)7$ 

; 1113^0 
(w) Fc$IJi0EU^->/<lJ >^'238#@07$ yilfrAsp, 264#@07$;i£ 

frILe, 267#@07$ yilfrALa, 268#@ 07 $ J IlfrGLu, 271 #@07$ 

J ItfrG Ly% 272# @07$; I|frAsp^t/296# @07$; I|frAsp"efe ̂  7 $ 

; iii3^y 
(x) Fc$IJi0EU^->/<lJ >^'238#@07$ yilfrAsp, 233#@07$;i£ 

frAsp, 264#@07$;ItfrlLe% 267#@07$ ;IlfrALa, 268#@07$ 

;itfrGluN 271#@07$ ;i|frGLy^t/296#@07$ ;i|frAsp-efe^)7$ 

; iii3^y 

[0061] t.tc^%mCDVc^m^W^hst^) ̂ 7°^ KtCM0@ft-etTtotl^)7 

$;imMzz.£*>-?$Zo rnxttrcmztttzzft 
±^tt-g)7$ ;IIM^ (J Immunol. 2006 Jan 1; 176(1):346-56. J BioL Che 
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m. 2006 Aug 18;281(33):23514-24.N Int Immunol. 2006 Dec;18(12):1759-6 

9. N Nat BiotechnoL. 2010 Feb;28(2): 157-9. N WO/2006/019447, WO/2006/05 

330 K WO/2009/086320) N JL~T 4 -^£^££[^±3 

tcisboy^y(wo/2009/041613) 

WO2011/12201 K PCT/JP2011/072550 

tciEScWO200 

9/125825, WO2012/073992, WO2013/047752tC§Ei6©*t$t:fr^GOJnJlUCli U M 

JimM. (WO/2012/016227) 

75247n EPI772465izmm 

<D 7 $ y % n<^;btrx t, £ i\ 

[0062] ^^0^©Fc:pIi^B^^fr^:'a fc* 'J /^7°51 K^\ 
xhz>msiz&N *frb(Dfo^m%&>ztz&>iz 
, pHI£1»0^TtCfctt£L KFcRn^;m^±^^^-&^/cto07$yil 

<£ Unirnex 
ttTlCfctt-St: SFcRn^S1f£ig&;*t!:£/^lC^£*i£&^£ LT& 

s IgG}nft©EU-f >/<'J y?-e^3ft£428&©Met£Leulc:it#!U 434&©As 

n^SertCM^f'S^'/i (Nat BiotechnoL, 2010 28:157-159.) N 434'fuCDAsn 

^ALatCM^f'S^'/i (Drug Metab Dispos. 2010 Apr;38(4):600-5.) N 252 

iuCDMet^rTyrtCM^ L, 254{u®Ser^:ThrtCM^ LN 256'fu®Thr^:GLutCM^ 

Tbfjlk (J BioL Chem, 2006, 281:23514-23524) N 250&®Thr£GLntCM^ 

U 428&©Met£Leul;:M#i-f £>;£& (J ImmunoL. 2006, 176(1):346-56) N 

434{u®Asn^:HistCM^t"'2)^'/i(CLinicaL PharmacoLogy & Therapeutics (2 

011) 89(2):283—290. )s & £>OHCWO2010106180N WO2010045193, WO200905849 

2S WO2008022152% WO2006050166, WO200605330U WO2006031370, WO2005123 

780, WO2005047327, WO2005037867, WO2004035752, WO2002060919ft£f tCfciN 
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T§3*63 tiZ> 9 ^ £ d t ̂  J; o T =fc ^5(5 tf'RTt£"CHb £ ̂ ^ A £ 

ti€>0 

[0063] i;7c, fc: Mt*;iCD4^tCttLT, pH^tt$©£#TlC£^T fc: hFc 

RntCttt£i^1=r;£14£it^U MS^m^fqU^t^/ctotC, EU^>/< 

'J >^-e^^tl^434{i0Asn^HistCM^U/c^^^^s (Rh 

eumatiod factor, RF) tC>tf LTilpn"t~ £ d £ 7^$lxca ^ tl/c (C L i n Pharmacol 

Ther. 2011 Feb;89(2) :283-90)o Z(D$KWte t: hIgG1 ©Fc$p|£^f UTIN£ 

FcRn tC ft f •& •SB& tC <(uM~t £ 434&0)Asn £ H i s tc f •& £ £ tC J: <J 

[0064] ±*£©JI<<J% pH|t'f«®^#TtCfc^TH hFcRntC^I-^l^m^l^ 

LT, CtL^CD^^Fc 

^©^©FcRn^^itC^AI'^C^tC^^T, 'J £ 

V^H?tC>tf-t£«LTLS? RTtg-lf &£>0 

Fc^$©^s££BtetC, FcRntCttt^l^tt^ST^t^ 

z.£ta<, 'j 

z: <htCofc y, 'J ^v^S^tc^-r^^tt^^/c-rtcpHU'M^^Ttcfc 

tt § t h FcRn tc ftf £ ^ ±i^ ̂  -tt 3 I £ # 

Rrt^-e^^o 

[0065] ^0<£9&\ i;£v3L0?tCttr£>^Ste£<£~F3l±-£&^£ LTti, E 

U^yA'J > ̂ tCd: ̂  T^^tli)248-257, 305-314, 342-352, 380-386, 388, 

414-421, 423, 425-437, 439, 441-444&^©&^tfffl^e>*l£o $?£ L < 

ti, 387, 422, 424, 426, 433, 436, 438, 440&^<0&^7WS L < 

tl5„ #tCfrSU<ti, 422&©VaL£GLu£fctiSertCM&t-£Efc^ 424ft® 

Ser£ArgtCM&-f433ft©H i s£AsptCM^"t436{u®Tyr£Th 

438&©GLn£Arg£fctiLystCM#i-f 440ft®Ser£ 

Glug:/c«AsplcM&?-&&^tfJB^£*l£o Itl^CDB^ti, 

[0066] u ^v^s^tc^i-^^^^^T^-tt^/ctotc, mum 
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TAsn-Xxx-Ser/Thr (XxxtiPro£:P& < fliltCD7 $ JII) Z 

mm*tc$m(D^sk%mizmAtz>z tiz^vnmm 

1&?Z>tzito<n?&gt£LTs fr3;L<^ 248ft®Lys£AsntCM^-t£fi£^N 42 

4ftCDSer£:Asnt;;M^t~§2^ 436ftCDTyr^rAsntCM^ U438ft®GLn^:ThrtC 

438ft©GLn£AsnlCM&t-£&^tfffl^e>*l£>o L < 

424ft©Ser£AsnKMg|-f 

[0067] *fgB£0Fc$Ii'J ̂ 7°? K©Sf S IAN0J£ LT, IgG^0 

2 9 0Fc^&^ftL T IN Z *° 'J ^ 7°^ K %mf Z Z t ifX $ Za * 

%m<0# 'J ^7°^ K£ LTIgG^fr^ffllN^il^ 

3 tit* IgGU IgG2N IgG3% IgG4&£©;/M V * -f 7° (Ht7^^X) 0IgG£ 

*fP£©IgG*n;tttt, $? S L < t: KIgGT'fe y, 

^ L< tit KIgGK t: MgG4-e&yN t hIgG1&t/L KIgG40filI 

t: KlgGI^^IJi^ LTti, 

#MtCct ^HlftCD 7 • $ -Y 7°IB^lJ^'Sequences of proteins of immunoLogica 

L interest, NIH Publication No. 91-3242tC|E*6^tlTlN£>A*N 

lNTti^©lN"ftl"efe^T:fcSlNo 

[0068] FlZ^tZtlZ&'&LT^Z 2-D(DFc$mzW*te, HD-© 
7$ yilfi^^A^tlTlN^Fc^IJiB^fr-efe^Tt J:IN (JU~K Jfc^Fc 

'J ^7°^ K ^ IN 9) U :tti^tiM^Z7 $ 71 

, ^ttlfr—j5<Dfcffimz<Dfr7$ 7m.ft&<i§A$tltcmteZ7$ 71113 
^JA^^SFc^^^-efeoTtcfclN (J^yN 

*° 'J ^7°^ K t IN 9 ) 0 iN-fti^—^"©Fc^IJitC^^aiA^tl-ST7^ 

gtLZtts FcrRIIbRtfFcrRIIat<Dli£'£lZffl5-Lr^ZFcffiM<D CH2 K 

*>f><DEUi->/<ij >?233mBfr?>23ms(DJis-ym&zmmfSLK, 
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~15 0 Fc$m tC fc £ CH2ii )U- £ F c y RIIb tC m 
FcrRHa(RM)^J:b$^U/cFcrRnbtc^-r^^®M4 

U =& 9 ~^0Fc^tc fc tt SCH2fgi$©JU-

ut^o CH2$i 

mw:\ EU^>A 
'J >?'235#@ 0 7 $ ^ It, 236#@07$ygL 237#gCD7$ 7Its 238# 

@07$ ySt&£/239#@07$ JW.frbm£nZ>'pt£< tt, 1 907$ ̂ l£ 

£ti!i07 $ J mizW&TZ z t -QJU-z t 

•So UfafttCti, mxtts EU^->/<iJ >?"235#@07$ yit^'Asp, GLn, Gl 
uXtiThrtCB^^tlTlN^s 236#@07$ y|£^AsntCS^3tlT^£, 237 

#@07$ yl£^PheX&TrptCfi£^3tlT^£s 238#@07$ 7It^Glu, G 

LyXteAsntce£^$ftTlN£, &£/, 239#@ 07 $ J AspXttGLutCBft^ 

^tlTl^I^tC^T, CH2^0;U- £-££££ A*RTfg 

-e&§0 

[0069] K£fF^"t£tC&Sl^C^ 

& £ 7 $ 7 It £ ̂  "T £ ID± ££"alb3 it £> & £ ̂  li @ ft0^ 

•x 'J /v^7°f1 Fc£Ii§l6B#§£#;;£:#tj><f\ 'J ^ 

7°^ K7!)N£:frit1"£ift^£>£o 

[0070] ^&£7$ y|t^^-r^^U^7°^ KlH±0^^btCtis tfcl*Hfl0i|-0 

(CH2) XtiHM0^H0^^IJi (CH3) 0^® tCl^ft&R3££3! 

ALTgft^Lt^mn±(D^mmtzm^Mmtzztifx^z ( 
WO2006/106905) 0 

[0071] CH2XliCH3©f^®lcm^ft&J5fg£gAUTB® U&^H$([l±0£^£}Ip 

fy^-tt^SiitcfciNTs Hii0^0^^ui0^®-eSMt"^7$yit^#(h 

LTft ^J^.tfCH3^1itCfc^i)EU^>^'J >^356#@0ES> EU±>/<'J 

>^439#@0aS> EU±y/<'J >^357#@0^Ss EUj~ >/<>J >?'370# @ 

0?m EU^yA'J >?'399#@0^g, EU^VA'J >?'409#@0^glC*g 

£ ZtifX^Zo 



l s.yw&s'M (A) (X) SIT 
JLCOTYdC-Z \£1Y($ ^13 [<2£l}:%^M(DmM} viOS¥2i^SIT [9Z.00] 

° (H) v (y) v (») </jri (A) 
s (a) v (3) ||< 5 £1/7/ (X) 

: on 
rjL^n^^mo^n^cD (A) £P/£ ( 

x) 0±r;i KT)~*m s?i rfii/$z?^t^saj [gz.00] 
0<2: <2a.3#£i# 2 ̂  4.^^%g^n 

24^1^7^ § >Z09H2|n (e) ~ (l) 
BIT sfi ^ v2.oc 

-1^M^^MfH?P^£M^HOf$HO>l^ 0<2rO 2.15^*110 
^iSiBS/$Z09U,3rU^09|*siri (e) ~ (1) SIT [wi] 

1 ssi 
si wwkMf ^ scorns n 1 4-^-1 ( 
e) ~ (1) ^m^-i^wucDMmx^zmi^zwMwcD vmrnm 

(£) ~ (L 

) 1 SBIT ^11 [ez.00] 
°Sfg$l ̂  i ̂  CDtymfL t 

9^66£.£< fi.V<-Afl3 vx^^as^ll^ (£) 

"StgSS ̂  i ̂  a^Z.S.'O T 
ri.v/<-f^n3 vx^<3?agl&lS^ (z) 

I Z' ^ Z 05>6£t7.'!a ^ 
^5f99e.^<r>v<-^n3 $^^£^-IM$SHOM$H (L) 

L <2"i*£^ 

1^ r (£) ~ (I) OiLYCI^^K^^PfM^HOMiHO) 
i§g "wx^^mv-tQ^mtmWHCDWkz \£m$ izmi 

2.0SZL0/£T0Zdf/13d 6P zzmmioz OAV 
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X 2 -DU±(D7 $ J ©'>& < *\ -D(D7$ J 
±IE (x) iztciz (Y) ©iN-ftifr 1 

Giz. BV(D7$ Jm%&ifmti;z>mz^%nz>7$ Jz>zt 
§o 

[0077] ft£L^%gimz£^T±^fomzs M 1 (DmcusmmtMzomcusmm 
frVX)\yD < K^^ld J: y H^g^tiT^Tfc <U\ 

[0078] *%n%lZ£^T&mzmtZ7$. ;W.B&£ LT^ ±7&Ltcfofo<DpIg. 
^n^tcmKW(D^^n(D7$ jm^zmbtit^0 ^m^zhtut, 
/1N°'J^7°51 ^mW^tcltrnM^mWlZ-D^X, rials© V 7 
tct^n V-=E^ 'J >?mz J: y ^ £M/£f& 7< SMB&ZMUiTZ 
t&vz, tz%m(D7$ jmm%&mzmtz>z 
tif ~^mzfoz>0 

t>-c$£0 M*o)-j5mmo)*i:£v%mzfei±tz>7$ y A$IN 
ilJIKknob; =fc 9 -^©Hfl©*@ttt & Z 7 

$yili|iJII^J:y/jN^lNi|iJII(hoLe; 5?Rt) Z> Z t IZ £-o Z ̂ QBtf 

QmizMmtsnmz>&?izt&ztz$}mi]iz\:cmi$,%:^t&mti:&7$ ; 
m £M t z> *° 'J * 7°^ K HD ± © £^b £ & ZtZ£tfZl*Z> (W01996/027011 

N Ridgway JB et aL., Protein Engineering (1996) 9, 617—621. Merchant 

AM et aL. Nature Biotechnology (1998) 16, 677-681) 0 

[0080] dtUCjQx.T\ ^xPFci^:i^fi£|£#;©^1=HbtCtiMtCfl}j©4^[]}$fflr£:ffllN 

&zt1bz^&o Jnfr©-^©HlI©CH3©-^£^©^:frtc>tfj£;-t£igAfi3fc 
mmiz u t9-^©Hii©cH3©ffiMft4^tc;e©^tcm"r^igAa 
£©13^A L/estrand-exchange engineered domain CH3Z1 

% ^7°^ K©£^b£CH3©*@Mft&£l^btCJ;^T 

t" el hifZx*£> (Protein Engineering Design & Se Lectio 

n, 23; 195-202, 2010)o dT&M 
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WO2011/028952K§B*6©fttt©CH1£CL©£^L VHN VL©£^b£fllffl L 

WO2008/119353, WO2011/131746^=5*60^^0)& 9 K, -s 

i^KW&^tibWWk Ls -^tl b ^ V + £ Z1 £: "Tr 

£ IN 

ttc, J. MoL. (2012) 420, 204-219tC|E*67 IZ, IgGK IgG2® 

CH3(CB;#ft(CJS^t"-2) cfc 9 tCLys, Arg% GLu% AspCDcfc 9 

£SA LT, AJP ~£WMt£Mo 

S/cN WO2012/058768tC|E*6CD^/i® ct 9 ̂  CH2% CH3Hi^Cfi£^£Jp*.£ 

£ £ T;\ ^ P ̂ mibtfcf*ZftMTZ&% 

[0081] S/cN ^PFc$I:iifi£^£#t^0U^7> 

K^/IN^FC 

ffim&W * #&*° "J ^ 7> K MMt z z t IZ £ o T =fc ^ P Fc£I 

'J ^7> K£?#£ Ztif RTtg-efeSo 5lHC|B^]®S4£ 

H—CDtf\ 'J /^7°51 'J /^7°51 KAN|3j^;'i)/^7^PFcTiI^6B^^'f2|5: 

2^®m-0/if';^7°51 K©a^e>& 

K\ 2^®^-0/1NO'J^7°51 K©^e»^S/tx 

^ FcSIii£#fr*0 'J ^7> LTIAtSo Ctl^2fflll0/1x^Fc 

'J ^7> K£*Wft£|&£-r6;£&£ LT, &&&#?£&•? C 

ttf-zzzo 2fflii0Hii®qr^iJitc7$ y|ii^iALii,^i^# 

t*??? (WO2007114325) 0 ^ 

Tn—w{bln.fo%%l$Wktz>~}5fe£LZs zti£-ziz, ykizt^tz 

v7XIgG2a®H|I^7°Px1' >AtC^£-L41N^ y KIgG2b©H|I^^4-g)^x 

p-mitm* % 7° p ̂ << >A £ ̂  IN •xmmt %> -n^m^ s nx ̂  £ (WO98050 
431, WO95033844)o 
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[0082] %tc, IgG^ProteinAO^gp^-efe^EU^-y/^'J >^435#@fct/436# 

@ 0 7 $ y Tyr% H i s& £; ©Prote i nA^CD;|n"n T7 $ J It 

&mt Prote in MKDfcKWmZ&itZ-G, 
Protein ktl =7 Z t~€\ & 

ZttVZZo 
[0083] 

Sfcdtl^CD&^tdU M-(D^'J^7°^ ^'tM-(D^'J^70^ KtCiggSy^ 

&fc\ Kti, 

ti/ctcD^-XtC LTML/ctro-efe^Tt <U\ 

[0084] ^^B^tCfclNTT7^ yIt©B^^ti% it$U WMs ttAPs JfA£>-2>Wil^ 

fft®lN-rtl7i\ Xttttlt>(Dmfr-£t>-£%MMT:Z>0 *fgBGtCfclNTt^ 7 
$yit^B^tiT7^7m(D^mtn^7L&ztif-Rimzfcy, nLWMX 

7$7mm&%w&tzm£iztes smB&izw&tzzt-es 
ffl 7L l&X(D (a) ~ (c) GO <£ 9 & tC O l\ T t & Z t%:Bfott&o 

(a) is—MJiilL S L < ti% h "tt AsW^s-CDi^MtlZ fc ft £> 'J ^ 7 51 K©^1# 

Hiis ; 

(b) JiftSBte tc fc tt Z> rnM^ L < tiIttlt £ tc ti 

(c) 1U$(CQA$£O 

[0085] 7$ yitaSti-|S©i|iJII©f#tttcS^lNTJ^T®^U-70tC^I^tl^ 

(1) : 7 )\y U^Sy>s metN aLa% vaL Leu% i Le ; 

(2) : cysN serN thrN asnN gLn ; 

(3) I£'|4 : asp, gLu ; 

(4) iHS'|4 : his, Lys% arg ; 

(5) m<Dmmzmwtz>m& = giy, pr0;&t/ 
(6) : trpN tyrN pheQ 

[0086] Ztl^(D^</)\y-7°P^X(D7$ 7It^S©M^ti^#ftS^^P?ti'tl^ — 
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t, j: < ^ stcummmtmzmmmm. 
[0087] 7$ 71113^00 

So ztl £>(DjJ}£lZtts 

(Hashimoto-Gotoh, T, Mizuno, T, Ogasahara, Y, and Nakagawa 

, M. (1995) An oLigodeoxyribonucLeotide-directed dual amber method fo 

r site-directed mutagenesis. Gene 152, 271-275% ZoLLer, MJ, and Smith 

, M.(1983) 0LigonucLeotide-directed mutagenesis of DNA fragments cLon 

ed into M13 vectors. Methods EnzymoL. 100, 468-500% Kramer,W, Drutsa,V 

, Jansen,HW, Kramer,B, PfLugfeLder,M, and Fritz,HJ(1984) The gapped d 

upLex DNA approach to oLigonucLeotide-directed mutation construction. 

Nucleic Acids Res. 12, 9441—9456. Kramer W, and Fritz HJ(1987) 0Ligo 

nucLeotide-directed construction of mutations via gapped duplex DNA M 

ethods. EnzymoL. 154, 350—367. KunkeL,TA(1985) Rapid and efficient si 

te-specific mutagenesis without phenotypic seLection. Proc Nat L Acad S 

ci U S A. 82, 488-492) N PCR^S;£, jj-izy hJ; ytj-p 

o 

[0088] 

MtLT, 13^0# 

1 MZtm<D7$ yill3^lJ^^4SIgG1^^IJitCfclNT, EU 

> ̂ ©297# @ (D 7 $ J liases tltz 

n&tfLW&s m^s GibtMDm 

[0089] is0 /C^&'CHOM 
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^HEK293H«^N 

i5o SL 

1*£ =i - Kf ££ *JIS& if©3 ttT?#£ d t tf-C $ 
§ o 

[0090] <£ UMfrfttCti, mXl£Vcm.m(D'MklZis-7)lWL%:ti1)\\ Lfct ©"?£> ^ T 
(MAbs. 2010 Sep-0ct;2(5):519-27.) 0 

[0091] iSblZ, *^B/jte±^©lNt"*lAHC§B<6©Fc^:$2ft^ft£#fc>#i;ft£ijl#* 

t~ §o 

[0092] P/rM© 

#&0 N *0|J 0 n—i-MKWs ^M'\&KW (#tt 
^^ttitrEffc) (~ ) s ^r /• "ytfiifc, 
t: tiZo 

[0093] ^WB(D#LW&S StH©ffi^ #i;ft©E3fe&£ftePil^;**i1% l^N4-g)^ 
^•etcfc^o ^©a^ LT^ ^icn^sti&iN^ n ssttk 7^7, 

^ hoy-^bZ t tft- $ 5o 

[0094] tfcl* £ fF^t £ ^ tc J; < to *> ftT IN £ 00 il^^P-t 

>'Ujjtfr©i#'n7"'"J K — (KohLer and MiLstein, Nature 256:495 (19 

75)) N $m7Lj5)lk (*gftfF!fi4,816,567^) IZ J; y LT =fc J: INQ 

% 7 7 — S'lrE^^-l' 7'^ 'J — fis <3^11 LT t cfc IN (CLackson et aL., Nature 

352:624-628 (1991) ; Marks et aL., J.MoL.BioL. 222:581-597 (1991)) 

o 

[0095] L MbJ/Efr&s (reshaped) L hjjtfr 1*l£>0 flrfrfttCti, 

t: hJ^©H]!$k fc £: xti'v ̂7 Xjjtfr©CDR^: t hJnfrtCf^it L/c t: Mbtftft 

t Mbfttt£?#£fc#©-J!8lft&ii£^&A#£:&fc] 
f^tlTlN^0 v7X©Jjtfr©CDR^ t K©FRtC#ffi-r^)/cto©^ 
;££: LT, /c^i^Ji'OverLap Extension PCR^^^T'fe'So 
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[0096] 3o©CDR£4o©FRtfg^;*tlfcftftl^I$£=l- Kt~•g>DNA£: t K 

Kt~•g>DNA£: y 7 b —AT'SSn"t"•?> ct 9 -$7 — 

4Jlc:JiAt~£>££lc:J:oT, t: *—§£II 
skfr*?*LxftmxmmzMiLttcmz, mmxmmz 
tpiLv ^ Kt"£DNA£fg3I;*•££>;: J: oX* ithft 

(^'M#I^MEP 239400, mm& 
MWO1996/002576#B§) 0 

[0097] K^0CDR^M4^^^ft^JFM-r^J:9tC 

FR07$ yitaS^M^-T^C^t-e^^o V-7XCDR0L KFR^ 

LT, FRtC7$ 7 I£IB^l]©^S£;gA~t £ £ <>: 7^ 

-e$£0 

[0098] t: hJnfrmfc-fCD^T© lw?— K 'J — K ^ >xyi — y ( 

gP^MW01993/012227, W01992/003918, W01994/002602, W01994/025585, W 

01996/034096, W01996/033735#B§) ZftlgMbMlt L, DNA&^CJ; y pjrM© 

ti K 3 tit#•?>o 

[0099] $*>IZ, t 7"^ 'J-£ffl^"C, y t 

0!la.l£, t: (scFv) 

t LT7 7-^'fV X7°b^;itCJ: y 7 7tl£>0 SLUIC 

•& scFv £ 56it5 7 7- 3 tit# £ o MR 3 tlfc 7 7 - V ffil 

K-T^DN 
ASB^JA^^-e$i)„ ftJIK^t-£scFv©DNABB^J£^Lfc^ 
IBmzpfrMon yy 
%L'<?*-izmAt2>z.£iz£?-c%%L'<?*-tfwmtsnm&o ^mm% 
^?$-z±mzmftc£?wmtemmmtpizmAL, mt S#L<*£=I 
-FTZmfc?Zm%$-£ZZtlZ<}:V^mt: hJjttMxt#3ti£o dti£ 

(Djjfe&gtlZ&toV&Z (SP^MWOI992/001047, W01992/020791, W01993/ 

006213, W01993/011236, W01993/019172, W01995/001438, W01995/015388# 

BS) tw\J o 
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[0100] mt, 

&ztifih$kz)0 

[0101] 9 <£l\ JnJlC 

(DmtLTte, rn&\ (+Mh^x >T=E-h-l ytaz) s 

USSLJIN MHCtfcj^ fiiktfiWs, ft&Vn7l)y&£zfft&<fn7l)y% — 

iz # & mm izmtfbtiZo 
[0102] +M S*J>C y<Dmt LTti, 0^-P^ + >1~1 8, =l •——su^stEg 

=f- (G-CSF, M-CSF, GM-CSF/^a N 0^-7iP> (I FN 

-a, IFN-/3, I FN-r, , )SlSf (EG F, F G F N IGF, 

NGFN PDGFN TGFN HGF&£) N JMil^EEl^ (TNF-a, TN 

F - jS) N SCF, TPO, 

MCAF, BMP*miZ>Z.£tf-Zl*Z>0 

yomt LTti, CC L 1 ~CC L 2 

CXCL 1 ~CXCL 1 7 & £f0CXC^2K X XCL1~XCL2& 

CX3 C L 1 t£}f<DCX3 C'r^ti'OZmtfZZ.ttf 

-c$£0 

[0103] g#<*©0ij£ LTfciu U —. -tMh^V 

7 $ 'J -N -tz 

—tzMS#^7 7$ U —. TNFg#<*7:p$ "J-N G^>/^ff±±^ 

GPI7>^-M^#fr7 7 $ 'J -N fP5/>/tvX77^ 

— 7 < 'J ~ s gfS?77$'J- 7 $ 'J ~ 

»7 7< MkoXtiL 

$lj.3.fc£\ Cooke BA., King RJB., van der MoLen HJ. ed. New Comprehesive 

Biochemistry VoL.18B "Hormones and their Actions Part II" pp.1-46 (19 

88) Elsevier Science Publishers BV.N Patthy (Cell (1990) 61 (1), 13-1 

4) N Ullrich^ (Cell (1990) 61 (2), 203-212) N Massague (elZ&7*=L 

— h • 7<7izy ) (Cell (1992) 69 (6), 1067-1070) N Miyaji 



WO 2014/030728 57 PCT/JP2013/072507 

ma£> (Annu. Rev. Immunol. (1992) 10, 295-331) N Taga£> (FASEB J. (199 

2) 6, 3387-3396) N FantL^ (Annu. Rev. Biochem. (1993), 62, 453-481) 

N Smithy (CeLL (1994) 76 (6) 959-962) N FLower DR. (Biochim. Biophys 

. Acta (1999) 1422 (3) 207-234) #K§E*63tlTl^o 

[0104] ±|7 $ 'J-IZST&MteMftg&tet LZte, tl KX 

(i7^7xiJ7P/fxf> (EPO) (BLood (1990) 76 (1), 31-35, Ce 

LL (1989) 57 (2), 277-285) N t KX&V ̂  • -"W? (G-

CSF) (Proc. NatL. Acad. Sci. USA. (1990) 87 (22), 8702-8706, m 

G-CSFR, CeLL (1990) 61 (2), 341-350) N t K • xf 

> (TPO) (Proc Nat L Acad Sci USA. (1992) 89 (12), 5640-5644 

% EMBO J. (1993) 12(7), 2645-53) N t 74 <J y%m* (Na 

ture (1985) 313 (6005), 756-761) N t hXte7F Lt-3 'J 

(Proc. NatL. Acad. Sci. USA. (1994) 91 (2), 459-463) N L KX&V7 

(PDGF) (Proc. NatL. Acad. Sci. USA. (1988 

) 85 (10) 3435-3439) N t (IFN) -as (3% 

(CeLL (1990) 60 (2), 225-234. ^.t/CeLL (1994) 77 (3), 391-400) N 

L UK (GH) ^#1* 

, t y$-u4*y (IL) -i0g#tk t 

(IGF) -i^m^ (LIF) g 
nw, (CNTF) 
tl'So 

[0105] 

mstiZo x, mmifmitLtcmzmm^m^^y^cn^±izmn^m 
mmvmtLT&s 

±§E©g#<*£ LTGPI7>^-M^#^7 7$ 'J-KS-ratfffFilffl 

%WlsbttZ>7&'?fr(D'BlZlS^Tm%LT^Z>WC3 (Int J Cancer. (2003) 

103 (4), 455-65) N tt ZEpCm (Proc Nat L 

Acad Sci USA. (1989) 86 (1), 27-31) N CA19-9, CA15-3, *> 'J 7JUSSEA 
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-1 (SLX) is0 

[0106] MHC#LJI&N itCMHC class IJjtJli £MHC class IIJaJIKSHl;*tl, MHC cla 

ss HLA-A, -B% -CN -EN -FN -GN -H^# S tlN MHC class I litres 

IZi^ HLA-DR, -DQN -DP^#3;tl£o 

[0107] fi{btfLWslZl3.s CDK CD2% CD4N CD5N CD6N CD7N CD8N CD10N CD11 a. CD11 b 

N CD11cs CD13, CD14% CD15SN CD16N CD18N CD19N CD20N CD21N CD23N CD25 

N CD28, CD29, CD30, CD32% CD33, CD34% CD35, CD38, CD40% CD41a, CD41 b 

N CD42a% CD42b% CD43, CD44% CD45, CD45R0, CD48, CD49a, CD49b, CD49c, 

CD49d% CD49e% CD49fN CD51, CD54% CD55, CD56, CD57% CD58, CD61, CD62E 

N CD62L% CD62PN CD64N CD69N CD71N CD73N CD95N CD102N CD106, CD122, CD 

126, CDw130^#Stlt#-g)o 

[0108] yiZtelgh, IgM, IgD, IgG, IgE^#^tl^0 

&'>&< ttj^^7"U7"'J >(D^Ttlfr(Dj$ft%:-afco 
^(DWKDtfiWst ; 17-IA, 4-1BB, 4Dc, 6->r h-PGF 

1 as 8-4 V~PGF2a% 8-^^rV-dG, A1 7f J Uy§i^Ws A33, ACE% ACE-2, 

TO TO 3-\f.yK 7 7 3-^yh^ TO ̂ tf>B% TO 

^tf>RIA% T^^tfVRIA ALK-2, 7 0 ̂  tf>RIB ALK-4, 7 ̂7 tf >RIIA% 

TO^-^yRUB, ADAM, ADAM10, ADAM12, ADAM15, ADAM17/TACE, ADAM8, ADA 

M9% ADAMTS, ADAMTS4, ADAMTS5, 7KL^>X aFGF% ALCAM, ALK% ALK-1, AL 

K-7N 7)17 7-\-yy^ K 'J y°i/y, 7)17 7 -y/^<—^-]yy^3—7 K 

N ANG, Ang% APAF-1, APE% APJ% APP% APRIL, AR% ARC, ART, 7Jbr$X 

J/Eld, ASPARTIC, K 'J 0 av/b3^ V 'J ys AxL b2M 

N B7-K B7-2% B7-HN B- 'J (BlyS) N BACE% BACE-1, Bad, BA 

FF% BAFF-RN Bag-K BAK% Bax% BCA-1, BCAM% BcL BCMA% BDNF% b-ECGF% bF 

GF% BIDN Biks BIM% BLCN BL-CAMN BLKN BMPN BMP-2 BMP-2aN BMP-3 

Jtf-y (Osteogenin) N BMP-4 BMP-2bN BMP-5, BMP-6 Vgr-1. BMP-7 (OP-1 

) N BMP-8 (BMP-8aN OP-2) N BMPR% BMPR-IA (ALK-3) N BMPR-IB (ALK-6) N 

BRK-2% RPK-K BMPR-II (BRK-3) N BMP, b-NGF% BOK% i^y^y, 
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BPDE, BPDE-DNA, BTC, (C3) , C3a, C4, C5, C5a, C 

10, CA125, CAD-8, JjJUis h-X cAMP, SLJI (CEA) , 

, ti^zfisyk, 2J7^7°:>>B, 2J7^7°:>>C/DPPI, IIT^V 

E, ti=rZfi/y\\^ ^x7°:>>L, ̂ 7^7°i>>0N ^7^7°i>>SN ^7^7°i>>VN 

£^7%>>X/Z/P, CBL, CCI, CCK2, CCL, CCL1, CCL11, CCL12. CCL13, CCL1 

4, CCL15, CCL16, CCL17, CCL18, CCL19, CCL2, CCL20, CCL21, CCL22, CCL2 

3, CCL24, CCL25, CCL26, CCL27, CCL28, CCL3, CCL4, CCL5, CCL6, CCL7, C 

CL8, CCL9/10, CCR, CCR1, CCR10, CCR10, CCR2, CCR3, CCR4, CCR5, CCR6, 

CCR7, CCR8, CCR9, CD1, CD2, CD3, CD3E, CD4, CD5, CD6, CD7, CD8, CD10 

, CD11 a, CD11 b, CD11 c, CD13, CD14, CD15, CD16, CD18, CD19, CD20, CD21 

, CD22, CD23, CD25, CD27L, CD28, CD29, CD30, CD30L, CD32, CD33 (p67^ 

yj^O If) s CD34, CD38, CD40, CD40L, CD44, CD45, CD46, CD49a, CD52, C 

D54, CD55, CD56, CD61, CD64, CD66e, CD74, CD80 (B7-1) , CD89, CD95, C 

D123, CD137. CD138, CD140a, CD146, CD147, CD148, CD152, CD164, CEACAM 

5, CFTR, cGMP, CINC, CKb8-1, CLC 

, CMV, CMV UL, CNTF, CNTN-1, COX, C-Ret, CRG-2, CT-1, CTACK, CTGF, CT 

LA-4, CX3CL1, CX3CR1, CXCL, CXCL1, CXCL2, CXCL3, CXCL4, CXCL5, CXCL6 

, CXCL7, CXCL8, CXCL9, CXCL10, CXCL11, CXCL12, CXCL13, CXCL14, CXCL15 

, CXCL16, CXCR, CXCR1, CXCR2, CXCR3, CXCR4, CXCR5, CXCR6, +M V*T=7 

yMMM^KWss DAN, DCC, DcR3, DC-SIGN, (Decay acceLe 

rating factor) , des (1-3) -IGF-I (fl^IGF-1) , Dhh, DNAM-1 

, Dnase, Dpp, DPPIV/CD26, Dtk, ECAD, EDA, EDA-A1, EDA-A2, EDAR, EGF, 

EGFR (ErbB-1) , EMA, EMMPRIN, ENA, i>^77'Jt 

--tz, eNOS, Eot, 1, EpCAM, 17 >J >B2/EphB4, EPO, ERCC, E 

ET-1, 77^^-IIa, 77^ —VII, 77^-VIIIc, 7 

7?*-IXN (FAP) , Fas, FcR1, FEN-1, 7i 

•J^y, FGF, FGF-19, FGF-2, FGF3, FGF-8, FGFR, FGFR-3, 7^*'JX FL 

, FLIP, Flt-3, FLt-4, 7^^U^>, FZD1, FZD2 
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N FZD3, FZD4% FZD5N FZD6N FZD7N FZD8N FZD9N FZD10N G250N Gas6N GCP-2 

N GCSF% GD2N GD3N GDFN GDF-1. GDF-3 (Vgr-2) N GDF-5 (BMP-14, CDMP-1) 

N GDF-6 (BMP—13. CDMP-2) N GDF-7 (BMP-12, CDMP-3) N GDF-8 

y) s GDF-9, GDF-15 (MIC-1) N GDNF% GDNF% GFAP% GFRa-1, GFR-:PJU7 7 1 

% GFR-77;U7 72, GFR-:PJU7 73, GITR, GLut4% 

Ilb/IIIa (GPIIb/IIIa) N GM-CSF, gp130, gp72% GRO, 

(NP-cap£fc&NIP-cap) N HB-EGF, HCC, HCMV gBx>^p-7° 

HCMV gHx>^p-7°H^ HCMV UL% ilMlBf 

(HGF) N Hep B gp120% — i£s Her2% Her2/neu (ErbB-2) N Her3 (E 

rbB-3) N Her4 (ErbB-4) N 0 -f JUX (HSV) gBiBt* 

HSV HGFAN (HMW-MAA) N HIV gp12 

0N HIV IIIB gp 120 V3jU-7\ HLA% HLA-DR, HM1.24, HMFG PEM% HRG, Hrk 

s L K+M h^tfp^jux (HCMV) N t 

> (HGH) N HVEM% 1-309, IAP% ICAM% ICAM-U ICAM-3, ICE. ICOS, IFNg. I 

9s IgAg#fr, IgE. IGF. y/<?Ms IGF-1R, IGFBP. IGF—I. IGF-

II. IU IL-U IL-1R. IL-2. IL-2R. IL-4. IL-4R, IL-5% IL-5R, IL-6% IL-

6R% IL-8. IL-9. IL-10. IL-12, IL-13. IL-15. IL-18. IL-18R, IL-23, -f 

>^-7iP> (INF) -7^77, INF-'*-*, INF-tf>V, i 

NOS, -ryx'jyAm, -<yx'jyBm, -f 
yy)\s772, 4 y^W yy)\s7 73, -f y^#1) >7;U7 74s jy^yj 

yyju774/^-^1, -f y^W yyjuy 7 4/^<—$7s -f y=rW yyjv 

7 75 CPJU7 7V) N -f y=rW >7;U7 7 5/^ —-f y=rW >7;U7 

75/^-^3, -f y^W yy)\s7 76, -f 

^-*2, 0^-7iP>i,>71 IP-10. I-TAC, JEN *J "J * 1^>T >2N £ 

'J?W>5. ±1 'J ^7 U -r ^6. *j'J * H'>1U *J'J * H'>12, 

-f >14. *j "J * H'>15, *j'J * H'>L1N *j'J * H'>L2N tllJ<7\y(yL 

3, 'J ^7 U-r ^L4. KC% KDRN (KGF) N ^$">5 

N LAMP, LAP, LAP (TGF-1) N }fSftTGF-1N }f^ftTGF-1 bpL LBPN LDGF% L 
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ECT2, 1,77^ JUX-)\sJ X-m&tfiWs, LFA-U LFA-3, Lfo, 

LIFN LIGHT, Lix% LKNN Lptn% L-tzb^X LT-a, LT-b 

% LTB4, LTBP-K X 'J K **/ ^#1* 

N Mac-K MAdCAM, MAG, MAP2% MARC, MCAM% MCAM% MCK-2, MCP, M-CSF, MDC 

N Mei\ METALLOPROTEASES, MGDF^#fr% MGMT% MHC (HLA-DR) N MIF% MIG, M 

IPN MIP-1 -7^7 7, MK% MMACK MMPN MMP-1. MMP-10. MMP-11N MMP-12, MM 

P-13% MMP-14N MMP-1 5N MMP-2N MMP-24N MMP-3, MMP-7N MMP-8, MMP-9, MPIF 

N Mpo, MSKN MSP, Ix^y (Muc1) N MUC18, $ ZL Mug, MuSK 

N NAIP% NAPN NCADN N-C^K^'JX NCA 90N NCAMN NCAMN ^7°'J^:>> 

s -ZL-P KP7-T >-3N -4N (N 

GF) N NGFR% NGF-^-*N nNOS, NO, NOS, Npn% NRG-3, NT% NTN% 0B% 0GG1 

N OPG, OPNN OSMN OX40LN OX40RN p150. p95, PADPi\ ilJEpPA 

RCN PARPN PBRN PBSFN PCADN P-^K^'JX PCNAN PDGFN PDGFN PDK-K PEC 

AMN PEMN PF4N PGEN PGFN PGI2. PGJ2% PIN. PLA2% <J ft* 7 7 

*--tz (PLAP) N PLGF. PLPN PP14. 7°P^>X'J>s 7°Pb^^>X 7°P 

C, PS, PSA, PSCA, (PSMA) N PTENN PTHrp, Ptk 

N PTN% R5U RANK, RANKLN RANTES, RANTES, L^^iyykMs l/y^isyBM 

\ ly-y, (RSV) F% RSV Fgp, Ret, KH^ 

N RLIP76. RPA2% RSKN S100. SCF/KL, SDF-1, SERINE, X sFR 

P-3% Shh. SIGIRR. SK-1. SLAM, SLPI. SMAC, SMDF% SMOH% SOD% SPARC, Sta 

U STEAP, STEAP-II, TACE% TACI, TAG-72 (JMP^M* yj^O ff-72) s T 

ARC, TCA-3, , TdT, T 

ECK% TEMK TEM5N TEM7N TEM8N TERTN )\/tl 'J fcX 7 7 * — "tz. 

TfR% TGF% TGF-yjl/7 7s TGF-'* —TGF-'* —* Pan Specif ic. TGF-'* — 

*RI (ALK-5) N TGF-^-*RII% TGF-^-*RIIbN TGF-^-*RIII% TGF-'* 

-*1N TGF-^-*2N TGF-^-*3N TGF-^-*4N TGF-^-*5N hP>tf> 

s WCk-K Tie, TIMPN TIO. TMEFF2N Tmp 

os TMPRSS2, TNF% TNF-7;U7 7^ TNF-7;U7 y<-t>s TNF-^-*2% TNFC 
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N TNF-RI, TNF-RII, TNFRSF10A (TRAIL R1 Apo-2% DR4) N TNFRSF10B (TRAIL 

R2 DR5% KILLER, TRICK-2A, TRICK-B) N TNFRSF10C (TRAIL R3 DcRK LIT. 

TRID) N TNFRSF10D (TRAIL R4 DcR2% TRUNDD) N TNFRSF11A (RANK ODF Rs TR 

ANCE R) N TNFRSF11B (OPG OCIF. TR1) N TNFRSF12 (TWEAK R FN14) N TNFRS 

F13B (TACI) N TNFRSF13C (BAFF R) N TNFRSF14 (HVEM ATAR% HveA% LIGHT R 

N TR2) N TNFRSF16 (NGFR p75NTR) N TNFRSF17 (BCMA) N TNFRSF18 (GITR AI 

TR) N TNFRSF19 (TROY TAJ% TRADE) N TNFRSF19L (RELT) N TNFRSF1A (TNF R 

I CD120a% p55-60) N TNFRSF1B (TNF RII CD120b. p75-80) N TNFRSF26 (TNF 

RH3) N TNFRSF3 (LTbR TNF RIII. TNFC R) N TNFRSF4 (0X40 ACT35, TXGP1 R 

) N TNFRSF5 (CD40 p50) N TNFRSF6 (Fas Apo-1, APT1. CD95) N TNFRSF6B ( 

DcR3 M68% TR6) N TNFRSF7 (CD27) N TNFRSF8 (CD30) N TNFRSF9 (4-1BB CD1 

37% ILA) N TNFRSF21 (DR6) N TNFRSF22 (DcTRAIL R2 TNFRH2) N TNFRST23 ( 

DcTRAIL R1 TNFRH1) N TNFRSF25 (DR3 Apo-3, LARD, TR-3, TRAMP, WSL-1) 

N TNFSF10 (TRAIL Apo-2'J;tf>K\ TL2) N TNFSF11 (TRANCE/RANK'J 13 y K 0 

DFN OPG'JtfVK) N TNFSF12 (TWEAK Apo-3'J;tf>K\ DR3'Jtf>K) N TNFSF 

13 (APRIL TALL2) N TNFSF13B (BAFF BLYS, TALL1, THANK, TNFSF20) N TNFS 

F14 (LIGHT HVEM 'J 13 y K\ LTg) N TNFSF15 (TL1A/VEGI) N TNFSF18 (GITR 'J 

13 y K AITR'J 13 y K. TL6) N TNFSF1A (TNF-a (Conectin) N DI 

F% TNFSF2) N TNFSF1B (TNF-b LTa, TNFSF1) N TNFSF3 (LTb TNFC, p33) N T 

NFSF4 (0X40 'J 13 y K gp34% TXGP1) N TNFSF5 (CD40'J;tf>K CD154, gp39, 

HIGMK IMD3, TRAP) N TNFSF6 (Fas'J 13> K Apo-1 'J 13y K\ APT1 'J 13y K 

) N TNFSF7 (CD27 'J 13> K CD70) N TNFSF8 (CD30'J;tf>K CD153) N TNFSF9 

(4-1 BB 'J 13y K CD137 'J 13y K) N TP-1. t-PA% Tpo, TRAIL, TRAIL Rs TRA 

IL-RK TRAIL-R2, TRANCE, TRF% Trk, TROP-2, TS 

G, TSLP, H^l^^Jt^CA125, 4 XYP^j^KMk TWEA 

K% TXB2N UngN uPAR% uPAR-1% ^P^r^---tz\ VCAM% VCAM-1, VECAD, VE-Cad 

her inN VE-cadherin-2% VEFGR-1 (fLt-1) N VEGF% VEGFR, VEGFR-3 (fLt-4) 

% VEGI, VIM, JlsMKBs VLA, VLA-K VLA-4, VNR^>^*'J>N 
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• l/7 7> h*S?, WIF-U WNTK WNT2% WNT2B/13, WNT3, WNT3A, WNT4 

N WNT5A% WNT5BN WNT6N WNT7AN WNT7BN WNT8AN WNT8BN WNT9AN WNT9AN WNT9B 

N WNT10A, WNT10B, WNT11N WNT16, XCL1% XCL2% XCR1, XCR1, XEDAR, XIAP% 

XPD% HMGBK IgA% A/3, CD81, CD97, CD98, DDR1, DKK1, EREG, Hsp90, IL-1 

7/IL-17R, IL—20/1L—20R. It-fbLDL, PCSK9, prekaLLikrein , RON, TMEM16F 

N S0D1, Chromogranin A, Chromogranin B% tau, VAP1% — 7 — *fy 

N IL-3K IL-31R, Navl.K Nav1.2% Nav1.3, Nav1.4% Nav1.5, Nav1.6, Nav1 

. ls Nav1. 8S Nav1.9% EPCR, CI, C1q, CI r, C1s, C2, C2a, C2b, C3, C3a, C 

3b, C4, C4a, C4b, C5, C5a, C5b, C6, C7, C8, C9, factor B, factor D, f 

actor H, properdin^ scLerostin% fibrinogen, fibrin, prothrombin, thro 

mbin, factor V, factor Va, factor VII, factor Vila, factor 

VIII, factor Villa, factor IX, factor IXa, factor X, factor Xa, facto 

r XI, factor XIa, factor XII, factor Xlla, factor XIII, factor XHIa, 

TFPI, ant i thrombin III, EPCR, h • n. 'J TAPI, tPA, pLasmin 

ogen, pLasmin, PAI-1, PAI-2% GPC3% Syndecan-1N Syndecan-2% Syndecan-3 

% Syndecan-4% LPA% S1P& 

tit# •So 

[0109] 

s 1 £tzte&&<D7 $ yitaS©fi£^I^3tl£o qr^IiicDT7^ 71113 

tlftl\ M7L&, CDRfcd;t//S/ctiFRtC#S-r^7$ 

ztifx^zo mzm^nt^if, 
mzmmtimux50%^ 

L < te8Q%U±, L < tt100XJU±©^S1f £# 

Z t tm X, 7 $ y I mM IZ £ y LTl^T t ct < s 

iPs -Dxfaz>ztifx^z>0 
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[0110] $JMbtc<£ £ t°p*;u 

* $ < ^ti/cMfr"efe£0 LfctfoTs *fgBE 

[0111] ^•%^<X)^KW(D o T ct < s ^ y 

K J/Efrs 0 V- "V 7 0 , & &• 0\ Z tl b GO# t K Jjtfr 

^ bn Mb L /c t: K&<£0\ t 

RT^I^"^ <£l\ rtMbJ/L^J (reshaped) 

WM, (CDR;compLementar i ty determining region) L hltrEifcCDCDR'^f^ii L 

tz$j(D7:foZ>o CDR^|W|^-r^/cto®^;iti^^[]-efe^ (Kabat et aL., Sequ 

ence of Proteins of ImmunoLogicaL Interest (1987), NationaL Institute 

of HeaLth, Bethesda, Md.; Chothia et aL., Nature (1989) 342: 877) 0 

ntcs (^M#I™I&P?I#^E 
P 125023^$^ WO 96/02576 ^Mmm) 0 ttz, £©ft<*© RT^ 

J: IN (WO2009/125825) 0 

[0112] $KW(Dm&fei%v%mzteKmt 

[0113] LTti, MgGftft©tt$|^$I$ 

$?£ L< KIgG1^ t KIgG4^0fiH^^I 

[0114] ttcs 
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< tb2-D(Dm&z 
7fs 'J s< 7°? K 7 'J ^ 7°? K % IN 9 O ffe© * >'< 7 Us 

[0115] *%BR<DFcm&*>'«7nft?<Dft£L^m£LT, nfttc^-ranz 
-ft-tysomzFc&mzm&Ltctysontfmfbti. TNFR-

IL1R-FcS^*>A*. VEGFR-Fcffl^*>A*. CTLA4-Fcffl4 

(Nat Med. 2003 Jan;9(1):47-52, BioDrugs. 2006;20(3): 151-

60.) KtCffli£3-&£*>A*ffti 

<^ flUtfscFv#? (W02 

005/037989) N l£ K* >T (WO2004/058821, WO2003/002609) N 

(Current Opinion in Biotechnology 2006, 17:653—658. Current 

Opinion in Biotechnology 2007, 18:1—10. Current Opinion in Structural 

Biology 1997, 7:463-469. Protein Science 2006, 15:14-27) , #!Jx.tiN D 

ARPins (WO2002/020565) N Affibody (W01995/001937) N Avimer (WO2004/04 

4011, WO2005/040229) N Adnectin (WO2002/032925) l£0 ttz 

, J/E^fc^t/FcS^* fo%> tf K 

— 7°tCi|n"n t~ ̂ ^WM^^KWXh -O X t cfc INO 
[0116] £tc&$£n%(Diafrtcti, jSftOitlfittS*i£>0 L 

Tti, mt£\ *°'jx^b>*'j =I-JU (PEG) 

BJ^Jtfr tClb^ft&Mfr £ £ tC J; o d t tfX $ £<> 

~}55k t£ Z. (D tC £ IN T t X tC56 iZ 3 tl X IN Z> o 

[0117] tS b tC. ^^B^CDj/C'tfcti (bispecific antibody) Xfo-oX 

=fcJ;iN0 S4^xt0K-7°^IIii-r^pr^Iii^|W|-

©Stttft tC9 ^tf K - 7°tiS&£^ tc#£ 

LTlNTt <UN U H—©^^^tC^SLTlNTt J:INO 

[0118] *fgB£ (D *° 'J ^ 7°^ K ti ̂ tC &fc] ©££ tC J; y & Z t tfX $ £ 
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fc®-eti&^0 

[0119] tfcft©fi$i£=l-K-r^DNA-efeoT, 

g^g^CQtiljCQ;7^ y IttCit^ft/cjitl^zl — Kf-SDNA, 

$l£=l- K-T^DNA^^Ii^-tt^o Fc$Ii^©1X&*t$i©:P$ y|£glS^i 

^©^©^ySttca^ftfcfiit^zi-K"T£DNAtiN 

$t£=l— Kt£DNA0Fc$Ii«:fr;&l3tf#U 711^=1 

- K"tS=l KVtf gft<Ztfk©:P£ ^ 11^=1- Kfi)cfc-5s 

5 C <>: tc <£ -? Tf#£ C £ iti&So 

[0120] &tcs hbfry:sb, ^mmmm(D¥c%m<p(Dixmm(D7$yitas^g 
ftjCDffe©?7^ y@£tC«^3ft/c* >A*f|£=l- Kt~•2>DNA^:lxIt L> §£DNA 

£ 4b# fa tC £•/& 1" £ d £ £ J: o T\ Fc^ig 4^ <D1X ti*t t£ (D 7 $ y ItSiSg 

fa 7 $ y St tc MM 3 ft fc fill £ =1 - K t h DNA £ f# § £ £ fc Pi mT tb § 
o M&©ffi&£LTl;iu #tcpI££ft3fc©-£&&aN 

o SfcitMtc|^£>ft1\ Wm, fain, #A©^1*ftA\ 

fotj-tf&oTfc £i\ 

[0121] S/c, Fc^^tCfclNT1Xti^0 7'$ y stasisysttc 

W^kiStltcmm^- Kt~•SDNAti, ^DNAtC^ttTM^-r^C^^T'5-^ 

o ^DNA0fl<^toi±<b LTt^ 0!Ja.t£ K"f 3 DNA 

$p|£=l- KT&DNA, £>£>V,NteFab$IJ$£=l — K1~£DNA£:Fc3I$£ =1 - Kf" 

£DNA&£tfPtf£>ft£^ Cft££l<^totttC|^3ft£fcCDT?ti&l\ S 

tl£=l- Kt-SDNAfc^/c, |^tC®#DNAtC#ttT$iii£-f£ CI £#-?$£«, 

[0122] ±|BDNA£fgIj^t!:£;£>££ JUT(D^fcttmibtlh0 tt 

llRT^Iii^=l- K1"£DNA£N Kt^DNA^fctC^il 

m§tc, 
=1- K1"£DNA£% Kt^DNAhhfctC^Ji^**-tcm 

* * * - tcfl^&fr £ <h fc HKS£o 
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[0123] 

x>/\>nt-N 7°p;E-*-®»P®fc <£ 9fgii 

J&ICN y ?s±«£Mff$EML 

[0124] LTW^ M13^**-N pUC^**-N pBR322% pBLuesc 

riptN pCR-Scr ipt& £>tl£0 S/CN cDNACD-t 7"* • — — > 0\ W lJ 

ft L£@fa£: L/c*I£\ ±§E^**-©tf!jtC, pGEM-T, pDIRECT, pT 

7 ̂  if £ m IN £ C £ if T $ £ o 

[0125] v %%_mt $ -%&mt z>mt>iz 
^ mz, %i%s<05>—t?mmxfoZ>o LT&, m 
±£JM109, DH5a, HB101, XL1-Blueft£;0;yiS£ L/ciI£iCfclNT^ ± 

WmX®)^ &< %l%x ̂  Z> & 7 t£zfn =£-$-, lacZ7°P^-*-

(Ward£, Nature (1989) 341, 544-546 ; FASEB J. (1992) 6, 2422-2427, 

#B?JC<£ y ^®^7^0J3lffl#tCfI<^3;tl-g>) % araB7°P ^E —* — (Bette 

r <^, Science (1988) 240, 1041-1043, #B?JC J: y ^®£lW*0.Elffl»tC£I 

o Z. CDct 9 ft'** * — £: LTtis -hlE^* * — CD'ftlltCpGEX-5X—1 (Pharmacia 

ttM) N TQIAexpress systemj (QIAGEN}±§!0 % pEGFP% ^/ctipET (ZC0i§ 

£\ ?0 ± &T7 RNA*° 'J p< ^ - -tz % mm L T IN £ BL21 $? S L IN ) ft if P If ̂  

tl'So 

[0126] ttcs FfiBOtclsb (D <3% HT 

INTfc<£INO K^©fca&©$/^;i/SB^Ji: LT&, AJlScD^ 
U 7°^XAtCj^££peLB^*^"JH3^!J (Lei, S. P. et aL J. Bac 

teriol. (1987) 169, 4397, #BSJCJ; y ^®£lW*0Mffl»tC£I<^3;*i£ 

) <UN0 

>/is 'J A;i% DEAE-Dextran;i^ffilNXtT9 CI 

[0127] *fP£<DtfF%$tmT&fcSb 
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£ LTte, (0113. l£, pcDNA3 (Invit 

rogenttM) -"p, pEGF-BOS (Nucleic Acids. Res. 1990, 18(17), p5322, 

pEF, pCDM8) , 

$ — (^UA.ti TBac-to-BAC baculovairus expression systemj (GI 

BCO BRLttM) , pBacPAK8) , * - (0!Ja.tfpMH1, pMH2) 

s Suffi'J -f * — (#ijx.y?, pHSV, pMV, pAdexLcw) , UK 

(0!la.l£, pZIPneo) % * 

— (^y^.ti\ TPichia Expression KitJ (InvitrogenttM) , pNV11, SP-Q0 

D , * - (m&\ PPL608, PKTH50) tfmibtis0 

[0128] CH0«, C0S«, NIH3T3«^0S]^«-e0^ii^@fa«>: 

teU ^lJxtfSV407°P;E-* 

- (Mulligan^, Nature (1979) 111, 108, #B?JC J: U 

tClI^^Stl-g)) N MMTV-LTR7° P ̂ E — * —, EF1 a T/P^E-*- (Mizushima 

£, Nucleic Acids Res. (1990) 18, 5322, #B§jc J; y 

tClI^^Stl-g)) N CAG7°• — * — (Gene. (1991) 108, 193, J 

, CMV7°P;E-*-^i;,;&^^TlN-g)C 

^Wqr^-efey, £££0 ( 
G4i8^if) tcj;y 

tU£3 Ll\ P 

MAM, pDR2, pBK-RSV, pBK-CMV, pOPRSV, pOP13&iftfPtf£>*l£0 

[0129] £<^C, fr-Ds »T0HE?0^t:-t 

"T^DHFRjlfe^^W-r^^**- (m&\ pCHOI&if) ^iAU ^ h hi/ 

^r-tz-K (MTX) tztzs 

SV40 

OSM£ffllNTSV400*f§^££&-3^**- (pcDft^) 

;£^W£>ti£0 :P^V 

-r;ux (BPV) 
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S5. 

LT, T$S?'jm/ K h^>Z7 (APH) MfcTs 51 

§*sy*i—i£ (TK) MfcT, 

7>X7x7—tz' (Ecogpt) V\L (dhfr) 

[0130] tmomms n$itLfc«^iSiLm 

tz»0«ft Xti 1&W& & lJ #£l t" & ^ ^ <fc o T IT 9 £ h Hh ̂  £ o ^ 

<*©#£k mmz.te* flfcS#®* ^;Jiii, 1q, FcR 
n s 7°IU5MVAN ynf'fVG^^A, T7 7 < —=r -f - * • V h V=7 7 -< -

s ^^^•7^77'f- tfJls)liM? a v s *^7 -r -4s^0^";i 

^3§:iE!!<^'nfo"t±'TfT9 C §o 

[0131] 3=/c*fgB.m^ KtCfclMT, I^Fc^Iii 

ej®*lC>&< tt—D(DT$ Jmrt£%l)nZ-ZZt%<atJ\ mFcSMMZa 

K^hbixLT, rcyRimzttt%^mm*m&Ltcfcmmz 
>JU? wmmjjfezmmT&o 

(a) Fc^^t^'J^0?1 I^FcHiJ^Oft < t^~-D(D7 

$ jm®@t*:nz-z>TMs 
(b) fulEIfi (a) K0, FcrRUbtcMf SJSp'n 

(c) K«>:J:b$$LT, FcrRHbictt-ra^^Ste 

tf U ^7°^ KfcjURt" £I*io 

[0132] ft£ L^mWit LT^ K0®^i^£-e& 

T, 

(a) K£tb$$LT, FeyRIIbtcMf 

ixt-ptc, K^=I- vt 

( b ) L%Mt £ J: 9 Kiggf Sli, 

(c) K^0iR-rsi^ £#&£&-? 
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[0133] Sfc^fgemi, KHCfciNT, mtc$m 

'J ^ 7°^ K t im L T N Fc y RHa (Rg^) t tb$$ L fc Fc y RI lb ̂  ftf £ 

LfcFcSIiifi£^£#fr*0 'J^7> 

(a) Fc^IJi^#^/lN0|J^7051 KtCfclNT^ §£Fc$IiitC'>&< o®;7 

(b) fulfill (a) K©> FcyRIIalCttf £$££• 

SttfcJ:t/FcyRUbtCtt-t£>D£f 5Ii, fc<fcXf 

(c) ^Fc^^t^'J^?1 K£J:b$$LT, Fey RIIa(RM) £: hb$$ LfcFc 

jRtSIlo 

[0134] Jfg LT&, FC^B^^^#^/1N0'J^70^ 

o T, 

(a) K£tb$$LT, Fey RIIa(RM) ttm LfcFc 

yRIIb(C^r^il^gM4^i^t-^J:9^, mttf'Js<7°T K£=l- Kt 

( b ) L^f £<£9 t:iSStSXi, 
(c) 

S)So 

[0135] Kicfc^T, mtc$m 

K^Jt&LT, FcyRIIbKtt1-£^S1£tfig&;**u 1?r>, F 
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(a) Fc^IJi^#tJN/lN0|J^7051 Kldfc^Ts §£Fc$p^C'>& < t =fc —O077 

(b) fulEIfM (a) K0, Fey RIIalCfcTr £>*££• 

SttfcJ:t/FcyRIIbtC^-T£>D£f 5Ii, fc<fct/ 

(c) K^JzblJLT, FeyRUblC^t 

fr-Ds FcyRIIa(RM)£tb$$LfcFcyRIIbtCttt£^1^IM£^ 

& 'J ^7°^ KSIjRtSIio 

[0136] Jfg L^IM§«>: LT^ FcSIiifi^*£#fr*0 'J ^7> 

-3 TN 

(a) K^JzblJLT, FeyRUblC^t 

fr-D, FcyRHa(RM)£J:b$£LfcFcyRnbKttir£^£iiM£^ii 

&t&&?iz, K^=I-

(b) ?s±*tcE!m^it£®A9 izmmt&j:^ 
(c) K^0JlX"Ti)l^ 

<fc£>o 

^^§0£UCl3 Stl'So 

[0137] KtCfclNT, §£Fc$Ii^C'>&< £ 

=fc —3(D7$ ^Fc 

U ^7> K<hhb$5i LTs I£*° U ^7°^ KtC^ft 

WJ^tl/c^U^7> K0®^>££*l#t<r&o 

(a) Fc^IJi^^tJN/lN0|J^7051 KtCfclN"C §£Fc$IiitC'>&< O® 

fcett/ 

(b) tulEIfM (a) 
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KhtblxLT, 

uzn&zt z> HMo 
[0138] m^zm% 

izim 'j <*y°^ Kz&^-t&&zonmz j; y mmtzz.ttf-zt*z0 $>%> 
IN&N Fc y RI IaK *Tt £<fe t/Fcy RUbtCftf £^r)IU^ L 

% FcrRIIatCMt'-SKDIit^FcrRIIbtC^-rSKDIit-eSyofc^ilA^JiiJDf-SCli: 

^=fco T\ ^©^^OTU^n/c^^JWr-r^Cliit.-e^So f©J:?4^ 

£1fX^ Ztctsb, E^ppi: LTtfflt?«5^e»n5o 

[0139] ±IEM^;i^fclNT^ FcyRIIbtcttt£^;£14£it^-t^ A^Fc 

y Rlla (RM) £tb$$LfcFcyRllb^tt1-£^®M££it^3-&£J;9tc-r 

±iL^mmt LT&, sigG^Fc$miz& 
LNT, EU^->/<!J >*238#@®:P$ y^©ffe©7$ ̂ EU^"> 

A'J >*233#@©:P$ yit, 234#@077$ yi|N 235#g®77$ yil, 237 

#g©:P$yits 264#@®77$ yi|N 265#@®:P$ yil, 266#@®77$y 

St 267#@07$yp^ 268#@®77$ yi|N 269#@®:P$ygt 271#@ 

<D7$JW, 272S@077$ JW.S 274S@0T$yp^ 296# @ (D 7 $ J11% 

326#@077$ 711, 327#@077$ yi|N 330# @ CD 7 $ 7 S£, 331#@®:P 

$ygt 332#@®77$ yi|s 333#§07$yil, 334#@0;P$ ygt 355 

#g®:p$yi£s 356#@CD:P$ yit, 358#@®:P$ yit, 396#@©:p$y 

S^ 409# g CD 7 < y lt^.t/419# i (D 7 < J B fr b M ft 5 '>4 <<5:^19 

07$ y®KZMfe©7$ 

f €>o EU^VA'1; >*238#§CD:P$ sm$&tffl.&'&t>-zti&1b<D7 $ sm 

&&tLTtts EU±>y<>J>?233mE<D7$SM, 237#§07$ y it 264 

mg(D7< JMs 267mB(D7< JMs 268# @ GO 7 $ J11^ 271#@07$y 

1^ 272#g®T7$ylts 296#g®7$yitN 327#g©T$y®t 330#g 

07^71^ 332#@077$ yi|N 333#@®T$ 7IIS.t/396#@©7$ y|£ 
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ftlZ, EUi->*233# @07$ yil, 237#@07$yil 

, 264#@07$yi^ 267#@07$yi^ 268#@®7$yi^ 271#@0 

296#@®7$yi^ 330#@®7$ yil^t/396#@®7$ 

ftlZ, EU^A'J >*238# @07$ J Wis 268#@07$ yi£& 

t/271#@07$ J Wit, >*233#@07$ JWi, 237#@07$ 

yit, 264#@07$yi^ 267#@07$yi^ 272#@07$yi£^ 296# 

@07$yi£^ 327#@07$yi^ 330#@07$yi^ 332#@07$yi£ 

&t/396#@0:P$ JWLfrbm£tlZ>'}>t£< tt, 1 "307$ SMtZMfrSt) 

FcyRIIbtCttt£iln^14£i^il3-&£, FcyRIIa 

tbmLtcm^wcrRimztttz^mM^m&z^zwi&frbs $?£ 
Lxmfbti&o 

[0140] fi£^£tl£7$yi£&, B^fu^hblJLTFcrRHbtc^-r^^Stt^ 
&U FcyRIIa^tblJLT, FcrRUb^t 

EU^->y< 'J >*238#@07$ JWiif 

Asp% 233# @ CD7 $ J It^Asp% 234# @ CD7 $ J It^Tyr% 237#@ CD7 $7 

It^Asp% 264# @ CD 7 $ 7 It^I Le% 265# @ CD 7 $ J It^GLiu 266# @07 

$yit^PheN LeuXtiMet% 267# @ CD7 $ J It^ALa% GLu. GLyXtiGLn% 268 

#@07$ yil^Asp, GLnX&GLu, 269#@ CD 7 $ J II^Asp, 271#@07 

$y®t^GLyN 272# @ CD 7 $ J It^Asp% PheN I Le. Met% Asn% ProXtiGLn% 

274#@07$ yil^GLn, 296#@ CD 7 $ J It^AspX&Phe, 326#@07$ 

yil^ALaXtiAsp, 327# @ 0 7 $ 7 It^GLy% 330# @ CD 7 $ 7 It^Lys% Arg 

XtiSer, 331 #@07$ J Il^Ser, 332# @ CD 7 $ J II^Lys, Arg, SerXti 

Thr% 333# @ CD 7 $ J It^Lys% Arg% SerXtiThr% 334# @ CD 7 $ J It^Arg 

N SerXtiThr% 355#@ CD7 $ J It^ALa% GLn. 356#@ CD7 $ J It^'GLu. 35 

8#@ CD7 $ J It^Met% 396# @ CD7 $ J It^ALa% Asp% GLu. PheN GLy. His 

N I Le. Lys% Leu% Met% Asn% GLn. Arg% SerN Thr% VaL% TrpXtiTyr% 409# 

@07$ yil^Arg, 419#@07$ yil^GLu-efe^C^A^fS Ll^o W&tS 
ti%7<JW.t LT&s B^fu^hb^LTFcrRllbtc^-r^^Stt^^ 
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U fr-D, FcyRIIattmLT, FeyRIIbKttft 

0AU U&fS Ll\ ftlZ. EU^VA'J >*238#@®7$ 268#@07 

$ yit&t/271#@07$ J Wits EU^VA'J >*233#@®7$ J Wis 264# 

@®7$yits 267#@07$yi^ 272#@07$yits 296#@®7$yit 

% 327# @ CD 7 $ J It% 330# @ CD 7 $ 7 It% 332# @ CD 7 $ J ItS.t/396#@ 

(D7$ yitAN^3itfti^/>4< 1 -D(D7$J 

s ELI^- ys< 'J y *238#@ CD7 $ J It^Asp% 268#@ CD7 $ J It^AspX&GLu 

, 271 #@07$ yit^GLy, 233#@®7$ yit^Asp, 237#@07$yit^ 

Asp, 264# @07$ yit^He, 267# @ CD 7 $ J It^AlaX&Gly, 272# @0 

7 $ y It^AspXtiPro% 296#@ 07 $ y It^Asp% 327#@ CD7 $ J It^GLy 

% 330#@ CD7 $ J It^Arg% 332#@ CD7 $ 7 ItA*Thi\ 396#|=| CD7 $ 7 It^ 

LeuXtiMetT'fe'i) Z lAN0 

[0141] ZtlbCDm^-b^CD^H^s & UFcyRIIbtC^-r^^Stt^^-r^) 
W&s fo&^lts ct lJ FcyRIIa (RM) & U tFcyRIIbtCtt"t 

IA\> ZCD&^m^Mt LT&fS L^7 

$ yitSM©II^^^bttt LT^ ^iJxTOT®(a)~(x)0|I^^^-&^ 

If ZtlZo 

(a) Fc$MM(DEU1-y/<>J >*238#@, 233#@N 237#@N 268#@N 271# 

@N 296#@S.t/330#@®7$ J Itfi£l£ 

(b) Fc^IJi^EU^-y/^U >*238#@, 237#@% 268#@, 271#@% 296# 

@ S.t/330# @ 0 7 $ y Itfi£l£ 

(c) Fc^IJi^EU^-y/^U >*238#@, 233#@, 237#@% 268#@, 271# 

@N 296# @N 330#@$.O\332#@CD7$ J Itfi£l£ 

(d) Fc^IJi^EU^-y/^U >*238#@, 233#@, 237#@% 264#@% 267# 

3s 268#@N 271#@&t/330#@07$yitB£^ 

(e) Fc^IJi^EU^-y/^U >*238#@, 233#@, 237#@% 267#@% 268# 

3s 271 #@N 296#@N 330#@&t/332#@07$yitB£^ 

(f) Fc^IJi^EU^-y/^U >*238#@, 237#@N 267#@% 268#@, 271# 
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|=L 296# 330#@S.t/332#@CD77$ y 

(g) Fc^©EU^->/\*'J >*238#@, 233#@N 237#@% 268#@, 271# 

|=L 296# @N 327#@S.t/330#@®77$ y 

(h) Fc^©EU^->/<'J >*238#@, 233#@, 237#@% 264#@% 267# 

3s 268#@S.t/271#@®77$ y 

(i) Fc^©EU^->/<'J >*238#@, 233#@, 237#@% 264#@% 267# 

3s 268#|=L 271 #@N 296#@^t/330#@07$yi|B^ 

(j) Fc^©EU^->/\*'J >*238#@, 233#@N 237#@% 264#@% 267# 

3s 268#|=L 271 #@N 296#@, 330#@&t/396#@07$ 7&&& 

(k) Fc^©EU^->/<'J >*238#@, 237#@% 264#@% 267#@% 268# 

@N 271#@S.t/330#@®77$ J I£fi£l£ 

(L) Fc^©EU^->/<'J >*238#@, 237#@% 264#@% 267#@% 268# 

3s 271 #@N 296#@S.t/330#@®77$ J I£fi£l£ 

(m) Fc^©EU^->/<'J >*238#@, 264#@% 267#@% 268#@&t/271 

#@®7$; IIB^ 
(n) Fc^IJi^EU^-y/^U >*238#@, 264#@% 267#@% 268#@, 271# 

@ S.t/296# 3 (D 7 $ 7I£fi£^ 

(o) Fc^IJi^EU^-y/^U >*238#@, 237#@% 267#@% 268#@, 271# 

@N 296#@S.t/330#@®77$ J I£fi£l£ 

(p) Fc^IJi^EU^-y/^U >*238#@, 233#@N 237#@% 264#@% 267# 

3s 268#@N 271 #@N 330#@^t/396#@07$yi|B^ 

(q) Fc^IJi^EU^-y/^U >*238#@, 233#@, 237#@% 264#@% 267# 

3s 268#@N 271 #@N 296#@N 327#@, 330#@&t/396#@07$ JII 

(r) Fc^IJi^EU^-y/^U >*238#@, 233#@, 237#@% 264#@% 267i 

3s 268#@N 271 #@N 272#@&t/296#@07$yitfi£^ 

(s) Fc^IJi^EU^-y/^U >*238#@, 237#@% 264#@% 267#@% 268i 

3s 271 #@N 272#3S.t/330#3(D7 J i mM 
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(t) Fc^©EU^->/<'J >^238#g, 237# 264#i, 267#@, 268# 

0, 271#@, 272#@, 296#@^t/330#@07$y@M^ 

(u) Fc^©EU^->/\*'; >*238#@, 233#@N 264#i% 267#@% 268# 

0 S.t/271 #@©7$y 

(v) FcH^CDEU-fyA'J >*238#@, 237#@% 267#@% 268#@, 271# 

f=L 296#g&tJc330#@0;7$ y 

(w) Fc^(DEU-j->/<U >*238#@, 264#@, 267#@, 268#@, 271# 

@N 272#@S.t/296#|®7$; 

(x) Fc^IM©EU^->/<'; >*238#@s 233#g, 264#gN 267#@, 268# 

271#@S.t/296#@®7$ JW&g. 

[0142] MtC, yp|B^ 

<fc yjfS LlN|I^^bi±^ LTW £>ti£0 

(a) Fc^IJi©EU^->/<'J >*238#@07$ yit^Asp, 233#g07$yS£ 

^Asp, 237# @ 07$ 7 ®t^Asp% 268#@CD7'$ y St^Asp% 271#|=i0 77$ 

ySt^GLy, 296#@0 7$ yit^Asp^t/SSOSgCDr^ ySI^Arg-efe-ST'^ 
y niB^y 
(b) Fc^IJi©EU^->/<iJ >*238#@07$ yft^Asp, 237#@07$yi£ 

^Asp, 268#@07$ yit^AspX&Glu, 271#@0:P$ y II^GLy, 296#@ 

CD 7 $ y It^AspS.t/330# @ 0 7 $ y B.ifkrgH'h 3 7 $ J 

(c) Fc^CDEU^yA'J >*238#g07$ yit^Asp, 233#g07$y|£ 

#Asp% 237#g07$ yit^Asp, 268#§07$ J II^Asp, 271 #@©7$ 

y@t^'GlyN 296#g07$ yit^Asp, 330#g 0 7 $ J lt^Arg&t/332#@ 

0 7 $ y st^Th r -e & & 7 $ y stiB^y 

(d) Fc^I±i0EU-j->/<U >*238#g07$ yit^'Asp, 233#@07$yi£ 

^Asp, 237#g07$ yit^Asp, 264#g07$ J H^ILe, 267#@07$ 

y@t^GlyX^Ala, 268#§07$ J St^GLu, 271#@07$ J St^GLy^.t/3 

30# @ 0 J7 $ y It^Arg-e^) § 7 $ y SIIB^O 

(e) FclIi^EU^-yAiJ >*238#@07$ yit^Asp, 233#@07$yi£ 
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iMsp% 237Hg 0 7 $ J lt#'Asp% 267#@ 0 7 $ J If ̂Ala% 268#|=|07$ 

yil^GLu, 271#@07$ yil^GLy, 296#@07$ y If^Asp, 330#@0 

7 $ J II^ArgS.t/332#@ 0 7 $ y If 7^Thr"Cr'&'i> 7 $ 7 IflB^] 

(f) FCTI^CDEU^" >/< 'J > *238# @ 0 7 $ J II^Asp, 237#g07$ y If 

7^AspN 267# g 0 7 $ 7 If 7^ALaN 268# @ 0 7 $ J If 7^GLuN 271 #@07$ 

yif^GLyN 296#@07$ J IfA*Asp% 330#@Arg^.t/332#@ 0 7 $ J If 7^T 

hr-efe£7$ yifiB^y 

(g) FCPIMCDEU^-^/'V 'J > *238# ID 0 7 $ 7lf AMsp, 233# § 0 7 $ y If 

ifhsps 237# g CD 7$ J If#'Asp% 268# @ CD 7 $ y If 7^AspN 271 #@07$ 

7 If^GLyN 296# @ 0 7 $ y If ̂ Asp, 327# @ 0 7 $ y If ifG Ly&t/330# @ 

0 7 $ J If ̂ Arg-e& £ 7 $ 7 IfSB^U 

(h) Fc^IJi^EU^-V/^U >*238#@®7$ ylf^Asp, 233#@07$yif 

7^AspN 237# @ 0 7 $ J If 7^AspN 264# @ 0 7 $ y If A* I Le% 267# @ CD 7$ 

yif^Ala, 268#@07$ yif^Glu&t/271#@07$ ylf^Gly-e&-g>7$ 

yifiB^y 

(i) Fc^$0EU^> A 'J >*238#@ 0 7 $ yIfAsp, 233#@07$yif 

7^AspN 237# @ 07 $ J If 7^'AspN 264# @ 07 $ J If 1fl Les 267#@07$ 

yif^Ala, 268#@07$ yif^Glu, 271#@07$ J If^Gly, 296#@0 

7 $ J If 7^Asp^t5330#@ 07 $ J If ifhry^foZ) 7 $ J IfSB^U 

(j) FcH±^0EU:J->A 'J > *238# @ 07 $ J If A^Asp, 233#@07$yif 

^Asp% 237#@07$ 7 If ifksps 264#@07$ J If/^IleN 267#@07$ 

yif^Ala, 268#@07$ yif^Glu, 271#@07$ J If^Gly, 296#@0 

7$ y If ̂ Asp, 330#@07$ y If ̂ ArgS.t/396#§07$ J If 7^'MetX&Le 

u-e&&7$ yifiB^y 

(k) Fc:pIi^0EU^- >/< 'J y *238# @ 07 $ J If 7^AspN 237#@07$yif 

7^AspN 264# @ 07 $ y If if I Le% 267# @ 07 $ J If 7^ALaN 268#@07$ 

y IfTb^GLu. 271#@ 07 $ y If 7^GLy$.t/330#@ 07$ y If ̂ Arg^'feS 7$ 

yifSB^y 
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(L) Fc^IJicDEU^-y/^J yil^Asp, 237#@07$711 

ifhsps 264#@07$ yil^ILe, 267# @ 0 7 $ J It^Ala, 268#@07$ 

yit^GLu% 271 #@07$ J It^GLy% 296# @ CD 7 $ J It^Asp^.t/330#@ 

07$ yil^Arg-efe^)7$ 71113^0 

(m) Fc^IJt^EU^-y/^U >*238#@®7$ yil^Asp, 264#@07$yi£ 

if I Le% 267#@®7$ yil^ALa, 268#@07$ J II^GLuS.t/271#@®7 

$ J II^'G Ly-efe z> 7 $ J m&m 
(n) Fc^IJt^EU^-y/^U >*238#@®7$ yil^Asp, 264#@07$yi£ 

if I Le% 267#@®7$ yil^ALa, 268# @ CO 7 $ J II^GLu, 271 #@07$ 

J II^GLyS.t/296#@ CD 7 $ J It^Asp "£:'$>•?> 7 $ J 

(o) Fc^i$,(DE\i±yy<^ >*238#@07$ yil^Asp, 237#@07$yi£ 

7^AspN 267# @ CD 7 $ J It^ALaXtiGLy% 268# @ CD 7 $ J It^GLiu 271 #@ 

07$ yil^GLy, 296#@®7$ yil^Asp^t/330#@®7$ yil^Arg-efe 

•S 7 $ J 

(p) Fc^i$,(DE\i±yy<^ >*238#@07$ yil^Asp, 233#@07$yi£ 

^Asp, 237#@07$ yil^Asp, 264# @ CO 7 $ J It^I leN 267#@07$ 

yit^ALa% 268# @ CD 7 $ J It^GLiu 271 #@07$ J It^GLy% 330# @0 

7 $ J It^Arg^.t/396#@ CD 7 $ J It^MetXtiLeuT'fe'i) 7 $ J 

(q) Fc$Iii®EU:l->A,'J >*238#@07$ yil^Asp, 233#@07$yi£ 

^Asp, 237#@07$ yil^Asp, 264# @ CD 7 $ J It^I leN 267#@07$ 

yit^ALa% 268# @ CD 7 $ J It^GLiu 271 #@07$ J It^GLy% 296# @0 

7 $ J It^Asp% 327# @ CD 7 $ 7 It^GLy% 330# @ CD 7 $ J II^Arg^.t/396 

#@®7$ yii^Met-efe-g>7$ 

(r) Fc$Iii0EU:l->A,'J >*238#@07$ yil^Asp, 233#@07$yi£ 

7^AspN 237#@07$ yil^Asp, 264#@ 07 $ J It^I leN 267#@07$ 

y®t^ALaN 268#@ 07 $ J It7^GLuN 271 #@07$ J It^GLy% 272#@0 

7 $ J II^AspS.t/296# @07$; II^Asp-efe -2) 7 $ 7 

(s) Fc^IJi0EU^->/<lJ >*238#@07$ yil^Asp, 237#@07$yit 
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ifhs<Ps 264#@07$ yil^ILe, 267# @ 07 $ J It^Ala, 268#@07$ 

yit^GLu% 271 #@07$ J It^GLy% 272#@ 07 $ J It^Pro^.t/330#@ 

07$ yil^Arg-efe^)7$ 

(t) Fc^IJi0EU^->/<lJ >*238#@07$ yil^Asp, 237#@07$;i£ 

^Asp, 264#@07$ yil^ILe, 267#@ 07 $ J It^Ala, 268#@07$ 

yil^GLu, 271 #@07$ ; It^GLy% 272#@ 07 $ ; It^PrcK 296#@0 

7$ yil^Asp^t/330#@07$ yil^Arg-efe^)7$ 71113^0 

(u) Fc^IJi0EU^->/<lJ >*238#@07$ yil^Asp, 233#@07$;i£ 

^Asp, 264#@07$ yil^ILe, 267#@ 07 $ J II^ALa, 268#@07$ 

;i£^Glu&t/271#@07 $ J It^GLyT'fe'i) 7 $ 

(v) Fc^IJi0EU^->/<lJ >*238#@07$ yil^Asp, 237#@07$;i£ 

^Asp, 267#@07$;It^GlyN 268#@07$;II^Asp, 271 #@07$ 

;il^GLyN 296#@07$ ;il^AspS.t/330#@07$ ;il^Arg-efe^)7$ 

; niB^y 

(w) Fc^IJi0EU^->/<lJ >*238#@07$ yil^Asp, 264#@07$;i£ 

if I Le% 267#@07$ ;il^ALaN 268# @ 07 $ J II^GLu, 271 #@07$ 

; It^GlyN 272#@07$; II^Asp^t/296#@07$; II^Asp"efe^ 7 $ 

; niB^y 

(x) Fc^IJi0EU^->/<lJ >*238#@07$ ;il^AspN 233#@07$;it 

^Asp, 264#@07$ ;il^ILeN 267#@07$ ;II^ALa, 268#@07$ 

;il^GLuN 271#@07$ ;il^GLy^t/296#@07$ ;il^Asp-efe^)7$ 

; 

[0143] Ktctb^T, FcrRHbtc^-r 

&£WiFcyRiia(RM) £J£&LfcFcy Riibic*rr 

jiJR'IWisij^ L tcTfs IJ ^ 7°^ FZWmt Z>tc6b(D, *° IJ ^ 7°^ 

KtChb^T, Fc 

yRllblcttt-a^Stetfig&U fr-DfcrRlMRM) ttmLtc, FcyRllb 
iztttL/c*° 'J ^7°^ Z>tclsb(D, *° IJ y<7°^ 
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tb$$ LTs 3 fttctf IJ ^7°^ %>tc&)(Ds *° IJ ^ 

7°^ 

[0144] ft£L^mffi£LTte, mti\ ±$©FcyRllbtcttt-£^S1ftfig3i[ 
, h Z> IN ti Fc 7 Rl la (RM) ^ tb$$ L fcFc y RlIbtcttt £ L tc 

'J ^7°^ K®ii^;itclEi6a)7$ 7 

;btW^tf£>ft£0 3 LINIM§£ LTti, mti\ ±^0FcrRHb 

frr>s FcyRiia(RM) £i:b$$L/cFcyRiibtc£t 

LtcFc^mmW^h^ "J ^7°^ K©M^;itC|E 

1607$ y totW^tf £ft£0 

[0145] 3£>tC^fgB.Et^ Fc^Iii^t^U^0?1 K"Tr&^"C '>&<<>: 

7$ ^Fc^^^^/^'J^y^ K^hblxLT, Fc y RllbtC 

FcyRiia(RM)tcttt£^i=r;m£tb$$L 
fcFcrzubiztttLtcrcmmmwz^&Tfs >J^7°^ K 
Z=I- ptzmizmmtzo Fc^^^^^'j^^ K-C 

'>& < ^ t -o (D 7 $ y ft, ^Fc^IJi^#^/^ 'J ^ 7°^ 

K^hblxLT, FcyRIIbtCttt-£^S1ftfig3ilU Fey RIIa(RM)tC 

nt z^fe'&tbmLtcrcyRimzttt 
^WZ-a&Tf^J^y0?- K£=l- K-r-S^^^-r-So *fgTOMI£tiDNA 

, RNA&£\ 

[0146] 

©ffillti •^ A 3 tl £ 7s ±MM tC Jfc i; T ̂  A?illljR't & Z t 
ffl 7L t£±*K®^ 0 * - £ m ̂  & ZL t ifX' $ £ o 

[0147] £^tC*fgBmiN ±IE^0^®^**-tCJ;''JMK$EM^tl/c?S±«tC 

mtzo mt^^Tsiiffl 

tf £>ft£o 
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mmm, mmm, fcaw* 
mmmtLTte, KO&OK 

^ tit# •& o 

(1 ) DSfLlIlfflS^N : CHO (Chinese hamster ovary ceLL Line) N COS (Monk 

ey kidney ceLL Line) N $xp—v (Sp2/0% NS0=f) N BHK (baby hamster 

kidney ceLL Line) N HeLa% VeroN HEK293 (human embryonic kidney ceLL 

Line with sheared adenovirus (Ad)5 DNA) N FreestyLe 293, PER. C6 ceLL 

(human embryonic retinaL ceLL Line transformed with the Adenovirus Ty 

pe 5 (Ad5) E1A and E1B genes)&£f (Current ProtocoLs in Protein Scien 

ce (May, 2001, Unit 5.9, TabLe 5.9.1)) 

( 2 ) : 7 7 'J tl y if 

(3) : sf9, sf21. Tn5fc£f 

[0148] UTtis — Hf'f 71~ • 5>s^t) A (Nicotiana tabacum 

) 7t (Nicotiana) ct 

tit# •So 

[0149] mzMMMMtLTtts 
— : V V t) • $ izX • iz b tfi/JL (Saccharomyces serevisiae) ?££ CD 

(Saccharomyces ) 1% * J — (Pichia pastor 

is) &£fCDPichia)ll 

— : 7X^X^Ji/X • —13— (AspergiLLus niger) t<Z.E(D7X^-)U^f 

J\yX (Aspergi L Lus ) M 

[0150] ttFcmmz^< 

£t,-?<D7$SM&g£linz.Z>Z££$tj\ K 

£tt$$br, FcyRIIbtCttt^l^tt^i^ FeyRIIa(R 

m)lzttTZfa&%fe£l£®LfcFcrRllblzttTZfa&miRfe£ig&iTZJj% 
zmmt&o 

Fcm&zs&tf'ju? nzB^Xs mFcmmz'j>&< £ 
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Whb$$LTs Fizttt 

#P$!l t £ o 

[0151] LT^ mti\ ±$©FcyRiib£ttt-£^S1ftfig& 

, ££Xf/£tcl^ FcyRIIa(RM)£tb$$LfcFcyRIIbtCtt1-£^MM£^ 

(D K&fr&t) •& tf*£ If btlZo 

ttCs ±m(D^tnfr(Dj5}£lZ£Vm^tltc7t-siJ'<70?- Kt^fgBStC# 

S tl£0 

[0152] 

^%mo±IE^X&FCS^*y^on^^ztp 
AT^nfatcfF#u tt^m. 
-efcZo MZl& faizI^F#Lm&fct(D& Sttjg 
fa £is^± 

L < &MW, flrfrfatcti, 
fL-fb^lk f&m%L ^P^^IJS UMftL ifcgisy 
s -mzm$>bntcmM^Mzm^nz> 

ztlz£-o XMMikTZ zttf^Xbti50 HI* fa 
tcti, 3ift«WgL ?L^ ^H-tzjup-x, vy~h-Jk ^y^ys 

tiJV/- n — Zt})W>y AN t))\s* P — xf- K 'j ^ AN t: K P ̂ > 7°P tfju-tz 

;UP-X, t: KP^>7°P tfju^ju-tzjup-x, *°'J tf-ju^-tz*-;uy 
7-tz^-k #'j e-;utfp«j h*v, -tz^x 

'Jf'J-tz^-f K\ /lNO|J^"^ri>x51U>5I'fbtTi>)i60N SH, 

^ju-tzjup-x, P->X*-?\ LTPtfsci^^-e 
$ £ o d ti e> iUSI ^ fc tt £ #&ti$ tifclSH (Dm^ &ffl M tff# e> 
tl'i>c£*MC"3"'i>:fc(£>"T:'fe'i>o 

>Elt © fc ^ (DWmU$L% ti&ltf J8 Mm7k(D£ 9 £ 0 )U £ ffl ^ T 
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[0153] 

mti'D-vjutf h-Jk D-v>y-x, D-v>-K-;k ik 
it± K 'J VAffmifbtl* MZ.I£TJU3-M HfrfatC 
tix*y—Jk tf'JTJU3—M MPL^^U L°b>*'J =i-Jk ^'Jx^b 

>*'J=I-Jk "J K80 (TM) s HCO 

-bQtmm LTt)<J:l/No 

[0154] >£14>S^ LTti =fVtf btls £ LT£ 

>*>Mk Sfcs M.W&L 
Wfflrt- K 'J 0 AMWfcs MTLI£S ±^I|7°P^^ >, 

mti'^o^u^up-Jk 7x;-;k 
<U\ Pi^ftfcat^tti®;^ fester>7Mzltmz-GZo 

[0155] ni*fatcti, 

M, z?tf b n s 0 

ffiteto&ids sfjsi*i>m j^Tattft^tc^j^tsfctiis^ 

[0156] £tz*mn%<Dwmmmzs &#©*£(& ^tCc£«:t&^;££iijR 
"3" •?> d t. ifX $ •?> o itrCifc S tc ti itrEifc £:• — K "3" •?> 'J 3?* U ;<j~ 51 K^r'aWI" 

Z>WMmi$ty(D&J3-mt LTti, mti\ —[oltz-^ ^^®1 kg^>^ U 0. 0001 m 
g?bN^ 1000 mg®|5H"^®/SNd £: A* RT lis "££>£> „ &£lNtiN ^J^.ti\ %M~fc>tc 

•J 0. 001 ts <b 100000 mg/body^lBHT^x-^M^rS^il Z.tlb(D 

m&Z'j&t LfcftlHStiat^-Cti&iA, &^;£tis &#©tttt 
^$E$&, tsiZiz^y^witzfj\ ^ tt# -e & *1 t&zt AM 
ffi-e&Zo 

[0157] ±§B*fP£©Fc^$&£tt£#t^'J'*;^ Kti, B«N 7Xh» tf 

fc t// s fc ti£ my t z> nsy ©t L T M 
ffl-efeSo u ^7°^ Ktis S1fMFcyR£S1f 

\tthZ.ttSi<s FcyRIIbtCgjRfatCfFffl LT, B«N 7Xh» tMAIffl 
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mttte, mm, igm^, igm^, igkm^t^h\ ±§E*fg0£©Fcsi 
K&, fcyRllbtlgE^mtz tXBmmoigE 

IgMt$&mtZ>ZtxmM(DIgm^%:$mL, Igkt^mt 
zztxigm^nmt&o BCR, CDI9, cD79b, momm 
±^^iiLTlN^)^^-eiTAM KPW >£«l*UCafrfe£WilTAM KPW > 
tmmmtz>ztx\ ± 
mtmtmmmm%:%mtz>0 ttz, igE 

<£ Zy&'Mk, £: £#&<> ±l^%^(DVc%.i&^W'J 

^ZbMB&lZJS^rtt, IgE^mfc-efe^FcsRI, DAP12, CD200 

R3^©VX h«±tCfgiiLTlN£ITAM KP< -f WilTAM KPW 

F^faic^jg-raci^-e, ^ 

5S% IgE^cJ;£;£141L £tz, ftlk 

mmfemttte, mm, mmtLtzt?k^&0 
FcrRHbi:«fflflSJi±©^-eiTA 

RTtg-e&£o ^/cs i^fis ±§E 

*mn<DFcfflfflwMMiz&^-c*,. mmm 
±©#:F-CITAM F 

j&n*i 

% mm&m\Tz>ztif^mxfoz>0 
[0158] & 

LTfffltftSo ±$©<£9 

izs B«N 7Xh» m# 

» &<£t//sfciUT)k&it(D)%mk%mtzzttf-ezzo-e, t©^ 
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j -.mmw 

§BM 

AV^>> K 

#fg'l4#itffis 7" K7Mi&s 

s ^mrnBs j&xmmmmm (ARDS) N <?u 
-yMs A'-tiK^ 7i/'y>i, zKHttte 

7*K^1£ h-T^ 

mfen* ms^ 
fetlEs i>x —^ — fi7hi 7-1'*—SH^S^ IM&tFIIM 

#PM$llL 7T"P-A5I 

lb^ Mw^yVTs Uufti^ WLM^^VO, 

a y * SH^S^ IfefetCckZ^Jl/^TZ (maLgias) % 

-^1*^ 3^^ IgAH^ t)t 'J %% 

feM&s ^x^r't-^» »II 

^ PMES 7 h fcf-ttj£jt&, llttgisttli^ JIfg 

ttflnbttnw^ ±mm&m\*m, mmmm&imw& 

yvvym, -Y >x 'j >i&fc&mmm, tittmi'jj^h-fx 
s mmm^s mm 

y-v JIHm* 
Ss H limits 11tt«)S0s 

$»l»tpi^ Jl^E1»tpi^ JxJ^IMSni^ M^ln^s 

js£j#f5ii^ MAWWife, v i $ •> h SEIS 

^ *b-7"X#L Mttglfll, JU/1W KffF3& fiO^JUUS^ T)VV/\<^-
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m, JMimfL KUX7-i 

nms -f-h>-^>A-h mm^ mmu&jti& 
itm, CREST^#^ (50<2fcii^ 

^ V-)\s=\ < K-5/7, 

isuftusj^ j\y^ym, 'j 
mmmms @«s>]i^ >m nmrn^ 

^y yfc-*sji-y=7<( ym&m. laiifesjis, A>7°X, 
s 7>^jb-^xjbXfM, i%igD^$ 

o 

[0159] £fcN ±IE^0^0Fc^IJiB^fr^#^/lNo'J^7o51 Kti, gBtftJUCttf 

£#L<* (gBSttiO 

M(D^tMfit LTffflt3b5o tt^SB^^OgBiaH-efeSAchRi:^ 

©Fc^#££Si^L/^F£ffllN.5c:£-eN AchR£§£Ji-t£BCR£fgii-t£B 

IfflJ^CDi^it^M U 7/1N° (J Neu 

roimmunoL, 227, 35-43, 2010)0 

%KWEc%Mb ©Sin" * Jt£4i£ 9 CI <^i "Tr. ^(D SB^/Ej^C^f •SBCR^r^ 

ii 1" £ B«0BCR,>: FcyRI lb ££li^SU gBiaHtCM-r-SBCR^^-T-SB 

ttjm *>> KA7^-^£?¥S 

s gB&^imtpmm^s *&% 
A'-tz K7^is i*i, f# 

fi7yV>t -f >X 'J yi&fc&mmm, liftRfaWi 'J T-V K -TX, 

mm&ms +t? j^ea 
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Ms iiigi, im 

[0160] 

ft* =t(D^ LT&^L 

&#&jt$ktv>5> yst<7M.%WmLT^& 
tcisb, ft%mibWi3t$ntct(D$ y/t^MteMMt LZBMZti, t(D^y 

LS 9o t(D^mtL X, ^(Dfyj^on 
LSl\ MMt LT0$]|l7^M§l LT LS 9o "tO 

^§£*>A*ff£§Ifit£BM±tC£lNTBCR(>:FcyRIIb(>:£||^SL 

* LTtiFactor VIII. Factor IXN TP0% EP0% a-iduronidaseN i 

duronate suLfatase% AMheparan N-suLfatase, BMa-N-acetyLgLucosamini 

dase, CMacetyL CoA : a-gLucosaminidase acetyLtransferase, DMN-acety 

LgLucosamine 6-suLfatase% galactose 6-suLfatase% N-acetyLgaLactosamin 

e 4-suLfatase% /3-g Lucuron idaseN a-gaLactosidase% acidic a-gaLactos 

idaseN gLucocerebrosidase^#Stl£o dtl^CD* 

zmBtLTlis rfn&m, EteHlftU 7^vv 
— Afi (Al7 7 7' U -Us zf —ixxfi) =f 7^# Stl'S 

o TctcL, 

[0161] ±IE^^0^©Fc^IJiB^fr^#^/lNO|J^7o51 Kti, < Jl/X£U© 

^ JU;UCtt1"£j;tfrTfe^T*fgBJ^C§Ei6(£>F 

antibody-dependent enhancement) & Z. t.t>i~vIt\LXfc>Z>0 ti\Wi$M 

sifMFCrR^^LTm^^tiFcrmmmizmmt&ztx\ mmz 
tz>m,Mxfo&0 "ryfO -r ;uxtc>^-r^^ffi^fra)FcrRiibtc>^"r^^ 
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^^tlTlN-g)(Proc NatL Acad Sci USA, 108, 12479-12484, 2011 )Q 

^ -f -i )lsXt (DlfelgtMnfotfFc y R 

iibzmmtzztx, tcrRZftLtcm-kzmmL, x^wfa 
^ 1 IVXlZlt^y 1 )VX (DENV1, DENV2, DEN 

V4) ^HIV^#^tl^)o /c/cU 

[0162] 

LxmrnxfoZo mmit(DWsmxfoz>mkLmz 
ttt&#ifcX$>? Xs ^B^tClEicCDFc^IJi^^mjtfrtiFcyRIIate^fa^ 
0km.mm(D$m%:®5<'ZttfvimXfoZ>o ft^bLDL#Ltttt^bLDL£CD36 
mmimttmmt&tfs ^i^bLDL^^ftj^«tc^LT^L, ^©FC 

h^TcyRIIa^FcyRIfe#fatC§IfiU 2> Z £#&£ 
£tlTlN£ (Immunol Lett, 108, 52-61, 2007)O CI 0 <£ 9^^0^ 

iztmofc$m£ #& #t<*zmmtzztx, FcrRIlai&m^mm 
tstls froFcyRIIb^L/cM^^JUtCJ^T^y+M 

t~ •£ <1 tif^Pi £>ti£0 

[0163] ±IE^0^©Fc^IJiB^fr^#^/lNo'J^7o51 Kti, ^ 

rRiibiztttz> z tx\ y^~x ^mtoy^-x h^'IW 
tstis ^mKwtfMtztfLmmshmt3 n£ c ̂  ^ti-r^£0 

^(Dtcisbs *f%mz§am<DFcffii&$&fo%m^tz7 3=7> >m<Dfe 
^^0^tClEi6©Fc^IJti^Wtes ®\ 

A.ti% Aliases^ CD120a% CD120b% Lymphotoxin /3 receptor^ CD134. CD40% 

FAS, TNFRSF6B, CD27% CD30, CD137, TNFRSF10A. TNFRSF10B. TNFRSF10C. TN 

FRSF10D. RANK, OsteoprotegerinN TNFRSF12A. TNFRSF13B. TNFRSF13C. TNFR 

SF14. Nerve growth factor receptor, TNFRSF17. TNFRSF18. TNFRSF19. TNF 

RSF21% TNFRSF25% EctodyspLasin A2 receptor=fCDTNFjg^'tfc^ y $ 'J — tC&t 

t^T=f-X h»7J-7 h;£14£i^ilU leftist-
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ttCs ^<D73-7> SStelCFcyRIIbi:© 

Receptor Tyrosine kinase (RTK) CO — "O"T?•?>KitCDcfc 9 

izs FcrRiib,h^^ti^C(>:T\ 

L T£*Tt Z *° •; ̂  7°^ KIC1N BJ3 0 Fc^B^ft 

t?\ 

Z>o mit)%CD^CD^:^t^ti\ feLZtlbtdttlZW&fe-Ztlti:^ :B& ( 

STIISN H!)SN B$!)SN W-)SN 

JHW^ JB¥±&^ s§s^ 
% Jl DESM^N 1^)^18% ^JB^% Sjs^ffl&Slfi 

s Kfm mum* mmm, 
M (Svl4#itii'l4fiiMs S Mm, ivl4fu #f)tii'l4 S iMs 

^'I4#it^i£'l4 S Mm £ <£ t/ivl4-^i£'l4 S Mm £ a ) s tl'l4#it14fiifii#I 
s iitt u Mm, titt u Mm, * v>> u >/m, #* *J^ 
>'J>^Jffi (A'-^r^ K'J tltt'J v 
>hJU«'J>^Ei, ;JIME'J>/^ zf£A,&±MMWLlJ ym, fflHw 
'J>ASiN ^'14T«'J >AHfcJ;tMAT 
mm&Mm/') >/^s) ^ # 

mmm (wwis^ m«M, MiMfc 

=L—(yffam, ifiiWSJls ifliW^J^Iffl^Ho 

[0164] t:fc*fpjmN *%mcDVcm.mmw^&tf') Kt L< 

§ o 

[0165] £tz*wm, '>&< Kt L 
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£ fc omM.*fgB£ £ tc ti^ tcIN 
2>tz6b(D*y S£JI#*t~£o htcti, H^fatCfF#^tLi>S 

£gf*% LTfcX 

o £fc*fgBJ|tiN *fgB£©FcSIi®^£#fr*° 'J ^7°^ Kt L < ti*fP£ 

3: fc ti ̂  M©i^t tC fc tt £ tC m t Z> o 3;fc*fg^tis 

^ B£ © >£m?j >£ S tc ti^ >£ tC^m f & tz Sb (DN ^B£ CD F ^ 

^#0/1N0|J^70^ KSfcti^B^©^3t^tcJ;y^3t$nfcFc^^^ 

^cla 3J^\ 'J ^7°51' K tClHf £0 

[0166] &fc*BJUi#-? IN ^ tlT IN ̂  7 $ 7 It03£^g|IS £ 1 £^IS©ftjSti 

J^-TCD® U T'fe•So 

7^~y : ALa : A 

7JU^-> : Arg : R 

7^7^V : Asn : N 

: Asp : D 

yXf > : Cys : C 

$ > : GLn : Q 

* JU* $ : GLu : E 

v> : GLy : G 

\LX^Vy : His : H 

-f V • -f *> > : I Le : I 

• -f is y : Leu : L 

'J V y : Lys : K 

: Met : M 

7 iZj[/77-> : Phe : F 

7°P 'J > : Pro : P 

-tz 'J > : Ser : S 

X\sX~y : Thr : T 
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h >J 7°h7 7> : Trp : W 

3-ni/y : Tyr : Y 

A'J > : VaL : V 

[0167] 

$0® tcitl^Ati ti'So 

[0168] JU"F©^MJJCJ;OT^ T§E©^»JM 

mmzmm 
##0lJ4©^1 6^3ti£<£9^ L h^MIgGKDEU^A'J >*267 

#@®Ser£GlutCN 328# §CDLeu^rPhetCM^f•g>B£|££:^!At~•i)IS#CDFcgR 

Ubi^HM (#f#I^»2 8) &N IgG1£tb$$LTFcgRIIb^0^i§r£408^ 

±H^ Ls FcgRIIaHtC^-r^)^;&0.51^tcMil"r^-^T\ FcgRIIaR^©^ 

^^522^^-T^o rflffij FcgRIIbtC^-T£ 

LTt, FcgRIIa®<^£fgiit£lto'J^(Dc£9&lfflJ^ 

KHILTfciU FcgRIIaKttr£ig&®^©^tf52gt££^*£*l£o oSU 

, FcgRIIaRtC^t"tl7clj£#©Sfgtis 

3tU Ifil^^^-ri) 'J £*§;&&#£> £„ Ctl£5ls£ttotC 

s mmztiifo<DFc9RIIalZtttZlfe'&Zm&Ltzm'&lZ, 

^ £ ti £ ?bN if 9 fis £ |& 3E L tc o 

[0170] IgEtC^-r-?) t: MgG1#Ltt©tt$i£ LTomalizumab VH-G1d (IB^ll#^ : 2 

5) N mUt LTomalizumab VL-CK (IB^U#^ : 26) £#t0IJ1 ©£££0^ 

T^Lfco S/cs omaLizumab VH-G1dtCftLT^ t KFcy RIIbtCtt"t •?>*•£• 

;£14£i^~t-2>/ctf>t^ EU^">/<'J >*Tll3tl-g>267fi;0Ser£GlutCN 328 

•fuCDLeu^rPhetCM^ L/comaL i zumab VH-G1d-v3£:fE§!j Ltca 1 

omaLizumab VH-G1d-v3^:filial LTt^ omaLizumab VL-CK 

$%t LT'atj\ omaL i zumab-G1d-v3£:fES!j Ltc0 ifn/MJx/H 
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[0171] K L—-y-—712 (^^±x;u • 

xA • XX) #550 mL (DikM.%:, 0.5 ml_®3. 8%*x 

yW£-± K 'J 0 A£#fr4. 5 mL^^MlWlc:—fcfts~?^j$tyLfc0 lM£200 

g-ei5^r^ ±;*^0J|XLTPLateLet Rich PLasma(PRP) t Ltc 

o 1§t>tlfcPRPteMWW (137 mM NaCL, 2.7 mM KCL, 12 mM NaHC03, 0 . 42 mM 

NaH2P04% 2 mM MgCL2. 5 mM HEPES% 5.55 mM dextrose^ 1.5 U/mL apyraseN 0 

.35 % BSA) ffifcLtzfes 3 blZffiffifct (137 mM NaCL, 2.7 mM KCL 

N 12 mM NaHC03N 0.42 mM NaH2P04N 2 mM MgC L2. 5 mM HEPES, 5.55 mM dextro 

seN 2 mM CaCL2, 0.35 % BSA) 1 <J *$300, 000f@©8fc&lftl 

Zizy hU ^£tC&)infil/HS£156 /xL^Lfc0 Mi 

37.QX)lzm#3tls ££M$tt1000 rpm-eifll/jNfe^Ji^L/co ^ d JCmoLikl: 1 

©omaLizumab-G1d-v3£:IgE®ixg/mlR 

tf686 IZMM) £44 i±tc0 t*t>lZs 

2%mm%feZ$ti:^mig<DTTS'>>2iJ>M (ADP, SIGMA) £jbpa.% MM 
31l&fr L tco 

[0172] Z <DT V iz <f Vm Ztlfc* FcrRHa®mfe^#M(H/HS/c^R/H)0 K^"-

z:t<Dfam%mu m2iz^t0 FCyRiia®#M(R/H)-m 
% 1?&:f9iWL'ci $• £ ̂  JP U •& il Zi tf/j\ tS "kvtco 

Us IH2tC^ LTciS'J N FcrRIIa#M(H/H)-e^ L&fro 

tc o 

[0173] ifil/jN^OS^b 

CD62p(p-seLectin)£ L< ^ o tc^mt^-* -

iZ fc ^>%m^1]\\ IZ <£ o T)il^-T •& d £ "C $ -So 

;£tC<£ UI^L/c}$t)#lfll/jNfe7.7ML^^^I^^2.3ML^Jp L^"e5^^ 

JSJfcSt!:/^ 3 ^C:ft$t;fJt^30AtM^&£ <£ 9 KADP^gsjbP LT;£141b£ 

io&U &^*Il^Cc^TADP^£;mibtfi^il3ft£fr£ffiSgL/co Pi 
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y tc u ymmmmw.4, GibC0) L fc+j-
Kifo&<D&vyy)istePmmKcm2M* (BECTON DICKINSO 

N) N PerCP^iiHJjtCD61Jjt'f2|5;N FITC^ifi|PAC-1 J/E#; (BD bioscience) 

7P— "tf-Y K^—*— (FACS CantoIIN BD bioscience) 

3iUt£>fJJ£Lfc0 

[0174] £07y-tz^;£Tl#^ftfcCD62pfgii0^||£|i|3tC, 

Afr e>f#fct»©£teffl Lfco ADP^tCj; y lto/J«lMtCfgii!^3 tl£CD 

62p&t/;£145H ft^^<*#£TtCfclNT^1^h,t,ig&;**l 

fco 

[0175] IgGICDFctCEU^yA"'; > tl£267&0Ser£Glu 

tCN 328{£CDLeu£:PhetCM}^ LfcFc L K Fc y RllbtC^it'Siln 

FcrRHa0mfe^#M09t)131#@07 

$ yit^R-e £>£*!£• tcti, 131 #@07$ 

S3E#©H KFcyRIIb 

tCttt£^£ig&LfcFc£#r£fttttiFcyRIIa htCfclN 

Lfc J; y Fey Rllbtctt LTM*Rfa^l=r£i^il LfcFc©#ffl1f 

M fco 

[0176] immim) FcgRiib^<Dm-&zm&Ltz&£w<Dwm 
1 -e^L/cJ;9^ FcgRIIb^Olfe'&Zm&tzmztes 1fe©;Stti 

FcgRtC^it"£^£ RItSftPS y #Pftl L fc 9 itT\ FcgRIIb^£ig&f £ 

FcgRIIb^0^±^^ 

3 ^tCFcgRIIb^0^fe£lNtiMM££i^ilLfc 
imwmtwk^mLtco jii*fatcti, FcgRiib^©^^^ MMifqu© 
M-y5lZ^X\Wtltc^^t?2mim^-XtL, #t0IJ6, #t0J8 
s 0!J 9 tc fc IN T P238D £ m.^t> tt £ £ £: H b ti fc H ± £ 3 
^tcll^^^b-ttfco 
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u-c WO2009/125825 tc^sti-c^ at: 

^>6 b-tz7°*-tC^-ra^frO)pr^IJi-efeaiL6R-H0Pr^IJi(|B^lJS^ 

: 18)£N t MgG1©C^©GLy£ <fcrRys£|&£ 

L/cG1d£W-r^IL6R-G1d(|B^lJ#^ : 19)£^L/c0 $ blZs IL6R-G1 d 

LTK439E^fALfcIL6R-B3 (IB^US^ : 23) £fF^L/c0 CtltCttU # 

6, #^|J 8 , 9 tC£^TP238D£^^;bt!:T®^tf IS# £ tifc 

hs E233D, L234Y, G237D, S267Q, H268D, P271G, Y296D, K326D, K 

326A, A330R, A330K££I<^;b-&/cB£^l* Lfco LTtiIL6R 

-L(BB?!l#^ : 21)£±±®LTffllN/c0 #^IJ1 (OT;£tC^l\ 

mML, #^J2(OT;£tCj;y#FcgR (FcgRIa, FcgRIIa 

HM, FcgRIIaRM, FcgRIIb, FcgRIIIaVM) tC*t"tLtca 

[0177] #B^fr®#FcgRtC>^-raKD£^HC^-ro &fc\ tiIL6R-B3 

(IB^S^ : 23)tC^LT»AL/cB^£^t-o tctc 

(D®§Mt L/cIL6R-B3/IL6R-LtCOlNTti^^ LT^L/c0 TKD(IIaR)/K 

D(IIb)J £ti, #B^fr®FcgRIIaRtC>^-raKD£#B^fr0FcgRIIbtC^-ra 

KD-ety^tc4fe-e$>y, c©lit#*$FcgRiib^MMiztz^s 

to ^(DKD(IIb)/^^>J^7°^ K0KD(IIb)j ti, IL6R-B3/ 

IL6R-L0FcgRIIbtCttt£M£;§-B£^0FcgRnbtCtt-t-2> K D^-eSlJ^/c 

o ttcs K^KDClIaR)^^/^1;^^ K0KD(IIaR) 

J ti, IL6R-B3/IL6R-L0FcgR IIaRtCtt"t-SM^B^^CDFcgR IlaRtCft 

&fc\ m ̂ fe-e^y-^L/c-tzjuti, FCg 

ROIgGtCttt" lJ s ^JtitfaftMrTtilE L < Mr-e$ftlN 

tmmtsntctcsb, #^j2tciB®© 

c^2] 

KD= C.Rraax/(Req-RI)-C 

[0178] 



FcgRIa 
IZMTZ 
KDOnol/L) 

FcgRIlaR 
rats 
KDOnol/L) 

FcgRIIaH 

KD (mo 1 /L) 

FcgRIIb 
l=S«-5 
K0 (mo 1 /L) 

FcgRI IIaV 
l:»t5 
KDOnol/L) 

KD(IlaR)/ 
KD(Ilb) 

©KD(IIb)/ 

KfflKDCIlb) 

giU'M?? K 
®KD(llaR)/ 

K©KD(IlaR) 

IL6R-B3/IL6R-L * 4.2E-10 1.1E-06 7.7E-07 3.1 E-06 3.3E-07 0.3 1.0 1.0 
IL6R-BF648/IL6R-L P238D 1.1E-08 1.5E-05 4.0E-05 1.2E-06 7.1E-05 12.5 2.6 0.1 
IL6R-BP215/IL6R-L G237D/P238D/H268D/P27IG/Y296D/A330K 4.3E-08 1.3E-06 1 -L C3 4.1E-08 S.7E-05 31.7 75.6 0.8 
1L6R BP216/IL6R L G237D/P238D/S267Q/H268D/P271G/A330K 6.2E 07 2.9E 03 2.6E 05 1.4E 07 5.3E 05 20.7 22.1 0.4 
1L6R-BP217/IL6R-L G237D/P238D/S267Q/H268D/P271G/Y296D/A330K 2.8E-06 3.6E-06 , ::i. i!:. 1.5E-07 6.0E 05 24.0 20.7 0.3 
1L6R-BP218/IL6R-L G237D/P238D/H268D/P271G/K326D/A330K 3.7E-08 1.5E-06 I.2E-05 7.6E-08 3.8E-05 19.7 40.8 0.7 
IL6R-BP219/IL6R-L L234Y/G237D/P238D/H268D/P271G/A330K 4.6E-08 6.1E-07 2.5E-06 3.4E-08 2.9E-05 17.9 91.2 1.8 
IL6R-BP220/IL6R-L E233D/G237D/P238D/H268D/P271G/Y296D/A330K 2.0E-08 1.1 E-06 1.2E-05 3.6E-08 5.8E-05 30.6 86.1 1.0 
IL6R-BP221/IL6R-L L234Y/G237D/P238D/Y296D/K320A/A33OR 1.3E-07 7.1E-07 ;:.F:-cr. 2.8E-08 4.6E-05 25.4 110.7 1.5 
IL6R-BP222/IL6R-L L234Y/G237D/P238D/P271G/K326A/A330R 5.1E-08 7.1E-07 2i:i C6 3.4E-08 4.7E-05 20.9 91.2 1.5 
IL6R-BP223/IL6R-L L234Y/G237D/P238D/H268D/P271G/K326A/A330R 2.7E-08 6.0E-07 2.8E-06 2.5E-08 3.2E-05 24.0 124.0 1.8 
IL6R-BP224/IL6R-L L234Y/G237D/P238D/S267Q/H268D/P27 I G/K326A/A330R 6.2E-09 4.5E-07 9.5E-06 3.5E-08 4.1E-05 12.9 88.6 2.4 
IL6R-BP225/ILBR-L L234Y/G237D/P238D/K326D/A330R 9.5E-08 6.9E-07 2.8E-06 3.5E-08 3.2E-05 19.7 88.6 1.6 
1L6R-BP226/IL6R-L L234Y/G237D/P238D/P271G/K326D/A330R 5.2E-08 5.7E-07 2.4E-06 3.3E-08 3.6E-05 17.3 93.9 1.9 
1L6R-BP227/IL6R-L L234Y/G237D/P238D/H268D/P271G/K326D/A330R 2.7E-08 6.2E-07 2.9F--06 3.2E-08 2 6E--05 19.4 96.9 1.8 
1L6R-BP228/IL6R-L L234Y/G237D/P238D/S267Q/H268D/P271 G/K326D/A330R 5.5E--09 4.2E-07 1 11. l.-i 4.0E-08 3.2h Ob 10.5 77.5 2.6 
IL6R-BP229./IL6R-L E233D/L234Y/G237D/P238D/P271G/K326A/A330R 5.6E-08 8.1 E-07 3.3E-06 4.2E-08 3.7E-05 19.3 73.8 1.4 
1L0R-BP23O/IL6R-L E233D/G237D/P238D/H268D/P271G/Y296D/A330R 1.4E-08 5.7E-07 9.6E-06 2.1E-08 5.7E-05 27.1 147.6 1.9 
IL6R-BP231/IL6R-L G237D/P238D/H268D/P271G/Y296D/A330R 9.4E-09 7.4E-07 1,1E—05 2.3E-08 4 0E-05 32.2 134.8 1.5 
IL6R-BP232/IL6R-L L234Y/G237D/P238D/P271G/K326A/A330K 7.6E-08 8.4E-07 _• _L CG 5.6E-08 4.5E-05 15.0 55.4 1.3 
IL6R-BP233/IL6R-L L234Y/G237D/P238D/P271G/A330K 7.0E-08 6.9E-07 zKE 06 3.7E-08 j IE 00 18.6 83.8 1.6 
IL6R-BP234/IL6R-L E233D/L234Y/G237D/P238D/S267Q/H268D/P271G/Y296D/K328D/A330K 6.5E-09 1.2E-06 2 CE-Cu 1.2E-07 : IE 05 10.0 25.8 0.9 
IL6R-BP235/IL6R-L E233D/L234Y/G237D/P238D/H268D/P271G/Y296D/K326D/A330R 3.5E-09 6.8E-07 7.5E-06 4.4E-08 2.5E-05 15.5 70.5 1.6 
IL6R-BP236/IL6R-L E233D/L234Y/G237D/P238D/S267Q/H268D/P271G/Y296D/K320D/A33OR 7.7E-09 8.4E-07 1.9E-05 6.5E-08 3.9E-05 12.9 47.7 1.3 
IL6R-BP237/IL6R-L E233D/L234Y/G237D/P238D/S267Q/H268D/P271G/Y296D/K326A/A330K 4.1 E—09 1.1 E-06 I :j£ r.:, 1.0E-07 3.5E-05 11.0 31.0 1.0 
IL6R BP238/IL6R-L E233D/L234Y/G237D/P238D/H268D/P271G/Y296D/K326A/A330R 2.4E-09 6.4E-07 •. 11: cii 3.6E-08 2.7E 05 17.8 86.1 1.7 
IL6R-BP239/IL6R-L E233D/L234Y/G237D/P238D/S267Q/H268D/P271G/Y296D/K326A/A330R 7.6E-09 8.1 E-07 i ;r r;;> 6.0E-08 4.8E-05 13.5 51.7 1.4 
1L6R-BP240/IL6R-L E233D/G237D/P238D/S267Q/H268D/P271G/A330R 7.6E-09 1.5E-06 2.6E-05 9.5E-08 5.2E-05 15.8 32.6 0.7 
1L6R-BP241 /IL6R-L E233D/G237D/P238D/H268D/P271G/K326D/A330R 1.1E-09 6.8E-07 i11L • C(i 4.5E-08 3.1E-05 15.1 68.9 1.6 
IL0R-BP242/IL6R-L E233D/G237D/P238D/H268D/P271G/K320A/A33OR 1.9E-09 7.5E-07 8.6E-06 5.1E-08 2.9E-05 14.7 60.8 1.5 
IL6R-BP243/IL6R-L E233D/L234Y/G237D/P238D/H268D/P271G/A330R 3.0E-09 5.4E-07 •i CP 06 3.6E-08 2.5E-05 15.0 86.1 2.0 
1L6R-BP244/IL6R-L E233D/G237D/P238D/S207Q/H268D/P271G/Y296D/A330R 7.8E-09 1.8E-06 L i-L UJ 1.1 E-07 4.6E 05 16.4 28.2 0.6 
IL0R-BP245/IL6R-L E233D/G237D/P238D/S207Q/H268D/P271G/Y296D/K326D/A330R 6.3E-09 1.4E-06 2.5E-05 8.3E-08 3.9E-05 16.9 37.3 0.8 
1L0R-BP246/IL6R-L E233D/G237D/P238D/S207Q/H268D/P271G/Y296D/K326A/A330R 8.0E-09 I.6E-06 2.3E-05 9.2E-08 4.4E-05 17.4 33.7 0.7 
IL0R-BP247/IL6R-L E233D/G237D/P238D/H268D/P271G/Y296D/K326D/A330R 7.5E-09 8.1 E-07 1 ;F C-i 3.7E-08 4 4E-05 21.9 83.8 1.4 
IL0R-BP248/IL6R-L E233D/G237D/P238D/H268D/P271G/Y296D/K326A/A330R 1.7E-09 8.2E-07 1 II <::> 3.5E-08 4.41- 05 23.4 88.6 1.3 
IL0R-BP249/IL6R-L E233D/L234Y/G237D/P238D/H268D/P271G/Y296D/A330R 7.0E-09 6.2E-07 ; vi—i;t> 3.7E-08 2.8E-05 16.8 83.8 1.8 
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[0179] L S^$MIgG1©BB^J£#-r£IL6R-G1d/IL6R-Ui% £ tUCtt LTK439E£ 

®A LfcIL6R-B3/IL6R-L0;§-FcgRtCtt-t1£ Ltd%£IZS FcgRIa^® 

FcgRIIaR^CD^tfU^ FcgRIIaH^CD^tf 1. FcgRII 

b^©^tf1.2te% FcgRIIIaV^®|p-n A^0. 9|ptfc lJ N Ctl^^T®FcgRtC 

ttt IL6R-G1 d/IL6R-L tmmxfo-o tc0 ft 

^#AtuCOIL6R-B3/IL6R-L^; hblxt" •?> d ^ K3U*MIgG10|B 

^j£#t£iL6R-Gid/iL6RH-£j£&t£c:££ii#"c&££:ta.£*i£o 

-eCtlJ^Pi0^WiJtCfclNTti#B^fr0^Stt£B^®Afua)IL6R-B3/I 
LQR-LttmtZ>ZttLtc0 

[0180] mfrbs ^ttKDWL^W^j, B^®Afu©IL6R-B3^J;b$jLTFcgRIIb^® 

S£ffl1ftf[p]±LT£kK fttffi^^/cIL6R-BF648/IL6R-L-e2.6^ 

-o 7t IL6R—BP230/IL6R—LT? 147. 6|ptfc ~o tc0 %tc, I^Rft £^-TKD(IIaR)/KD 

(lib) ©litg=fc<£frofcIL6R-BP234/IL6R-L-ei0.0N fcIL6R-BP 

231/IL6R-LTr32. 2^ U. tL©^^t»^#Atu©IL6R-B3/IL6R-L©0 

.3ttmLXm^fr\Ri±LX^tc0 &fc\ FcgRIa, Fcg 

RIIaH, FcgRIIIaV^0^&fi£^#Afu©IL6R-B3/IL6R-LJ; y =&<£frofc0 

[0181] C^»J3] FcyRIIbK*rr£^£ig&LfcFc tfcyRimm^mt(D 
m^W^o <£ t/Fc 7 RHaRMIfflfl^P^ 

^»J2tCfclNTft:fcFcgRIIb^0^£±^^L/cB^frIL6R-BP230/IL6R-

Ui, fi£^Afu(mL6R-B3/IL6R-L£tb$$LTFcgRIIb^®^7!)^150^Ci^ 

FcgRIIaRM^©^t.1.9fegJttCjq]Ae)tLT^i)o ft^TIL6R-BP2 

30/IL6R-UiFcgRIIb^®i^£\ m^R^^Wtltc^MWXh^if, 

tlZtMZte, qrt^^^y FcgRIIaR^0^£M U/c9 

xT-FcgRIIb^®^£3 IA\> 

[0182] ^{WOm 2 8 Ltz£ 9 P238DB^£#^Fc-eti, CH2 KP< -f >B 

y 0* 2 7 0#@®Asp^FcrRnb® 1 3 1 #@Arg^0^-e^g| 

101 3 1 #@0$|S^FcrRnia^FcrRna 

HMTiiHis-efe-ScmcttU FcrRIIaRMtCfclNTtiFcrRnb^lWI UArg-efe 
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y. 5^ CLtltfFcyRIIaRM^OjijR 

[0183] FcyRIIa£FcyRIIbM]&^$©;p$y$BE^J©93Xtf-lfcU 

^$i!IgG1©Fc (J^TFc (WT)) tfcyRIIaR 

mnmMMmmswmsmmik (J. imunoi. 2011, 187, 3208-3217) £# 
tfrt&ts Fey RIIaRH tfey Rllbt (D 

(Gln127, Leu132, Phe160) ©gl\ LfrM^fcitTB 

t> ts Fc y RIIaRM t <DMfc&(D&mzfcfcffi^ tlfco 

^(DtcSb, ts e>4^FcrRnbtc^-r-5^Stt^<!:^tt©(Rl±^0S 

tMZlt, FcrRIIbtC^-r^^^i^LfcFc £FcyRIIbmMW-$mt(DW 

GfaotLfomittc 11 -e& &<^ ®M£a)S£# ̂  itbmmtM3tizFCrRH 
U-tz7°^-0aiNtC 

y Z>Zt if<j&Wt%?itc0 * Z. -eiL6R-BP230/IL6R-L<£> 

ft$acfc^T^-*£&c>7cEfc£ft-e£>&IL6R-BP208/IL6R-L (#^IJ9 lefc 

^TfF®0 0Fcfr^K439E®fi£^£P&lN/cFc(P208) ZftMlZFcyRIIb^H&fl* 

4 e> tttCFc r RHaRM«^Iii£ 0|^©X8ISrBi*% fc d 

^O/Co 

[0184] 3-1. FC (P208) tFcyRimm^MMt(Dm^mm^mm^m 
m&MtfrCDfcms Fc(P208)/FcyRIIbfflffiftffimm&#;<D±Lftm&Zfr18ffi 

2.81 ?<DMtfT<Dffimwm3tifcm&&m5lZ&To 2^0Fc CH2K 
/-< y(DmiZFcy RUblffl^^Il^^£ tl-5 <fc 9 tC$£-£ Ltfcy, d tl£ T? 

3 tlttf£WL IgG©Fc-e$> £ Fc(WT) ^FcyRIIIa (Proc. Nat L. Acad. Sc i. US 

A, 2011, 108, 12669-126674) N FcyRHIb (Nature, 2000, 400, 267-273; 

J. BioL. Chem. 2011, 276, 16469-16477) N Fcy RIIa©&«ffll]§fl^$£<D&-& 

W(DiLWW&t%%MLZ^tco 

[0185] Fc(P208) /FeyRIIbSfflj&fl^Mf G237D& 

ibmzP238W^mV>mX(D§miZ&yN Fc(WT)/FcyRIIaRMIffl^^I^I^ 
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Wtib$$LT, Fc >^233# 

3fr^23m3(D)\y-y°m^ifmtLX^tc (06) o Fc(P208) 

'J > ?'237# @ Asp® ±11 £ Fc y RII b (D160# @TyriliJH t (D^ IZ& 

(HI7) 0 £©Tyr160l£FcyRIIalc:i>^Tte 

HMs RM^fcKPhe-e&y, *TKH^ 

ti F C r R11 b iz ft t z> (O fp] ± ft b XI iz F c r R11 a iz t Z> (D <£ 

Mt IN 9 5SM£ izmw%LT^Z>t%7Libtltc0 

[0186] ~J5Z\ Fc(P208)0EU^->/<lJ >^237#@0Asp©ilJJIIgfatiFcyRIIb£: 

£©EU:I->A,|J >^237S@0Asp®JHE|tCtiN Fcft®E 

U^yA'J >?'332#@0IleN EU^" >/< 'J > ?'333#@ GOGlu, EU^->/<U>^ 

334#@0LysM^tC'(uMLTlN/c (HI8) 0 £ ft £ ®M:£3l7M4^StCM 

EU^>A'J >^237#@0AspiSjJfl£*@i;fFffl£JFM3t^ *JU 

- $ tui\ Fc 7 RIIb0160# @ 0Tyr t Mm^JfMlZ t 

oS y £>ft/c 

o 

[0187] #^IJ7 tCfclNT^^tl/cP238DB^£toFc(P238D),>:FcrRIIb|ffl^^I 

^^©XilSllil£Fc(P208) t Fcr RIIb«^I^I^0Xmr^i 
mzmit&t, Fc(P208)ttFc(P238D)£J£&L$rfcl;:5f@©^£#A,-eiN 

^TIN/Co /c/cU Fc0CH2Kp< 

-f >BtCfclNTtiEU^->/<'J >^271#@Pro£GLy^,>:B^L/cC(>:T\ ±11 

L^)\sZ(D{\LW^\k1f%btlZ)tt*jlZ, fetottT^fuCDEU>?'266 

-270#0;U-7°0^^b^fc$TlN/c (HI9) 0 #t0J 8 tC^ L/c J: 9 tC, 

Fc (P238D) tCfclNTtiEU^-V/^U >^270#@0Asp^FcrRHb®131#@Arg 

C0EU^>/<'J >?271#gProSB# 

K bX^^^^TlN^qrt^^Dt^tlTlN/co ^0EU^-

>A'J y?271#g^©GLy#AKJ:y jie>ftfcj*i£^bfciu fi£Mu©Pro^ 
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iztctF 

c y R11 b £ ©$££• g E x * Ju =£—© © IR] ± iz r> ft t>< ^ tc 

£&%LZ^Zo 

[0188] 3 ^^©EU^yA'J >^266-271#@©JU-70©*i^^btCjt3|i|LT, EU 

>?292#g©Argtf=tfj&££ ̂ ollifb^Bl 

tfffgs£3*lfc0 ^©^ d©EU:f >/<'J >?292#g©ArgtiN Fc(P208)tCfc 

tt£m©®iiffl-0T?£>£EU^">/< 'J > ̂ 268#@ ©Aspt 

ZMtii, (H9) N *JU-7°m&(D£felt,lZ^Lr^Zpimil£1)<%jt>btltc0 

7°^©EU^->/< 'J > ̂ 270# § ©Asp £: Fey RII b © 131 #|=| ©Arg £:©[!!] 

TJfM 3 ft £ te, Fc y RI lb £ ©^S1f ̂  A $ < L T ̂  £ 

Ztfrbs H268Dfi£^©a#At^ *JU-7°*i^£FcyRIIb©^0t©=l>7 

yiz^itts^^ztx-, ^tc^tft-pxy SP kf-fa&x* 
J U dr - Us ^ S a x *)u^ - © j* Jp -o £ y © fp]± tc -D 

tatf^tc RTtg1ftf&£o 

[0189] ^^4^Sttfp]±£@^L/cB^©pr^ 

fi£^A£Mu©1*M©t>£o£ LTEU^>A''J >?'239 

#g©Sertfjiai3*lfco MWlZ^tmVs FcyRIIb©117#g©Lystfl*i£ft] 

tCjlTt ̂  t g^&MT-#t/£;fr[p]tC, £©CH2 KP< -f >B©EU^->/<U > 

?239#g©Serti&MLT^£0 <%0©#¥#T"CtiFcyRIIb©117#g© 

Lys©^^Jtti56§I3ftTfc£>t\ *Lysg|gti—^©l*iil££c>T^&^ 

Ztfrbs iitraiFc (P208)£©*|S:ftffl^©C:©Lysg|g©|I|-£till£ft 

-C$>2>£%Xbtl2>tf, Z. ©CH2 KP< -f >B©EU^">/<'J > ?'239#@ ©Ser£ 

^^^W-r^AspS/ctiGLu^^B^L/cil^ lE^^fc^FcyRIIb©117 

#@©Lys,>:©^tC|fmffii:^fflffl#"e$, ^©^^ LTFcyRIIb^©^ 

n'/Stt©fR]-t^Sl'f^^ tltZo 

[0190] -J5s CH2 KPW >AtC£tt£>EU:f >/<'J > ?'239#@Se r ©*!}££ 1,T <2* £ 

^ EU^>A'J >?'236#@©Gly©±fl£7KSl^1=r£M 

FcyRiib 
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'J y ?'237# @ Asp £ #fr233# @ fr b 239# ̂  fr itX (D )V- 7°*I £ £ 

^b^ttTl^^^btlfc (@7) 0 ^U-^i3t£^0#©=]>7^^ 

—i/a y•&£z. ti&s fin'aizZibtejjiy s • tr— 

-m^WMLs BMt LT^Sax^;udr-(D±iJpoS 

±iZlt&tfho C0CH2 KPW >A©EU^->/<'J >?'239#@ £AspSfc 

tiGLu^^B^Lfcil^ EU^yA'iJ >^239#@GLy±IIhCDzKH^tf 

n, ^ e>tc-rc5£< tc#^-r^Eu-tyjv) >^265#@AsP 

< RTtg-lf & y, £ RTtglttf# A e>ftfc 
o c®^^^jb^tifc^©xt^u^r-^> FcrRHbi:0^SSx^;i/^-

©$'>££&< TcSb, ^rnt 

[0191] [Fc(P208) 0^IIf*M] 

Fc(P208)0l)llMttJ^T©<fc9tCtTofco tf, IL6R-BP208(|B^iJ#^ : 24) 

(Ds EU±>/<U yfAr 3 9#g0Glu£^MMH hIgG1©ia^J-C$)i>Lys^ L 

fcIL6R-P208£^liUfco ^ICEU^V^'J >^220#@®Cys£SertC«^U E 

> J <*) y Vl\ 6# § ©G lufr P> ^ ©C^iffi^PCRtC J; ^ T 0 • - - > <? L fcm 

fe?S3?UFc(P208)£#%$J1 £IBSi©;&&IZ lfc^^t»^-®m 
Ht^frofco &fc\ EU^>A'j>?220#g©Cystt®^©IgGHC£ 

L£I(DCys£; disulfide bondUTlNFc®<^£:lM]S^t~•2>*i 

^ ^H&disulfide bondJ&j&*mmt ZtzltoiZ 

SertCM^ Lfco 

[0192] [Fc r RUbfflflS^^©^^] 

##^20^)itC LfcA^tllLfco 

[0193] [Fc(P208) FcrRnb«^I^I^©|*M] 

#• H-fbflihz% £ ftfcFcr RIIb«^Ii^-t > 7°;u 1.5mgtC^Ls gLutathio 

ne S-transferase^CDSin-^S ^ LTAfliStCct; lJ LfcEndo F1 (Pro 

tein Science 1996, 5, 2617-2622) 0.15mg£Jp^.N 0.1M Bis-Tris pH6. 5CQB 

uffer^T\ g.^ZT3Br$&W.tZZ.tlZ£V* NMfttfl£Asn^itfg^i% 

LfcN-acetyLgLucosami ne£^ LT"tO|ff Lfco d l^fc 
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FcyRIIb«^I:iiHt>7^U£5000MWCO®^3}§J]l^J; y;f!sU 20mM HE 

PES pH7. 5, 0.1M NaCLT-¥ttLfc^U3i§^A^PV h^7-f- (Sup 

erdex200 10/300) tC £ y L tcQ ^ 

Hi«^CFc (P208) £^;Uj;b-eFcrRnb«^IJi0(i9^g=FiiiiJ^4 

10000MWCO0^^5iiM^J: 25mM HEPES pH7. 5, 0.1M 

NaCLT'IF:tij'fb P?h 7 < — (Superdex200 10/300 

) Kj^jntisiu FC(P208) / \=crRimm^mm^W(Dvyy)\y^mtc0 

[0194] [Fc(P208)/FcrRIIb^fr«^I^I^0^r^b] 
Fc(P208) / FcrRnb|ffl^^I^I^®Ht>7°>»U£10000MWCO®^^5ii 

HI tCcfc lJ 1^10mg/mLSTills U KP '> 7°^fX}i£i£;£tCTSeeding 

L'3'3i|p^'fb;&fcCl4o/co $• ll'fbtC&VDXm7°b—h (Hampton Rese 

arch)£:^|l\ 0.1M Bis-Tris pH6. 5% 19%(w/v) PEG3350, 0.2M Potassium Ph 

osphate dibasic® 'J if—/<—}£fclZjtf U 'J If—/<—: #nl!'fbHt >70JU 

= 0.85^1 : 0.85ML-e;Fb^LT^r^b h'Py^M, 

t# ̂  tl7t|W]^JE^$;®;|nl!£;Seed Bead(Hampton Research) 

li;#)S75)N£>fEJ5£ LfcHIR/§/^0.15AI L£;^iP U 'J +f—CDAo xJUtc: 

20°CtC|fML/c^C5^ ^tf©^ll£?#£££lCj$^Lfco 

[0195] [Fc(P208)/FcrRnb«^I^I^«SrH^^®Xi|g[5]^-^0)|JJ^] 

?#£*lfcFc(P208) / FcrRUbM^I^I^^^rH-^^O. 1M Bis-T 

ris pH6.5, 24%(w/v) PEG3350, 0.2M Potassium Phosphate dibasic, 20%(v/ 

v) Eth y Lene g Lyco Ltc^ 4 P >JU— 7°{\1"$® tf>T 

^ £ y s t!\ Spr i ng-8®BL32XlKCTXi®/f 

9~$©)I£ £fc0 &fc\ )I^^ti^tC-178°C©M 

y^AttttOCCD^ ̂ ?*MX-225HE(R 

AYONIX) KcfckK ^H£0.6° S-^Jl/300^©X^|UM 

#^iix*L/co mbtitcmmm^(Dm^^(D}^s mm&omm 
W\ ftbtflZfgtfffT — ^©ftkSUCteU 7°P^^AXia2 (J. AppL. Cryst. 201 

0, 43, 186-190) N XDS Package (Acta Cryst. 2010, D66, 125-132) 
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tCScala (Acta Cryst. 2006, D62, 72-82) Softie 81A £ 

^r^C2221JCSLs *£^£$U=156 

. 69 A% b =260.17 A% C=56.85AN a=90° N /3 =90° N y = 90° 

tCo 

[0196] [Fc(P208) / FcrRIIb|ffl^^I^I^0Xmr0^M/f] 
7°P?^APhaser (J. AppL. Cryst. 2007, 40, 658-674) £ 

mm&Z J; y fc d 4 o fco ?# £ A $ 3 t Fc(P208) 

Fc(WT) / FcrRnia«^I^I^0^r0^-efe^)PDB c 

ode:3SGJ©*i^®ifr^ Afl239-340#& £>OHcBfl239-340#©:P $ J m% 

LTixyai u ^ti^ti^FC0CH2 K*-f 

£L/co |Wl u < PDB code:3SGJ0*i^®ifr^ AII341 -444#£B|I341-443# 

<07^JWBM&ft*-r><0mim£LT12tiLV&Ls Fc CH3KpW>0S^ffl 

Lfco g&KFcyRIIbffl]&^$©^lllti£-C&£PDB code:2FCB 

Jitas^^ixy& LFC(P208) 

Lfco Fc CH3KPWX FcrRHbM^pl Fc CH2 KPW >©£• 

0rai£fcc£t/M3iP3l$(fr£> 
>££L<£9 <>: LtctZZ, CH2 KPW 

S < C> /CO ^ d -ea y (D 3 oe>ftws £ t, £ test 

Fc(WT) / FcrRIIIa«^I^I^©^r0 

L&tf£g&©CH2KpW>©&M£^ Fc(P208) / Fc 

rRiib«^l^I^«Sr0^©M^^u^t#/co 

tC>^L2o©Fc©CH2 2^©Fc0CH3 KP< -f ^OHCFcy RUbfflJfe 

Zt^-otct. Z 5N ^®0#J^T25-3. 0A©[g]ifr 

Rffiti42.61 Free Rffiti43. lit ft 

ofco 3 £>tC7°P^AREFMAC5 (Acta Cryst. 2011, D67, 355-367) 

temmmitt, m^kmz^^titzm^.m^otfr^fr^w^titzm 
Lfc2 F o-F c 
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% F o-F c 

z> I\ Coot (Acta Cryst. 2010, D66, 486-501) Tfcel&l\ Z tl b ̂ k. S 

f Z t. fc Z & -o fc0 il?j|lC2Fo-FcN Fo-Fc£:#i££: ZW 

s MmtolZftMffi25-2.8lA(D2725m<D®}ff&&Jr-*Zm\ 47861®©# 
TkmMTZS&^TJl'lZttLs R lit £24. 51 Free Rfit& 

28.2 Itftvfco 

[0197] 3-2. Fc (P208) t Fc y RIIaRM«^Iii£ ©l^ft©X|miWtf 

Fc(P208)/FcrRIIaRM«^I^I^^0^r0^^ 

ftmm2.87AT&feLfc0 Fc(P208)/FcrRHaRM«^I^I^0^r^i 
fetks ^MJ3-1 K^LfcFc(P208)/FcyRIIbffl]&^$^tt£©^llj* 

ttimLtctzh, 
tzfr-otc (0i Do ufru 

sorn-mm. %mmz%xfrz>t qrtstt© & z 
FcrRIIaRMtCfclNT^ 160#g©g|g&Tyr-e&&<Ph 

eTfey, m 1 2 IZ^Ltct&Vs P238Dfi£^£#frFc,>: FcgRI lb £©^0ttC 

#£L/cFc CH2 KPW >A0EU^->/<'J >^237#g©T7$ 7I£$|S©±fI<>: 

©F^©zKfil^&M/£"C $ & l\ d tl^P238Dfi£^©a#AtC ct •SFcy RHaRM 

FcyRIIb^CD^tt-e&s Fc CH2 K* -f yMZti^T, EU^yA'jy 

^235# g ©Leu^EU^" >A' 'J > ̂ 234# g ©Leu©iSjJfI©m^Jt 7^5611 qTt£ 

T?& Z © U Fc y RHaRM t ©*f Z tl "MUM©^^Jt 

&&<, EU^->/<'J >^237#g©^S©;U-7°^\ d©^5£-e©FcgRIIaRM 

~J5, CH2K* 

-< yBiz-D^xmLwmom^tmLTfrzt (m 3) N FcyRiib^© 
fc-SfoMlk-eittVi- ^©237# g ©Asps -e©^F®j£tf sure $ z 
mzttLs FcrRIIaRmt (DIMS fa?-tes EU± >y< 'J > ̂ ©237# g ©AspJ; U 
#iiu3ag^J££^?®J££tesrr£££rf>Mtg^&kK FcgRIIb^B#^ 
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tb$$U U± 

frbs Fc (P208) <DEUi-y<i) >^234#gA^238#g©^JC33F 

cyRIIb£©^©|&&CH2 £*4 FcyRIIaR£©^©|&&C 

H2 KP< -f 

[0198] [FcyRiiaRmmM^mvmmm'] 
&%W2<Df55klZ Ltcff^XMMLtco 

[0199] [Fc (P208)/Fc y RIIaRMIfflfl^I^tlirl*©**^] 

tlTcFcyRlla >70JU 1. 5mg tC L s glutathione S 

-transfe rase £: COITUS £: LT AJjillitCcfc lJ LTcEndo F1 (Prote i n 

Science 1996, 5, 2617-2622) 0.15mg^20M L05U/ml Endo F2 (QA-bio) ft 

>bXfiZ2Qij, LCD5U/mL Endo F3(QA—bio) £JQX.N 0.1M Na Acetate pH4. 5CDBuf 

fer^{£T\ 9 L/C^N ^ blZs glutathione S-transferas 

e£: COITUS t LTAfliStCct lJ L/cEndo F1(Protein Science 19 

96, 5, 2617-2622) 0. 07mg^7. 5^ L©5U/mL Endo F2 (QA-bio) &P>OHc7.5 

ix L05U/mL Endo F3(QA-bi o) £j!tiQN 3 b iZ 3 0 F^UMf £ d t iZ J; y N NM 

HII^AsntCiS^IS'n L/cN-acety LgLucosami ne££§ LT^OIfr L/c0 )%IZZ. CD 

LtcFc y RIIaRMIfflfl^P^ > 7°JU£ 10000MWCO©Hft 5 

iMKcfcyjIifolU 25mM HEPES pH7, 0.1M NaCLT¥SHb 3 ^ A 

^P7h^77-f - (Superdex200 10/300) IZ J; y L /cQ 

/c$tfI«FcyRIIaRM«^Ii«:fr tCFc(P208) £ ̂  Mb^FcyRIIaRMIffl 

ti 9 10000MWCO0vm3iiMtC <£ y }f 

ls^N 25mM HEPES pH7, 0.1M NaC LTIF:tij'fb Ltc^f J\y^>M.tl =7 P?h 

7-T- (Superdex200 10/300) K J: y ittiU U Fc(P208)/Fc y RIIaRMIfflJ^ 

^mm^W(D^yy°)\y^mtc0 

[0200] [Fc(P208)/FcyRIIaRM«^I^I^0^r^b] 

Fc (P208) /FcyRIIa CDV > 7°>»U £ 10000MWCO® 5 

iiM tCJ:y^10mg/mLS-e;IlsL, :> y 7M >^ K• y 7°^^,^f^;itCT!• 

0. 1M Bis-Tris pH7. 5, 26%(w/v) PEG3350, 0.2M Ammoniu 
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m SulfaeCO 'J if—/<—U 'J if—s<~: JfenlUbif >7OJU = 0. 8M-

L : 1.0M. LT/li'n LTlp^'fb KP V 7°£fFJ$^ 20°CtC|fM L 

tctZZs £?#£ Z t IZftiJ-h Lfco 

[0201] [Fc(P208)/FcrRnaRM«^I^I^«SrH^^©Xi|g[5]^-^0)|JJ^ 

] 

t#^tl/cFc(P208)/FcrRnaRM«^I^I^©^r0-O;&0.1M Bis-

Tris pH7.5, 27.5%(w/v) PEG3350, 0.2M Ammonium Sulfate, 20%(v/v) GLyce 

roL0;#^^;lL/c^s • >JU-7°tt$® tfye^cr^f < 

Vyi>7 0 h 'J-BL-17AKTX^|I]^-*©>IJ££££&ofco &fc\ >UJ£ 

^ti^tC-178°C0M 

ffflAttttOCCD^ 71? ̂ Quantum 315r (ADSC) IZ J; y N ^H£0.6° 

K-^;U225^0Xi|g[5]Mjf^J]X^L/co 

7°P?^AXia2 (J. AppL. Cryst. 2010, 43, 186-190) N XDS Package (Act 

a Cryst. 2010, D66, 125-132) & £>OHcScaLa (Acta Cryst. 2006, D62, 72 

-82) g«iw^^tg2.87Ast©@WT-^zmtzo 

% ^^C2221JCSLN =154.31 A N b=257.6lA% c =56. 19A% 

a =90° N /3 =90° N y =90° T?feofc0 

[0202] [Fc(P208)/FcrRIIaRMIffl^^I^I^0Xmr0^M/f] 

7°P?^APhaser (J. AppL. Cryst. 2007, 40, 658-674) £ 

t^mtsntco ^WiJ3-1-et#^tl/cFc(P208)/FcrRIIb«^I^I^0 

XfftMM&frb&fes 3 biZmbntcWMIEf)\yiZML2'D(DFc(DCW2 KPW 
X 2^0Fc0CH3 KPW V^^t/tCFcrRHaRMIffl^^Iii^ft^-riy^t^ 

iktk&Z.Zii'jtct Z Z>s d®0#^T25-3. 0 A Ls $nH 
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R lit £38.41 Free Rfit&38 MttH-otc* 3<^C7°P^AR 

EFMAC5 (Acta Cryst. 2011, D67, 355-367) 

F o-F c, Fo-F c Zmttt 

7°£Jl/c£7^©;ETr,lU|^IE£70P ?^ACoot (Acta Cryst. 2 

010, D66, 486-501) T?33d^l\ d tl ̂  d £ "e^T^K^i^b^ 

il?lllC2Fo-FcN Fo-Fc£:#i££: y 7°^: t £: tC7j<^ 

<D24838immfY^^-^^m^\ 
s R lit £26. 31 Free Rffiti29.8 l£t$iitz0 

[0203] C^»J4] ^r0^tcS^^TB^Mm^^^L/cFcB^fr 

^»J3 Ltc J; 9 FcgRIIb^i^fi£^l*Fc(P208)0CH2 K 

P271G&^©#AK£t,&9Ji0©lti£^b©^£ LTEU^-

>A'J >^268#@Asp^\ EU^>A'J y?292#gArg£t|^4IS:ftffl£M/£ 

LTi^c^T^Pg^ti/c (HI9) 0 zmmWm^ifEU±yy<^j yfim 

-271#@0JU-7°*i^0£:^ttCH3\ mmt LTFcyRIIb^0^i^iUC 

^ZUZ(DEU±yy<^ > ?'268#@ 0Asp£Glu 

iZZmt & Z tX\ FcyRIIb292#@0Arg(>:0ttm*@i:fFffl;HiHtU 

-7°*i ^ £ £ T\ FcgRI lb £: £ 

fr^l^T^/co S/cHI8tC^L/c®1'J^ FcgRIIb^EU^-y/^'J >^160#@T 

yr&N Fc(P208) CH2 KP< -f >A0EU^- y/< 'J y ?'237#@Asp®±fI,>:7.KSl^ 

1^£JFMU FcgRIIb£0i^Ctt^&^tiJ£J|fcUTl^o -^EU^>A'J 

>^237#@Asp0iliJII^^#^0ffii:^ffltiJFMLT^4lNt©©, 

ft-eEU^VA"'; >?'332#@IleN EU^" >/< 'J y ^333#@GLu, EU j-y/<>jy 

^334#@Lystf&mztiLW LT^S0 d tl £©®&£S£;!K1f glSKM&f 3 

C^-eEU^->/<'J >?237#gAsp£*|S:ftffl£&a&-C *B&&&<DJU-7 

tTZ d £ T\ Fc y RUb© 160# 3(Dlyrt ig&S tl 

ffittrT&SELfco 
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[0204] ^MJ2K£^TfE§!iLfcIL6R-BP230/IL6R-L (BB9!J#^ : 27/IB^U#^ : 21 

) iZttLTs H268E, I332T, I332S, I332E, I332K, E333K, E333R, E333S, E 

333T, K334S, K334T, K334E £^tl^tU#A Ltc0 

£ LTtiIL6R-L(|B^y#^ : 21) £±±® LTffl^fcQ 1 

Ztlb(DimWfrb^KW^:%M, mmLs #^J2(OT;£tCj;y#FcgR (Fcg 

RIa, FcgRIIaHMs FcgRIIaRM, FcgRIIb, FcgRIIIaVM) 

Lfco 

[0205] cgRlZtttZKD^m 2 iZ^to &fc\ &IL6R-B3 
(IB^#^ : 23KcttLT®ALfcfi£^£^-to fcfc LIL6R-BP230«:^f 3 

LfcIL6R-B3/IL6R-UCOlN-ai*£ LT^Lfc„ 'J ^7° 

^ K0KD(IIb)/B^/1N°IJ^7°51 K®KD(IIb)tiN IL6R-B3/IL6R-L0FcgRIIbtC 

ttt3M£#fi£^l*0FcgRIIbtCttt3KD^TtlJ^fclLi£^-to £fcs S£ 

KCDKD(IIaR)/fi£|£tf\ 'J /^7°51 K®KD(IIaR) ti, IL6R-B3/IL6R-L0 

FcgR IIaRtC^-r3KDlil^#B^fr0FcgR IlaRtC^t"3 K D^-eflJ^ fcffi^ 

mto KD(IIaR)/KD(lib) ti ti, ^^©FcgRIIaRtCtt?" £KD£;§fi£^0F 

cgRIIbtC^-r SKD-ety ^ fcffi-efe y, £ ©lit#* $ FcgRIIb^0MM£ 

7^1^ &fc\ ^2 O/SN Lfc-tzJUti, FcgRCDIgGtC&i 

fcfc to, #^iJ2tC|Ei6© 

c^2] 

KD= ORraax/(Req-Rl)-C 
(D^mm Lxwai Lfc^-efe^o 

[0206] 
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im.21 

IL6R-
BP230IC 
lRZ.tz 
ait^ 

FogRIa 

KD (mo I /L) 

FcgRIIaR 
|3*ff •£ 
K0(mo I/L) 

FcgRIIaH 
icsrfs 
KDOnol/L) 

FcgRIIb 
l-fcrT-S 
KD (mo I /L) 

FogRIIIaV 
i-*rrs 
KD (mo I /L) 

KD(IlaR)/ 
KDCIIb) 

Si*° U ^ 
•J=f Kffl 
KD (I IaR)/ 

^ K 
CDKD (I IaR) 

-??• R© 
KD (11 b) / 

K 
©KD(IIb) 

IL6R-G1 d/IL6R-L -— __ 3.2E-10 1.0E-06 6.7E-07 2.6E-06 3.5E-07 0.4 1.1 1.2 
IL6R-B3/IL6R-L * 4.2E-10 1.1 E-06 7.7E-07 3.1 E-06 3.3E-07 0.3 1.0 1.0 
IL6R-BP230/IL6R-L 1.4E-08 5.7E-07 H.oF. Jti 2.1E-08 6.7E-05 27.5 1.9 149.0 
IL6R-BP264/IL6R-L H268E 6.5E-09 4.8E-07 !' ;'F On 1 2E-08 5.2E-05 40.6 2.3 265.0 
IL6R-BP384/IL6R-L K334R 3.0E-09 1.3E-06 I.8E-05 7.1E-08 4.5E-05 17.7 0.9 43.5 
IL6R-BP390/IL6R-L I332S 1.6E-09 4.9E-07 7 JE-O-J 2.1E-08 2.9E-05 22.9 2.2 144.9 
IL6R-BP391 /IL6R-L I332T 9.6E-10 3.4E-07 •: -1E-U0 1.3E-08 1.9E-05 26.6 3.2 242.2 
IL6R-BP392/IL6R-L I332K 7.9E-09 7.3E-06 2ML Ob 9.9E-07 2.9E-05 7.3 0.2 3.1 
IL6R-BP393/IL6R-L I332R 1.1E—08 3.9E-06 *-.oE -r, 2.7E-06 4.8E-05 1.4 0.3 1.2 
IL6R-BP465/IL6R-L E333K 1.6E-08 6.1 E-07 1.5E-05 2.1E-08 6.7E-05 29.8 1.8 151.2 
IL6R-BP466/IL6R-L E333R 1.5E-08 5.2E-07 1.1E-05 1.7E-08 2.9E-05 30.4 2.1 181.3 
IL6R-BP467/1L6R-L K334S 8.9E-10 1.1 E-06 1.2E-05 4.1E-08 3.2E-05 25.8 1.0 75.4 
IL6R-BP468/IL6R-L K334T 9.7E-10 1.1 E-06 9 't Oo 4.0E-08 2.7E-05 26.3 1.0 77.7 
IL6R-BP469/IL6R-L E333S 1.3E-08 6.0E-07 1.2E-05 2.3E-08 3.7E-05 26.4 1.8 136.6 
IL6R-BP470/IL6R-L E333T 1.5E-08 4.9E-07 1.0E-05 1.6E-08 3.7E-05 30.6 2.2 192.5 

[0207] IL6R-BP230/IL6R-UC& LTH268E£a#A L/cIL6R-BP264/IL6R-U E333K£ 

®AL/cIL6R-BP465/IL6R-U E333R£#A LfcIL6R-BP466/IL6R-U E333T£ 

#ALfcIL6R-BP470&N IL6R-BP230/IL6R-Ltb$$ LTFcgRIIb^®^£\ M 

£R'l4WtC[q]± LTl^/co S/cI332T£a#AL/cIL6R-BP391/IL6R-UiN IL6R-BP 

230/IL6R-L£tb$$LTFcgRIIb^©MM£&'f&T-t£:fc©aX FcgRIIb^®^ 

"• 7^[q]± LTl^/co 

[0208] c^»j5] EU^>/<Uy//2i]m3mm^(Dmmmm(Dmx 
P238Dfi£^£ t O Fc (P238D) £ Fc y RIIb«^Iii*f 1^1*®XS£liil £ Fc 

(P2W) Z> t, Sfcltitlft 

EU^yA'J >^271#@O£f0lj|^^^T 

(119) 0 #^#!J 8 IZTF Lfcct 9 tCFc (P238D)-eti, EU^- >A' 'J > ?'270 

>A''J >?'271#@Pro^:frtCAZ^b^&X hL/7,7^N7J)No T £ qT 

^Dt^tlfco Fc (P208)/FcyRIIb®^tCfclNTti, P271G0fi£^#AtCJ: U 

s £ 9 lz±m [s'Ob-etotfLW&ittflS $ T fc 

y, EU^>A'J >^271#@0^0^^A$<^bL/c^^X 

^ti30 £a®bL/c*i^£3 e>tcs^b-e$i) 9 £ <&^£#A*e$ 

tU2\ Fc y RI lb 131#@Arg£0tfm*@i:fFfflJFMtC(>::&&9X> hP tf-

£>tCSM"e3\ !•£-)£'14[R] ± K O & fr* § pff£'I4^& 
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So E >^271#@0jlStCttLT«ft&fi£^£®AL 

o 

IL6R-B3(IB^#^ : 23)iznLT, 

E233D, G237D, P238D, H268E, P271G£a#A LfcIL6R-BP267(|B^]#^ : 29) £ 

IL6R—BP267 tC>c^ LN EU^- >/< 'J > ?'264#@% 265#@, 266# 

267#@N 269# |=L 272#@ (DT < 7 m%:jt(D7 $ 7 Il^Cys^P^ < 18ffl 

LTtiIL6R-L(|B^#^ : 21)£ 

Ht§!iU U^FcgR (FcgRIa, FcgRIIaHM, FcgRIIaRM, F 

cgRIIb, FcgRIIIaVmiZtttWmLtc0 ?#£*l 

fi£^£®At&fu©IL6R-BP267/IL6R-L(>:J;b$$LTFcgRIIb^0^£i^i|-t 

fe3lNtiFcgRIIb^0MM^;&fq]±^'&3:fc©tCOl^T^3 IZ% tisb 

fc o 

[0209] [H3] 

IL6R-
BP267IC 

ass 

FcgRIa 
dStfS 
KD(mol/L) 

FcgRIIaR 
KSft-S 
KO(mo 1/L) 

FcgRIIaH 

KD(mol/L) 

FcgRIIb 
KJftS 
KD (mo 1 /L) 

FogRIIIaV 
dxtT-l) 
KD(raol/L) 

KD(IIaR)/ 
KDCIIb) 

ti*° y 
Zff- K© 
KD(HaR)/ 
$S^y 
K-Jj- K 
©KD(IIaR) 

SiJtf U ^ 
J J- Kffl 
KD (11 b) / 
ast^*°y 

K 
©KD(IIb) 

1L6R-B3/IL6R-L * 4.2E-10 1.1 E-06 7.7E-07 3.1 E-06 3.3E-07 0.3 1.0 1.0 
IL6R-BP267/IL6R-L ~~ 4.0E-09 1.7E-06 I.SE-05 1.3E-07 5.3E-05 13.0 0.7 24.3 
IL6R-BP348/IL6R-L S267A 5.5E-10 7.0E-07 2 2E or. 4.6E-08 2.7E-05 15.3 1.5 67.6 
IL6R-BP300/IL6R-L V264I 9.6E-09 6.9E-07 1.2t 01. 5.8E-08 5.6E-05 11.9 1.6 53.3 
IL6R-BP367/IL6R-L E269D 3.1E-09 1.2E-06 4.6E-05 1 0E-07 5.3E-05 11.7 0.9 30.6 
IL6R-BP350/IL6R-L S267E 8.9E-10 1.5E-07 8.3E-05 1.0E-07 8.9E-05 1.5 7.0 30.0 
IL6R-BP333/IL6R-L V266F 9.1E-09 1.5E-06 3.4E-05 1.2E-07 5.9E-05 12.5 0.7 26.4 
IL6R-BP352/IL6R-L S267G 1.8E-09 1.9E-06 2.8E-05 1.2E-07 4.3E-05 15.7 0.6 25.3 
IL6R-BP339/IL6R-L V266M 4.6E-09 1.4E-06 i.;;E Ofj 1 3E-07 2.4E-05 11.3 0.8 24.5 
IL6R-BP520/IL6R-L E272M 3.9E-09 3.0E-06 3.1E-05 1.7 E-07 4.7E-05 17.5 0.4 17.8 
IL6R-BP523/IL6R-L E272Q 3.7E-09 2.7E-06 2.9E-05 1.7E-07 4.1E-05 15.9 0.4 18.4 
1L6R-BP313/IL6R-L D265E 2.6E-08 1.3E-05 4.7E-05 8.4E-07 3.8E-05 15.6 0.1 3.7 
IL6R-BP513/IL6R-L E272D 3.8E-09 1.7E-06 3.9E-05 1.1 E-07 7.5E-05 15.4 0.6 28.1 
1L6R-BP521/IL6R-L E272N 3.6E-09 2.9E-06 4.4E-05 1.9E-07 9.9E-05 15.2 0.4 16.0 
1L6R-BP338/IL6R-L V266L 1.5E-08 2.2E-06 2 2L Oh 1.5E-07 2.5E-05 15.0 0.5 21.3 
IL6R-BP517/IL6R-L E272I 3.2E-09 2.1 E-06 2.2E-05 1.4E-07 3.5E-05 14.7 0.5 21.5 
IL6R-BP514/IL6R-L E272F 4.3E-09 3.0E-06 6.4E-05 2.1 E-07 9.1E-05 14.0 0.4 14.6 

[0210] #B^^0#FcgRtC>^-r3KD^^3 tC^-ro rIL6R-BP267tC 

JPiLfcfi^J $mt L/cIL6R-BP267(|B^y#^ : 29KcttLT®ALfc 

o fc fc LIL6R-B3 £ 3 |&© 7U ^ ft 31L6R-B3/IL6R-L iZZ>^X 

&*£ LT^Lfco K^KDdl^/B^/^'J^y^1 K0KD(I 



WO 2014/030728 110 PCT/JP2013/072507 

lb) IL6R-B3/IL6R-L©FcgRIIb£tt"f £KDlii£&&^tt©FcgRIIbl;:ttt"£ 

K ttz, 'J ^7°^ K0KD(IIaR)/fi£^*° 

K®KD(IIaR)tiN IL6R-B3/IL6R-LCDFcgR IlaRlC^t" £KDlit£&&^tt©FcgR 

IlaRiZtttZKDmxm^tcmzmto KD(IIaR)/KD(IIb) 

FcgRIIaRtC^-r3KD^#B^fr0FcgRIIbtC^-r3KD-eSlJ^/cffi-efel'J^ Z(D 

m*±x*^iZZ:FcgRnb^(DmM£ifm^Zt%:^t0 &fc\ 

VD&Ltc-tzJUti, FcgR©IgG£ttt-£^tffi&l§^&kK 5£j£itft&$#T-c 

ttiE L < #^ij2 iztmo 

C^2] 

KD= C.RMX/(Req-RI)-C 
m L/cffi-efe3o 

[0211] H3 IL6R-B3/IL6R-L£: hblx LTFcgRIa% FcgRI 

IaH, FcgRIIIaV^^^^H^S/ctiM^LTlN/co %tc, IL6R-BP267/IL6R 

-liZMLX^M'tlS2Qlks V264I, E269D, S267E, V266F, S267G, V266M£jQ 

X tz W&W tis WiM. £ JD X Z> tu (DIL6R-BP267/IL6R-L t tb$$ L T FcgRI Ib^ (D 

tztc, IL6R-BP267/IL6R-LtC>^LT;etl;e,tlS267AN S 

267G, E272M% E272QN D265EN E272DN E272NN V266U E272IN E272F£JQPL/C 

&£foiZs B^^iPx3fu0IL6R-BP267/IL6R-L,>:J;b$jLTKD(IIaR)/KD(IIb) 

(Dm<m\lLT]SV, FcgRIIb^0MM££[q]±3-&&^J|£^L/co 

[0212] C^»IJ 6 ] CH3$m^0)ZmmXiZ & &FcgRIIb^0^i§ri^il 
E\i±>/<lJ >?'396#@©Pro£LeiHCM^-t&fi£^iFcgRIIb^©^£i^ 

(Cancer Res., 2007, 67, 8882-8890) 0 E\i± 

>A'J >?'396#@tiFcgR£0*@i;fFffltCtiitJgP^L^£MuTfe&^\ 

z txfcgRtmmwmizmm ztiz 
o tZ?\ EU±>/<IJ y<?3%m3lZMmm^$:mAtZ>ZtlZ£ yN FcgR 
IIb^®i|p-n ^)t>sEo friZ'DKj^X^Mi^il-otCo 

IL6R-B3(|B^]#^ : 23)tC&U E233D, G237D, P238D, S267A, H268E, P27 

1G, A330R£#ALfcIL6R-BP423(BB?!l#^ : 33)£^§!iU $mtLtc0 IL6R 
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-BP423tC*tU EU> 7396^3 ZTL(DT< >£P&< 18 

mn<07^JmzW&Ltz®M.W*ft$kLtzo %iWimt LTtiIL6R-L(BB?!l 

#-*§• : 21) L Tffi lNfc0 1 l\ Z. tl £> 

mML, #^J2©^tCj;y^FcgR (FcgRIa, FcgRIIaHM, Fcg 

RIIaRMs FcgRIIb, FcgRIIIaVM) tCtt"tLfco %btltcW&W 

CO^&FcgR^^ilp-n ^^4 tC l£ t. 8btc0 

[0213] [H4] 

IL6R-
BP423IC 

afe^ 

FcgRIa 
l-*tf h 
KD (mo I /L) 

FcgRIIaR 

KD(mo I/L) 

FcgRIIaH 

KD(mo I/L) 

FcgRIIb 

KD (mo I /L) 

FogRIIIaV 

KD (mo I /L) 

KD(IIaR)/ 
KD(IIb) 

'J ^ 
Zf=f K© 
<D (I IaR)/' 

K 
©KDdlaR; 

<) * 
•J9- KcD 
KD(lib) / 

K 
CDKD (lib) 

IL6R-G1 d/IL6R-L — 3.2E-10 1.0E-06 6 7E-07 2.6E-06 3.5E-07 0.4 1.1 1.2 
IL6R-B3/IL6R-L * 4.2E-10 1.1 E-06 7.7E-07 3.1 E-06 3.3E-07 0.3 1.0 1.0 
IL6R-BP423/IL6R-L 7.7E-10 1.8E-07 2.0E-06 5.1E-09 1.6E-05 34.2 6.3 604 
IL6R-BP447/IL6R-L P396A 9.0E-10 1.6E-07 2 OE-O6 5.3E-09 •/ "F !r; 29.7 7.0 584 
IL6R-BP448/IL6R-L P396D 7.5E-10 1.3E-07 1.4E-06 4.1E-09 9.7E-06 31.7 8.5 759 
IL6R-BP449/IL6R-L P396E 9.1E-10 1.4E-07 1.5E-06 4.6E-09 1.2E-05 29.8 8.0 667 
IL6R-BP450/IL6R-L P396F 8.4E-10 1.2E-07 1.3E-06 4.1E-09 9.6E-06 29.4 9.2 763 
IL6R-BP451 /IL6R-L P396G 9.8E-10 1.8E-07 2 0t: 06 6.2E-09 1.2E-05 29.2 6.1 499 
IL6R-BP452/IL6R-L P396H 7.5E-10 1.3E-07 I.5E-06 5.1E-09 I.1E-05 25.9 8.3 602 
IL6R-BP453/IL6R-L P396I 7.5E-10 1.2E-07 '..IE H7 4.6E-09 7.4E-06 25.5 9.4 675 
IL6R-BP454/IL6R-L P396K 8.2E-09 1.3E-07 I.4E-06 4.8E-09 9.1 E-06 27.5 8.4 649 
IL6R-BP455/IL6R-L P396L 7.5E-10 1.3E-07 1.6E-06 4.0E-09 8.5E-06 31.8 8.6 767 
IL6R-BP456/IL6R-L P396M 6.0E-10 1.2E-07 2 OF. Oti 3.5E-09 9.2E-06 35.3 8.9 888 
IL6R-BP457/IL6R-L P396N 9.1E-10 1.5E-07 2 hE Oii 5.2E-09 1.3E-05 28.9 7.3 591 
IL6R-BP458/IL6R-L P396Q 7.8E-10 1.4E-07 1 :E 06 4.5E-09 1.1E—05 31.1 7,9 687 
IL6R-BP459/IL6R-L P396R 1.1E-09 1.5E-07 1.4E-06 5.1E-09 1 2E-05 28.9 7.5 607 
IL6R-BP460/IL6R-L P396S 8.7E-10 1.6E-07 3.2E-06 6.5E-09 1.4E-05 25.2 6.7 478 
IL6R-BP461/IL6R-L P396T 1.3E-09 1.3E-07 I5E-06 5.1E-09 9.9E-06 24.4 8.8 602 
IL6R-BP462/IL6R-L P396V 9.7E-10 1.3E-07 I T. 0i". 5.2E-09 9.0E-06 25.0 8.5 593 
IL6R-BP463/IL6R-L P396W 1.3E-09 1.6E-07 I.9E-06 5.6E-09 1.2E-05 28.1 7.0 554 
IL6R-BP464/IL6R-L P396Y 1.1E-09 1.3E-07 2.1 E-06 4.0E-09 9.9E-06 31.5 8.7 773 

[0214] &fc\ riL6R-BP423tCjPxfcB^J t ti IL6R-BP423 tC L T A L 

IL6R-BP423^^-T3P^®iiM^ LfcIL6R-B3/IL6R-LtCO 

^Tti#£ LT^Lfco K^KDdl^/B^/^'J^y^1 K0 

KD (lib) tiN IL6R-B3/IL6RH-©FcgRIIbtCtt-f £KDlit£&&^tt©FcgRnbt;:tt 

^fc^ 31*°'J ̂ 7°^ K0KD(IIaR)/fi£^*°'J^ 

7°^ K®KD(IIaR)tiN IL6R-B3/IL6R-L0FcgR IIaRtCtt"t 

FcgR IlaRtC^-rSKD^-eSlJ^fcffi^^-ro KD(IIaR)/KD(IIb) ^ ti, 

fr®FcgRIIaRtC^-r3KD^#B^fr0FcgRIIbtC^-r3KD-eSlJ^fcffi-efel'J, 

-e^U^^Lfc-tz^ti, FcgR©IgGtCttt-£^tffi&l§^&kK 

^ff-etiiE L < M/f-e^^iN^^Jlff^tifcfcto, #^iJ2 tziEic© 
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2 ] 

KD= ORmax/ (Req-Rl)-C 

[0215] i4 0D|SS<J:^ IL6R-BP423/IL6R-LtzLTP396M^a#A LfcIL6R-BP456/ 

IL6R-U P396L£#ALfcIL6R-BP455/IL6R-U P396Y£a#A LfcIL6R-BP464/I 

L6R-U P396F£#ALfcIL6R-BP450/IL6R-U P396D£a#A LfcIL6R-BP448/IL 

6R-U P396Q£a#ALfcIL6R-BP458/IL6R-U P396I£a#A LfcIL6R-BP453/IL6 

R-U P396E£a#ALfcIL6R-BP449/IL6R-U P396K£a#A LfcIL6R-BP454/IL6R 

-U P396R£a#A LfcIL6R-BP459/IL6R-UilN-f tltB^^A?" &fu®IL6R-

BP423/IL6R-L£J;b$$LTFcgRIIb^®^^[p]±LTlNfco SfcKD(IIaR)/KD( 

lib)(DiitLfrtbs IL6R-BP423/IL6R-UCttLTP396M£a#ALfcIL6R-BP456/IL6R 

-Ltes •i>fuCDIL6R-BP423/IL6R-L£: hblx LTKD(IIaR)/KD(IIb) CO 

FcgRIIb^0MM^^fq]±LTlN/co H4 tpUWM Lfcfi£^l*ti 

tit FcgRIa, FcgRIIaH, FcgRIIIaV^03lfl]14ti3l*0 'J ^7°^ KT-feSIL 

6R-B3/IL6R-Lct U 0 

[0216] C^»J7] Ht7^^Xl3^0fUffltCJ:3FcgRIIb 

£ hIgGlZte+t7"<7yXtffel±Ls FcgR^0^7°P 7 7 -f JUAWcf&o £ 

Ceti, IgG1£IgG40#FcgR^0$!fi]14©}il^ FcgRIIb^©^£\ I^Rft 

0fq]±tCfUT? $ &^L fco 

IgG1£IgG4©&FcgR^©^ffl1f£$#rLfco fcWmtLT 

ti, t KIgG4 0E >^228#@®Ser^ProtCM^L, C^CDGLy 

fcJ:t/Lys^P^LfcG4d^W-r3IL6R-G4d(|B^lJ#^ : 30)£fF^Lfco ftttL 

mt LTtiIL6R-L(|B^y#^ : 21) £±±® LTffl^fc0 #^J 1 

% IL6R-G1d/IL6R-Lfc<£tHL6R-G4d/IL6R-L£fgiiN *ii^L, ##0!J 2 

tCd: U&FcgR (FcgRIa, FcgRIIaHM, FcgRIIaRM, FcgRIIb, FcgRIIIaVM) tC 

Lfco t# tlfcfi£l£fr©:§FcgR'^©i!pl=^£:i^ 5 IZ S t&btc 

o 

[0217] 
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[^5] 

FcgRIa 

KD(moI/L) 

FcgRIIaR 
izfttZ 
KD(mol/L) 

FcgRIIaH 
izfttZ 
KD(mol/L) 

FcgRIIb 
\zMt& 
KD(mol/L) 

FcgRIIIaV 

KD(mol/L) 
IL6R-G1d/IL6R-L 1.2E-10 9.7E-07 6.5E-07 3.9E-06 4.2E-07 
IL6R-G4d/IL6R-L 6.6E-10 2.1 E-06 3.4E-06 2.6E-06 3.4E-06 

[0218] IL6R-G4d/IL6R-Ui, IL6R-G1 d/IL6R-L t tb$$ L TFcgRIIb^®^^1. b{% 

311 < % FcgRIIaR^®i|p-n ̂ '2. 2-fpillN Z. t. if^iT"otc0 FcgRIa, FcgRII 

aH, FcgRIIIaV^^^ffitttC^LTtlLeR^d/ILeR-Lti, IL6R-G1 d/IL6R-L 

tblJLTilfr^/co VL±(Dlfemfrt>s IL6R-G4dtiIL6R-G1d£: hblx LT FcgRI lb 

s 31M£W tCfltlT ̂ Z>Zt B/j bfrttZ-o tc0 

[0219] Ml 4tiG1d,>:G4d®CH1^^C^MS"e®l3^lJ(EU^->/<lJ >?'1 1 8#gfr 

Cb44bm3)^tmLtc^(DUh^0 i1 4^0#-eHStl/c77$ yiltiGId^ 

GAdXMt£2>B&X$>ZZ.t%:&;LT^2>o Z.tlb<DMt£Z'F$.J&<Dtpfrb 

, FcgR£0*@i;fFffltCP^t&£M3ft&£Mu£lN< OfrMJRU FcgRIIb 

cnz^&MdmmztcgRiibmmmmz&mt 
Z>ZtZ\ 

[0220] IL6R—BP230tCLT, A327G£a#A L/cIL6R-BP473, A330S£ 

a#AL/cIL6R-BP472, P331S£a#A L/CIL6R-BP471, A330S^P331S^^A Ltz 

IL6R-BP474, A327G£A330S£a#A L/cIL6R-BP475, A327G, A330S, P331S£a# 

A L/cIL6R-BP476, A327G«>:P331S£a#A L/cIL6R-BP477£fFii L/C0 £fcIL6 

R-BP2300EU^" >/< 'J > 18# @ GOAlafr £225# @ GOThr £ -e£G4d®|B^l] (EU 

>^118#@®ALa^^222S@0Pro^-e)^M^L/cIL6R-BP478(|B 

mm^M)*W$k[stco SKWimt LTttIL6R-L(BB?!l#^ : 21)£±±®LTffl 

^tc„ #^JI©^^I\ rnm^s # 
U^FcgR (FcgRIa, FcgRIIaHM, FcgRIIaRM, FcgRIIb, Fc 

gRIIIaVM)tC^-r3^^ML/co 

[0221] #B^fr0#FcgRtC^-r3KD^^6tC^-ro &fc\ r^*0ij^7°^ 

KCDKD(IIb)/fi£|£tf\ 'J /^7°51 KCDKD(Ilb) J ti, IL6R-B3/IL6R-L0FcgRIIbtC 

>tf-t&M£#fi£^0FcgRIIbtC>tf-t& K Dfit/Mitels"to TIL6R-B 
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P230tCjQ;Lfcfi£^J £tiIL6R-BP230tCttLTa#ALfcfi£^£^-t^\ IL6R-BP 

23LfcIL6R-B3/IL6R-LtC-3lNTti*1 £ LT, £fcIL6R 

-BP2300EU^" >/< 'J > 18# @ GOAlafr £225# @ GOThr £ -e£G4d®|B^l] (EU 

>^118#@®ALa^£222#@0Pro^-e)^M^L/cIL6R-BP478(|B 

^#^31)tC-3lNTti*2,>: LT^Lfco K0KD(IIaR)/fi£^*° 

'J ^7°^ K®KD(IIaR)j ti, IL6R-B3/IL6R-L0FcgR IlaRtCttf 

^©FcgR IlaRtC^t-SKDffi-eSlJ^/cffi^^t-o KD(IIaR)/KD(IIb) £ ti, 

0 F cgR 11 aR tC ft 1" & KD £ 0 F cgR 11 b tC ft 1" & KD "e flj ̂ /Mil "e 

feU, d^-fil^A^l^ti^fFcgRIIb^^jliRtt^i^lNC: ̂  ^6 

^Kfe-e^Uo^L/c-tz^ti, FcgR©IgGtCttt-£^tffi&l§^&kK 3lJt!t 

ft&fl?#r-ctiiE L < tifcfcto, #^y 2 tciEic© 

c^2] 

KD= C.RMX/(Req-RI)-C 

[0222] [H6] 

IL6R-BP230IC 
in 

FcgRIa 
(-ST6 
KDOnol/L) 

FcgRIIaR 
ICMT-S 
KDOnol/L) 

FcgRIIaH 
I zMi-% 
KD(mo 1/L) 

FcgRIIb 
i-sm. 
KD(mo 1/L) 

FcgRIIIaV 
CS}t4 
KD(mol/L) 

KD(IIaR)/ 
KD(IIb) 

-J? K© 
KD (I IaR)/ 

©KDdlaR) 

a# u 
Zff K© 
KD (lib)/ 

^Zf. K 
©KD(Hb) 

IL6R-G1 d/IL6R-L •——__ 3.2E-10 1.0E-06 6.7E-07 2.6E-06 3.5E-07 0.4 1.1 1.2 
IL6R-B3/IL6R-L *1 4.2E-10 1.1 E-06 7.7E-07 3.1 E-06 3.3 E-07 0.3 1.0 1.0 
IL6R-BP230/IL6R-L 1.4E-08 5.7E-07 9 6E-06 2.1E-08 6.7E-05 27.5 1.9 149.0 
IL6R-BP471 /IL6R-L P331S 7.3E-09 8.0E-07 1 ,2ET05 3.5E-08 7.1E-05 22.7 1.4 88.1 
IL6R-BP472/IL6R-L A330S 5.2E-09 3.3E-06 2.4E-05 1.5E-07 3.8E-05 21.5 0.3 20.3 
IL6R-BP473/IL6R-L A327G 6.2E-09 3.8E-07 4.8E-06 1.8E-08 3.6E-05 21.1 2.9 172.2 
1L6R-BP474/IL6R-L A330S/P331S 4.1E-09 3.0E-06 3.7E-05 1.8E-07 5.5E-05 16.6 0.4 16.9 
IL6R-BP475/IL6R-L A327G/A330S 4.9E-09 1.0E-06 1.5E-05 1.1 E-07 4.6E-05 9.7 1.1 29.2 
IL6R-BP476/IL6R-L A327G/A330S/P331S 5.9E-09 1.3E-06 I.9E-05 1.3E-07 4 9E-05 9.7 0.9 23.7 
IL6R-BP477/IL6R-L A327G/P331S 9.2E-09 5.1 E-07 7.6E-06 3.7E-08 5 8E-05 14.0 2.2 84.9 
IL6R-BP478/IL6R-L *2 7.7E-09 5.4E-07 6.7E-06 1.9E-08 3 5E-05 28.0 2.0 160.6 

[0223] H6tC§Ei6 A327G£a#A LfcIL6R-BP473/IL6R-LtiIL6R-

BP230/IL6R-L£tb$$LTFcgRIIb^0^^1.2^i^il3tlTlNfco Sfcs IL6 

R-BP2300EU^" >/< 'J > 18# @ GOAlafr £225# @ GOThr £ T?£G4d©BB9!J (EU 

> J < 'J > ? 118# @ 0 A L a fr £ 222# @ 0 P r o £ T?) tC L fc IL6R-BP478/1L6 

R-LtiIL6R-BP230/IL6R-L^hb$J LTFcgRIIb^®^, FcgRIIaR^©^£tC 

1. Hn±H^ Ltl^fco ^ FcgRIa, FcgRIIaH, FcgRIIIaV^©^ 
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tiSltf 'J ^7°^ K-eSIL6R-B3/IL6R-Lcfe b&frvfc0 

[0224] £ fcM 1 4 tC^1"J; 9 iZs MdtMdT:-ZCDifclZMt£Z)7 $ J 

LTEU^yA'J >?'2 6 8#@, 2 7 4#@, 2 9 6#@, 355 

S@^ 3 5 6#@N 3 5 8#@N 4 0 9#@N 4 1 9#@, 4 4 5#@^ 

tf £tl£0 ^^TCtl£0^u^IgG4fi^077$ yiltzM^-rsc^-eFcgRI 

Ib^CD^fc J:[p]±r £ RTtgte^A £ti£0 

ddS-e©^JC33^Ts fi£^l*IL6R-BP230/IL6R-LtCttLT L KIgG40|B 

mXhZ A327G F c 7 R11 b^ (D ig 3H 3 tl £ d £ if 

^3tlfc0 ^C-eigG4^IgG10|B^lJ-eS/d:^^i^otNT^ £>tc:|fcfJ£fTo 

fco 

fl^tCti, LTIL6R-BP230tCttLT, K274Q£a#A LfcIL6R-BP 

541N Y296F£a#ALfcIL6R-BP542% H268Q£a#A LfcIL6R-BP543N R355Q£a# 

AlfcIL6R-BP544, D356E^fALfcIL6R-BP545, L358M^fALfcIL6R-BP54 

6, K409R£a#ALfcIL6R-BP547N Q419E£a#A LfcIL6R-BP548£fFi^ Lfco $K 

Wimt LTtiIL6R-L££iiLTffl^fco #^J 1 (OT;£tC^l\ 

t IL6R-L0$£fI£#frJ;tl*^i§^ tlfcQ tlfctftttO&Fc r R 

(Fc7RIa% Fc7RHaHN Fc7RHaRN Fc7RHbN Fc7RHIaV) tC ft "f 

#t®J 2 (DttlklZ J; y tlfco 

&fi£^frCQ;g-Fc7RtC£t1~-g>KD£^7tC;^ Lfco ^*P(D, T^dx'J^ 

7°^ K0KD (IIb)/&^;tfK0KD (lib)J ti, IL6R-B3/IL6R-L0FC7 

RIIbtC^-rSKD^^#B^fr0Fc7RHbtC^-rSKD^-eP^Lfcffi^^-ro H 

E£0 riL6R-BP230tCjPxfcB^J £ tiIL6R-BP230tc£t LT®A3 tlfcfi£^£ 

^Lfco fcfc L, IL6R-BP230£ft§!if £I&©£IM£ LfcIL6R-B3/IL6R-Lti#1 

^ LT^Lfco K0KD (IIaR)/fi£|£tf\ 'J /^7°51 KCDKD (IlaR) 

J ti, IL6R-B3/IL6R-L®Fc7R IlaRtCttf ^§£fi£^0Fc 7 R IlaR 

iZttt&Km-emLtcmzmto KD (IIaR)/KD (lib) ̂  ti% &&m*(DFcyR 

IIaRtC^-rSKD^^^B^fr0Fc7RIIbtC>^-rSKD-eP^Lfcffi-efe1'J, Z(D 

^il^A$l^i^Fc7RIIb^®5ilM^^i^l^ t^Tjkto &fc\ H7tCfcl\T$( 
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^3 tlfc-tzJU*t^ Fcy R0IgGtC3^£^11T?$> <J 

s L < titers #t®j2 tc§E 

mzntc 
C^2] 

KD= C.Rraax/(Req-Rl)-C 

(D^mm Lxn^titctmxh^o 
IW~\ 

IL6R-
BP230fC; 
inxfc 

FcgRIa 
ictt-rs 
KD(mol/L) 

FcgRIIaR 
icM-f-S 
KD(mol/L) 

FcgRIIaH 
icjff-5 
KD(mol/L) 

FcgRIIb 
izi 
KD(mol/L) 

FogRIIIaV 
i-strs 
KD(mol/L) 

KD(IIaR)/ 
KD(IIb) 

KD(IIaR)/ 

KDdlaR) 

11# 

KDCIIb)/ 

KDCIIb) 
IL6R-G1d/IL6R-L —— 3.2E-10 1.0E-06 6.7E-07 2.6E-06 3.5E-07 0.4 1.1 1.2 
IL6R-B3/IL6R-L *I 4.2E-10 1.1 E-06 7.7E-07 3.1 E-06 3.3E-07 0.3 1.0 1.0 
IL6R-BP230/IL6R-L 1.0E-08 4.9E-07 9.7E-06 1.8E-08 3.9E-05 28.0 2.2 175.6 
IL6R-BP541/IL6R-L K274Q 1.1E-08 4.5E-07 9.3E-06 1.6E-08 4.1E-05 27.8 2,4 189.6 
IL6R-BP542/IL6R-L Y296F 1.3E-08 4.9E-07 9.7E-06 2.0E-08 4.3E-05 24.4 2.2 153.7 
IL6R-BP543/IL6R-L H268Q 2.3E-08 5.6E-07 7.4E-06 2.0E-08 4.6E-05 27.3 1.9 151.5 
IL6R-BP544/IL6R-L R355Q 9.8E-09 4.8E-07 1.2E-05 1.7E-08 4.5E-05 28.8 2.2 183.9 
IL6R-BP545/IL6R-L D356E 9.9E-09 5.7E-07 9.1 E-06 1.7E-08 4.5E-0S 32.7 1.9 178.6 
IL6R-BP546/IL6R-L L358M 9.0E-09 5.0E-07 1.0E-05 1.5E-08 3.7E-05 32.8 2.2 204.6 
IL6R-BP547/IL6R-L K409R 1.2E-08 4.9E-07 7.5E-06 1.9E-08 3.5E-05 25.5 2.2 162.6 
IL6R-BP548/IL6R-L Q419E 1.2E-08 5.0E-07 9.4E-06 1.9E-08 3.4E-05 26.2 2.2 161.8 
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[^8] 

afc3£fc€ 
FcgRIa !-* 
KD(moi.'L) 

FcgRHaR 

KD(mol/L) 

FcgRIIaH 
tzftth 
KD£mol/L) 

FcgRIIb 

KD(moi/L) 

FegRlllaV 

KDCmoI/L) 

KD(flaR)/ 
KD(ilb) 

KDUlaH)/ 
KD(Ub) 

TWO 
KD(SaR)/ 

KDiflaR) 

KD(Ub)/ 
iRStfU 
•CTWCD 
KD(ilb) 

G1d 3.2E-10 1.0E-06 6.7E-07 2.6E-06 3.5E-07 0.4 0.3 1.1 1.2 
B3 * 4.2E-10 1,1 E- 06 7.7E-07 3.1 E-06 3.3E-07 0.3 0,2 1.0 1.0 
BP253 S267E/L328F 6.7E-11 2. IE-09 1.2E-06 1.1E-08 3.6E-06 0.2 107.1 528.8 276.8 
BP262 G237D/P238D/H268E/P27!G 1.0E-08 2.0E-06 4 5E-G5 1.2E-07 5.6^5 17.0 375.0 0.5 25.8 
BP264 E233D/G237D/P238D/H268E/P271G/Y296D/A330R 7.4E-09 3.5E-07 2 8E-06 1.2E-08 2.6Er:(35 28.3 227.6 3.2 252.0 
BP265 G237D/P238D/H268E/P271G/Y296D/A330R 2.3E-08 6.3E-07 1 2E-05 1.5E-08 ' ''9.6E-0S 41,2 789.5 1.8 203.9 
BP266 E233D/G237D/P238D/H268E/P271G/A330R 1.4E-08 3.2E-07 11E-05 1.8E-08 18.0 621.5 3.4 175.1 
BP268 E233D/G237D/P238D/H268E/P271G/Y296D 4.5E-09 1.8E-06 21E-05 9.2E-08 ;::2:8E-&5 19.6 228.3 0.6 33.7 
BP269 G237D/P238D/H268E/P271G/Y296D 1.4E-08 2.2E-06 ? 2E-05 1.1 E-07 :'.1.4E-04 19.6 637.2 0.5 27.4 
BP423 E233D/G237D/P238D/S267A/H268E/P271G/A330R 7.7E-10 1.8E-Q7 20E-06 5.1E-Q9 . I:SE-05 34.2 390.6 6.3 605.5 
BP425 E233D/G237D/P238D/V2661/S267A/H268E/P271G/A330R 4.1E-09 2.2E-07 t 5E-05 9-1E—09 - • 4.2.E^05 23.6 1644.7 5.1 339.9 
BP426 E233D/G237D/P238D/S267A/H268E/E269D/P27IG/A330R 1.0E-09 1 6E-07 4 9E-05 5 9E-09 - 4.1E-05 27.6 8361.8 6.8 529.0 
BP428 E233D/G237D/P238D/S267G/H268E/P271G/A330R 4.9E-09 3.9E-07 :• 4:2E-05 1.4E-08 • 3:5E-05 28.0 3000.0 2.8 221.4 
BP429 E233D/G237D/P238D/V264i/S267G/H268E/P271G/A330R 6.2E-09 1.7E-07 3 SE-06 5.4E-09 • jise-os 31.5 648.1 6.5 574.1 
BP430 E233D/G237D/P238D/V266L/S267G/H268E/P271G/A330R 1.7E-08 2.2E-07 t1E-05 1.2E-08 i 3.5E-0S. 18.5 909.1 4.9 256.2 
BP431 E233D/G237D/P238D/S267G/H268E/E269D/P271G/A330R 3.6E-09 4.1E-07 7.6E-06 1.2E-08 34.6 649.6 2.7 265.0 
BP433 E233D/G237D/P238D/H268D/P271G/Y296D/A330K/1332T 7.5E-10 6.8E-0" 7 36-06 3.4E-08 :';2.6E-05 20.0 216.0 1,6 91.7 
BP434 E233D/G237D/P238D/H268D/P271G/Y296D/K326D/A330R/I332T 5.5E--10 3.4E-0" 1.2E-08 2..5E-05 27.2 333.3 3.3 252.0 
BP435 E233D/G237D/P238D/H268D/P271G/Y296D/K326A/A330R/I332T 1.0E-09 4.2E-07 34E-06 1.6E-08 •i»2,2E405' 27.1 217.9 2.6 198.7 
BP436 E233D/G237D/P238D/S267A/H268E/P271G/Y296D/A330R/I332T 2.6E-10 2.2E-07 2.1 E-06 5.1E-09 K3E-05 43.8 411.0 4.9 606.7 
BP437 G237D/P238D/S267A/H268E/P271G/Y296D/A33QR/S332T 7.5E-fO 2.2E-07 1.4E-06 5.9E-09 37.7 236.5 4.9 523.6 
BP438 E233D/G237D/P238D/S267A/H268E/P27 IG/A330R/I332T 2.1E-10 1.8E-07 1.6E-06 5.5E-09 ., 3:8E-06. 32.7 293.6 6.2 568.8 
BP439 E233D/G237D/P238D/ V2641/V266L/S267A/H268E/P271G/A330R 8.7E-09 1.3E-07 ZSE-Q6 6.1E-09 / 9,06-05 20.9 460.5 8.7 509.9 
BP440 E233D/G237D/P238D/V2641/H268E/P271G/A330R 8.7E-09 1.3E-07 , 1.6E-0Q 5.2E-09 2.86-08. 24,0 307.1 8.8 595.0 
BP441 E233D/G237D/P238D/V266L/H268E/P271G/A330R 1.7E-08 3.6E-07 8 8E-06 1.5E-08 ,3.7E^os: 24.0 582.8 3.0 205.3 
BP442 E233D/G237D/P238D/H268E/E269D/P271G/A330R 4.5E-09 3.8E-07 4 7E-06 1.2E-08 • 2.:5E-^05 30.6 379.0 2.9 250.0 
BP443 E233D/G237D/P238D/V266L/H268E/E269D/P271G/A330R 1.8E-08 5.1 E-07 95E-06 2.3E-08 2.36-05 21.7 406.0 2.2 132.5 
BP445 E233D/G237D/P238D/V264I/S267A/H268E/P271G/A330R 2 0E-09 8.0E-08 I 5E-06 2 6E-09 •";5JE-03: 31.0 581.4 13.8 1201.6 
BP479 j E233D/G237D/P238D/V264i/V266L/S267A/H268E/P271G 5.3E-09 9.0E-07 15E-05 5.6E-08 •:4.QE^05 16.1 263.3 1.2 55.5 
BP480 E233D/G237D/P238D/V266L/H268E/E269D/P271G 1.3E-08 6.3E-06 2. IE-Do 2.0E-07 :ME~QS 32.1 107.7 0.2 15.9 
BP481 E233D/G237D/P238D/V264I/S267A/H268E/P271G 1.0E-09 4.0E-07 6 8E-06 1.9E-08 2,4:E-05 20.5 350.5 2.8 159.8 
BP483 E233D/G237D/P238D/V266L/S267A/H268E/P271G 1.3E-09 1.3E-06 1 8E-05 7.8E-08 . 2.5E-0S 16.8 230.8 0.8 39.7 
BP484 E233D/G237D/P238D/S267A/H268E/E269D/P271G 8.2E-10 7.8E-07 1 1E-05 4.6E-08 :;:2,5E-65: 17.1 240.7 1.4 67.8 
BP487 E233D/G237D/P238D/V264I/S267A/H268E/P271G/A330R/P396M 1.2E-09 3.9E-08 8.4E-07 1.2E-09 33.8 730.4 28.3 2695.7 
BP488 E233D/G237D/P238D/V264I/S267A/H268E/P271G/Y296D/A330R 2.2E-09 7.4E-08 1.6E-06 1.9E-09 40.1 864.9 14.8 1675.7 
BP489 E233D/G237D/P238D/V2641/S267A/H268E/P271G/Y296D/A330R/P396M 1.3E-09 4.3E-08 8.7E-07 1.0E-09 rAS&m 42.8 870.0 25.7 3100.0 
BP490 G237D/P238D/V264I/S267A/H268E/P271G/A330R 4.5E-09 1.1 E-07 2.4E-06 2.4E-09 46.7 10OO.O 9.8 1291.7 
BP491 G237D/P238D/V264I/S267A/H268E/P271G/Y296D/A330R 5.3E-09 1.2E-07 2.2E-06 3.0E-09 -2:;1E-0S 38.8 723.7 9.3 1019.7 
BP492 P238D/V2645/S267A/H268E/P271G 7.9E-10 9.2E-07 1 6E-05 2.4E-08 ^:3;6ES3@ 38.8 678.0 1.2 131.4 
BP493 P238D/V2643/S267A/H268E/P271G/Y296D 8.2E-10 1.1E-06 1 9E-G5 2.1E-08 3.SEr05. 52.1 900.5 1.0 146.9 
BP494 G237D/P238D/S267A/H268E/P271G/Y296D/A330R 3.9E-09 2.5E-07 54E-06 6.6E-09 38.6 820.7 4.3 471.1 
BP495 G237D/P238D/S267G/H268E/P271G/Y296D/A330R 8.3E-09 4.9E-07 12E-03 9.7E-09 50.9 1243,5 2.2 321.2 
BP496 E233D/G237D/P238D/V264I/S267A/H268E/P271G/Y296D 1.2E-09 4.7E-07 3.7E-06 1.8E-08 25.5 201.1 2,3 168.5 
BP497 E233D/G237D/P238D/V2641/S267A/H268E/P271G/A327G/A330R 2.1 E—09 8.5E-08 9.6E-07 4.1E-09 •mm*®: 2I.0 236.5 12.9 763,5 
BP498 E233D/G237D/P238D/V264i/S267A/H268E/P271G/A330R/P396L 1.3E-09 5.1E-08 9.3E--07 1.7E-09 30.8 563.6 21.7 1878.8 
BP499 E233D/G237D/P238D/V2641/S267A/H268E/P271G/Y296D/A330R/P396L 1.2E-09 4.9E-08 1.0E-06 1.5E-09 33.8 684.9 22.3 2123.3 
BP500 G237D/P238D/V264I/S267A/H268E/P271G/Y296D 2.3E-09 7.2E-07 ./2.5E-05 2.4E-08 : . J.SE-OS 29.9 1033.1 1.5 128.1 
BP501 G237D/P238D/V264I/S267A/H268E/P271G 2.1E-09 6.3E-07 • 1.4E-05 2.5E-08 ;1.9E^05 25.1 555.6 1.7 123.0 
BP502 E233D/G237D/P238D/V2641/S267A/H268E/P271G/Y296D/A327G/A330R 2.1E-09 1.1 E-07 1.3E-06 3.7E-09 ::'2:4E-05 29.5 352.3 10.1 840,1 
BP503 E233D/G237D/P238D/V264i/S267A/H268E/P271G-'Y296D/A327G/A330R/P396M 1 2E-09 5.7E-08 8.6E-07 1 7E-09 . 2;lEr05 33.2 502.9 19.4 1812.9 
BP504 E233D/G237D/P238D/V264I/S267A/H268E/P271G/E272P 1.4E-09 4.5E-07 :::4;6E-G5 2.4E-08 IS 18.5 658.4 2.4 127.6 
BP505 E233D/G237D/P238D/V264i/S267A/H268E.'P271G/E272D 1.1E-09 4.3E-07 • UErOS 2.1E-08 20.0 514.0 2.6 144.9 
BP506 E233D/G237D/P238D/V264I/S267A/H268E/P271G/E272P/Y296D/A330R 3.1E-09 1.2E-07 2.5E-06 3.4E-09 ,:5:5E-m 35.1 731.0 9.2 906.4 
BP507 E233D/G237D/P238D/V264i/S267A/H268E/P271G/E272P/A330R 2.6E-09 1.0E-07 1.8E-06 2.9E-09 y/ZM-m 34.2 618.6 11.1 1D65.3 
BP508 E233D/G237D/P238D/V264i/S267A/H268E/P271G/E272P/Y296D 1.4E-09 5.4E-07 ' 2:0^05 2.1E-08 • 6-1E-05 26.0 961.5 2.0 149.0 
BP509 E233D/G237D/P238D/V2641/S267A/H268E/P271G/E272D/Y296D 1.1E-09 5.2E-07 7..3E-Q6 1.8E-08 - 2;3E-05 29.2 443.8 2.1 174.2 
BP510 G237D/P238D/V2G4I/S267A/H268E/P271G/E272P/A330R 6.0E-09 1.7E-Q7 4.0E-06 3.8E-09 ,''.'2:SE-05 43.5 1041.7 6.6 807.3 
BP511 G237D/P238D/V264I/S267A/H268E/P271G/E272P/Y296D/A330R 6.0E-09 1.8E-07 4.3E-06 3.5E-09 50.6 1235.6 6.3 890.8 
BP531 E233D/G237D/P238D/V2641/S267G/H268E/P271G/Y296D/A330R/P396M 9.4E-09 1.2E-07 3.5E-06 3.8E-09 33,1 933.3 8.9 826.7 
BP532 E233D/G237D/P238D/V264I/H268E/P271G/Y296D/A330R/P396M 1.2E-08 9.4E-08 1.9E-06 3.2E-09 -/2.6E--as 29.3 593.8 11,7 968.8 
BP533 E233D/G237D/P238D/V264I/S267G/H268E/P271G/Y296D/A330R/P396L 7.7E-09 1.2E-07 2.6E-06 4,1 E- -09 2.7E-05 29.3 634.1 9.2 756.1 
BP534 E233D/G237D/P238D/V2641/H268E/P271G/Y296D/A330R/P396L 9.3E-09 9.1E-08 1.8E-06 3.0E-09 • 2.5E-05 30.7 606.1 12.1 1043.8 
BP535 E233D/G237D/P238D/V2641/S267G/H268E/P271G/Y296D/A327G/A330R/P396M 1.1E-08 9.2E-08 3.2E-06 4.0E-09 3.3E-05 23.2 806.0 11.9 780.9 
BP536 E233D/G237D/P238D/V2641/H268E/P271G/Y296D/A327G/A330R/P396M 8.9E-09 7.9E-08 1.3E-06 3.0E-Q9 :/2V3E-05 26.6 437,7 13.9 1043.8 
BP537 G237D/P238D/V264I/S267G/H268E/P271G/A330R 2.9E-08 2.7E-07 3.1 E-06 6.9E-09 '4JE-05 39.1 447.3 4,1 447.3 
BP538 G237D/P238D/V264I/H268E/P271G/A330R 5.5E-08 2-0E-07 3.0E-06 5.3E-09 : 3;3EH05 38.6 568,2 5.4 587.1 
BP539 G237D/P238D/V264I/S267G/H268E/P271G/E272P/Y296D/A330R 6.4E-08 3.3E-07 5.6E-06 8.4E-09 :;3.4Er05' 39.0 666.7 3.4 369.0 
BP540 G237D/P238D/V264I/H268E/P271G/E272P/Y296D/A330R 9.6E-08 2.1 E-07 4.6E-06 5.7E-09 •::3;9E-05 36.6 802.8 5.2 541.0 
BP549 G237D/P238D/S267G/H268E/P271G/A330R 1.8E-08 5.7E-07 1.6E-08 ^ 2.4E-05 35.9 696.2 1.9 196.2 
BP550 G237D/P238D/V264I/S267G/H268E/P271G/E272D/Y296D/A330R 2.5E-08 3.4E-07 5.0E-06 7.6E-09 : •:4JE-J05 44.2 655.3 3.3 406.3 
BP551 G237D/P238D/V204I/H268E/P271G/E272D/Y296D/A330R 3.2E-08 2.5E-07 2.8E-O6 6.4E-09 •5 -E-Cb 38.1 435.5 4.5 482.1 
BP552 E233D/G237D/P238D/V2641/S267A/H268E/P271G/E272D/Y296D/A330R 3.2E-09 9.7E-08 1.9E-06 2.6E-09 '.. 3,QE'-05 37.3 733.6 11.4 1196.9 
BP553 E233D/G237D/P238D/V2641/S267A/H268E/P271G/E2720/A330R 3.4E-09 8.6E-08 1.4E-06 3.1E-09 2.0E-0S 27.8 453.1 12.8 1003.2 
BP554 G237D/P238D/V264I/S267A/H268E/P271G/E272D/A330R 8.0E-09 1.5E-07 2.3E-06 4.4E-09 2 4E-Q5 32.7 518.0 7.6 698.2 
BP555 G237D/P238D/V264I/S267A/H268E/P271G/E272D/Y296D/A330R 9.4E-09 1.6E-07 3.2E-06 4.1 E-09 3.06-05 39.7 778.6 6.7 754.3 
BP556 G237D/P238D/V264I/S267G/H268E/P271G/Y296D/A330R 4.3E-08 3.0E-07 5.8E-06 8.4E-09 ;VS:0&-05 35,4 692.1 3.7 369,9 
BP557 G237D/P238D/S267G/H268D/P271G/Y296D/A330R 1.3E-08 8.5E-07 2.0E-08 2:9E-0S 42.0 746.3 1.3 154.2 
BP558 G237D/P238D/V264I/S267G/H268E/P271G/E272D/A330R 1.3E-08 3.3E-07 4.9E-06 9.0E-09 . 3.6E-05 36.4 543.2 3.4 343.7 
BP559 P238D/V264J/S267A/H268E/P271G/E272D/Y296D 1JE-09 1.6E-06 :;'2,GE-05 2.8E-08 58.4 711.7 0.7 110.3 
BP560 P238D/S267G/H268E/P271G/Y296D/A330R 5.6E-09 4.2E-06 - 3.1E^05 1.8E-07 :S4^E-05 22.8 168.5 0.3 16.8 
BP561 E233D/G237D/P238D/H268D/P271G/E272D/Y296D/A330R 9.4E-09 5.1 E-07 5.3E-06 1.8E-08 C.:3;7Et05 28.0 291.2 2.2 170.3 
BP562 G237D/P238D/H268D/P271G/E272D/Y296D/A330R 2.5E-08 6.8E-07 2.4E-08 •v5.36-^05. 29.0 466.1 1.6 131.4 
BP563 E233D/G237D/P238D/H268E/P271G/E272D/Y296D/A330R 1.2E-08 4.6E-07 8.3E-06 1.6E-08 29.1 525.3 2.4 196.2 
BP564 G237D/P238D/H268E/P271G/E272D/Y296D/A330R 3.1E-08 5.8E-07 .tOE-QS 2.2E-08 26.2 454.5 1.9 140.9 
BP565 E233D/G237D/P238D/S267A/H268E/P271G/Y296D/A330R 2.4E-09 2.3E-07 4.7E-06 5.5E-09 41.5 856.1 4.8 564.7 
BP567 E233D/P238D/V2641/S267A/H268E/P271G/Y296D 2.1E-10 8.9E-07 -t;7E-OS 1.4E-08 >':3,9E-05 64.4 1231.9 1.2 224.6 
6P568 E233D/P238D/V264I/S267A/H268E/P271G 1.9E-I0 6.8E-07 . :1.1E-05 1.5E-08 46.1 748.3 1.6 210.9 

[0227] FcyRIIb 

JPPL £ tl/cIL6R-BP253/IL6R-L0Fc y Rllbfc Fc y RIIaRtC^t" 

^ i^mXm(DllQR-B3/llQR-l(D^nttmLX, ^tl^tl277^N £J;t/ 
529^^^tl/c0 S/cs IL6R-BP253/IL6R-L0FcyRIa^®^®tt:fcIL6R-B 

3/IL6R-L®^tlct lJ tlTlN/c0 IL6R—BP253/IL6R—LCDFcy RHa 
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Hfc<£t/FcyRIIIaV^0^&IL6R-B3/IL6R-L0^ft£J;b$$LTM§lLT^;/c 

o IL6R-BP436/IL6R-U IL6R-BP438/IL6R-U IL6R-BP 

567/IL6R-U IL6R-BP568/IL6R-L0FcyRIa^®^^\ fi£^#Afu(£>IL6R-B3 

/I L6R-L (D=t tl t tm L T t> t AHZ 3 tl tc if, t tl (D W&W (D Fc y RI 

LTl^Co £tc, Fey RIIaH, fc 

cfct/Fcy RIIIaV^®i|p-n IL6R-B3/IL6R-L® ̂ tl£hb$$ LTMil LTl^/c 

o 

tl/cfi£^l*S3E#0FcyRIIb^0^±^^B^fr-efe£I 

L6R-BP253/IL6R-L£J;b$$-t-2>^ KD(IIaH)/KD(IIb)(Dim*, /cIL6 

R—BP480/IL6R—LT? 107. ls /cIL6R-BP426/IL6R-L-e8362-efe U N ^ 

•rtl®B^fr:fcIL6R-BP253/IL6R-L0107.1,>:J;b$jLTi^^^/co S/cKD(IIaR 

)/KD(IIb)®ffitiN fttffi^^/cIL6R-BP479/IL6R-L-ei6. K lit /cIL6 

R—BP567/IL6R—LT?64.4?-fc y N tl®fi£^* t IL6R-BP253/IL6R-L00. 2t 

it%9.LTm1?>-3tco ^StClEt^tl/cfi^fr&l^tl^ 

im<DFc y RllblCttf JD A £ tltcWiMW t tb$$ L T Fc y RII 

b^®MM£7^±Lfcfi£^T-fe£££7^3tl/c0 ftlZ, IL6R—BP559/IL6 

R-L% IL6R-BP493/IL6R-U IL6R-BP557/IL6R-U IL6R-BP492/IL6R-U IL6R-BP 

500/IL6R-U IL6R-BP567/IL6R-LtilN-Ttl:fcFcyRIIaR^®^^IL6R-B3/IL6 

R-Lttb$$ LT1. 5&MTizmft L-D-D, Fey RIIb^CD^Ste 100feJU±tC 

i^3tlTl^;i<>:fr£, FcyRIIaR^0^£-£i^LT LS 9 d £ K J: £ III 

Wm Z L & £ Fc y RI Ib^^ <£ £ $] H £ d t 3 tl 

§ o 

£fcIL6R-BP489/IL6R-U IL6R-BP487/IL6R-U IL6R-BP499/IL6R-U IL6R-B 

P498/IL6R-U IL6R-BP503/IL6R-U IL6R-BP488/IL6R-U IL6R-BP490/IL6R-L 

N IL6R-BP445/IL6R-U IL6R-BP552/IL6R-U IL6R-BP507/IL6R-U IL6R-BP536 

/IL6R-U IL6R-BP534/IL6R-U IL6R-BP491/IL6R-U IL6R-BP553/IL6R-U IL6 

R-BP532/IL6R-U IL6R-BP506/IL6R-U IL6R-BP511/IL6R-U IL6R-BP502/IL6R 

-U IL6R-BP531 /IL6R-U IL6R-BP510/IL6R-U IL6R-BP535/IL6R-U IL6R-BP4 
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97/IL6R-U IL6R-BP533/IL6R-U IL6R-BP555/IL6R-U IL6R-BP554/IL6R-U I 

L6R-BP436/IL6R-U IL6R-BP423/IL6R-U IL6R-BP440/IL6R-U IL6R-BP538/IL 

6R-L% IL6R-BP429/IL6R-U IL6R-BP438/IL6R-U IL6R-BP565/IL6R-U IL6R-B 

P540/IL6R-U IL6R-BP426/IL6R-U IL6R-BP437/IL6R-U IL6R-BP439/IL6R-L 

N IL6R-BP551/IL6R-U IL6R-BP494/IL6R-U IL6R-BP537/IL6R-U IL6R-BP550 

/IL6R-U IL6R-BP556/IL6R-U IL6R-BP539/IL6R-U IL6R-BP558/IL6R-U IL6 

R-BP425/IL6R-U IL6R-BP495/IL6R-L0Fc y RIIb^0^tiN Fc y RIIb^CDilp 

P£ tl/cIL6R-BP253/IL6R-L0 ̂  tl £tb$$ LT± 

0^Tfcy, fttffi^^/cIL6R-BP495/IL6R-L^£, /cIL6R-BP489 

/IL6R-Lg-e©J^3il©i|ittN IL6R-B3/IL6R-L©^£11 L/ciI£iC32H£fr £ 

3mfe£XXfo-otc0 FcyRIIb^©*^ I^Rft 

lit, FcyRIIb^®MM£©il£fr£lt:MItiTl^<>::t;i£ti£IL6R-

BP567/IL6R-Li:^-ri)^^^OlNTs M 

/cIL6R-BP567/IL6R-Lfcct0\ Fey RIIaR^CD^tf 

tbmLX±< |W|^-eFcyRIIb^®^^147^^L/cIL6R-BP493/IL6R-L 

&Y296D&^tf#A3tlT^£0 Y296&TregitopeBB^JlC#£tl£d£tf*g£ 

StlTfcy (De Groot £ (Blood (2008) 112, 3303-3311) ) N Z(DtUtL^(D 

foZ>0 

Ll\ IL6R-BP568/IL6R-Lfc <£t/IL6R-BP492/IL6R-Ui% ^tl^tlIL6R-BP567/ 

IL6R-LfcJ;t/IL6R-BP493/IL6R-Lfr£, Y296DB^^^lN/ct(DXfc&0 FeyR 

11 b IZ ft t Z> fc IL6R-BP492/IL6R-L fc 

tfIL6R-BP568/IL6R-UiY296D&£££< d ̂  tC<fc y IjRtt, ^;£'I4«029 

6D £#&*§£•<£ y tlTLT LS IL6R-BP568/IL6R 

-Ui£ tb$$ L T Fc y RIIaR^CD^tf 1. Fc y RIIb^CD^tf 211 

T-fey^ IL6R-BP492/IL6R-UiFcyRIIaR^©^tf1.2teN FcyRIIb^ 

3\fe£fafk£ dtl£© 
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IL6R—BP568/IL6R—L fc <£t/IL6R-BP492/IL6R-L tiN Fey RIIb^CD 

&n 31M£ tC JP x T Jllf © ® £ t, ® tl fc T? £> £> £ H a. £> 

o 

[0228] 9 ] ^P=M<b#L<*tC J: £FcgRIIb^©^ig3i[ 

9-1. P238D£tf$|tc©*#ALfc#fcfJ 

#^#!]7©|Id|2 6 tC^fcfc 9 tCN Fc(P238D)^FcgRIIb^^j^l^FcgRIIb^® 

mLtcwm*. ?2mim^rnxt^ztiz^-ox, Pro-mjusa 
5 t sfcklf P T £ JFM L T IN fc t, ® Asp tc ̂  lb1" & c: t "est7Ktt =i T tc # 

y ;#MJ £ |R] ^ fc*p ^ K P< -f >A©JU- 7°*i ̂  A $ < ^b L 

fcc ^tC|3H"r^0 M;fr©fItCftLTP238DB£^£a#A1~£ift 

W1ffoZ>(Di)\ SfcN Jn£©$itCttLTP238D£#AU t» 9 ̂ ^©fltCft L 

T tiffe©T? t> &© fr t IN 9 £ tC ^ IN 'T ti^ti^©ifh £ o ^ d T?SL 

^©&H$jttCjt&£>E£^£:#A Lfc^^P—LT dtl£©;£UC 

"3 IN x fc&SE £ fr o fc0 

^^Hlltcti, WO2009/041062tCM^^ tlTlN^Mf Lfc^Jt^ 

'J tftJ > 3 *att-e&£GpH7©CDR£#fr ? 'J fcf*J > 3 fttt© RT^$(BB?!1# 

•*§• : 15)^^fflUfc0 GpH7£^^$tCftoIgG1©C£4ift©GLyfcJ:rRys£|& 

£LfcGpH7-G1d(|B^]#^ : 34)tCttU D356Kfc J;tfH435R©&^£#A LfcG 

pH7-A5(|B^]#^ : 35), GpH7-G1dtCK439E©B£^£a#A LfcGpH7-B3(|B^]#^ 

:17)^fiJfflLfc0 ^tl^tl©HfItC»ALfcD356Kfc<£t/K439E©B£^tiN 2 

O 0 Hflfr b ft £ ̂  • -MlbJ/Cl* £ £ P^tC, &HfI©^ • foZjfom 
W tc JFM3 tt £ fc to tc® A L fc (WO2006/106905)O H435R&Prote i nA^©^£-

£ tf £ ̂ 'T? £> y N S ft & g A 3 tl fc ='O 0 H|I AN £ ft £ - mWX lb 

6 /S ̂  • ft £ m D S£ ̂  # A 3 tl fc ~O 0 HII AN £ & £> - M ftT? £ * "E ft £ 

< ^it~t£fctf)tCa#ALfco —£©H$i£ LT, #^$ij 1 "efFi^ LfcGp 

H7-B3(|B^U#^ : 17)tCttU EU± >/< 'J > ̂ 236# gN 237#@% 238#@© 

Jm^it(Dy$ yil^CystCM^LfcB^fr;&ffllNfco tfct, 9-;£©$i 

£ LTti, GpH7-A5(|B^]#^ : 35) tCtt LTP238D£a#A LfcGpH7-AP001 ̂  
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WkLtz0 WO2009/041062tCP^£ft£«*B^tffi£#Lfc^ 

'J t°^>3^ft0GpL16-k0(|B^#^ : Lfco Ztlb(D&& 

(DJjmzAV&ms mmLs #^J2(OT;£tCj;i<J#FcgRIIaR 

Ms FcgRIIbtC^-r^^^MLfco ^^©FcgRtcM-r^^M^:^ 1 

5 

[0229] i1 5 tC^Lfcfi£^G237W, G237F, G236N, P238G, P238N, P238E, P238D& 

Gpui-mzmALttmzrnto ^fc^ kwzmtfia^omiz^mzmAL 
TIN&I\ GpH7-A5/GpH7-B3/GpL16-k0^:^ LN ^IItC®^P238D^#^B^ft 

GpH7-A5/GpH7-BF648/GpL16-k0£^-to £tz, £ tl £ 9 

to 

[0230] [H9] 

3t£tt« 
GpH7-A5 
IZ 
mALtz 

GpH7-B3 
IZ 
31A L tz 

GpH7-
AP001/Gp 
H7-BF648 
£l00<hL 
tz^O 

^TRCO 
FcgRIIaR 
^CDftpca 

GpH7-
AP001 /Gp 
H7-BF648 
£l00<hL 
tz^"a(D 
eftSE^KU 
'C^KGQ 
FcgRIIb-^ 

FcgRIIb^ 
©$££m 
/FcgRIIaR 
•"•»<£> ftp pa 

GpH7-G1d/GpL16-kO * * 515 65 0.5 

GpH7-A5/GpH7-B3/GpL16-kO 570 77 0.5 

GpH7-A5/GpH7-BF648/GpL16-kO P238D 677 131 0.8 

GpH7-AP001 /GpH7-BF648/GpL16-kO P238D P238D 100 100 4.0 

GpH7-AP001 /GpH7-BP032/GpL16-kO P238D G236N 538 129 1.0 

GpH7-AP001 /GpH7-BP044/GpL16-kO P238D G237F 609 127 0.8 

GpH7-AP001 /GpH7-BP057/GpL16-kO P238D G237W 561 121 0.9 

GpH7-AP001 /GpH7-BP061 /GpL16-kO P238D P238E 111 80 2.9 

GpH7-AP001 /GpH7-BP063/GpL16-kO P238D P238G 161 69 1.7 

GpH7-AP001 /GpH7-BP069/GpL16-kO P238D P238N 131 72 2.2 

[0231] H9c££> rFcgRIIb^®^M/FcgRIIaR^®^MJ #B^ft©Fcg 

R11 b IZ ft t & © FcgR11 aR IZ ft t & T?SO o fclit'T? £> <J 

% C0^Ll^A$lNti^FcgRIIbtC>^t--g)5ilM^^i^lN - Sfcs rGp 
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\n-mzmXLtc&£} rGpH7-B3tC^AL/cB^J ^ ^tl^tlGpH7-

A5fcctt/GpH7-B3tCa#A ifs GpH7-A5£ J:tfGpH7-B3£fE§!if •& 

l$S©£IM£ L/cGpH7-G1d«lN-ai*£ LT^L/co H 9 

tCP238DB^^W-r^GpH7-AP001/GpH7-BF648/GpL16-k0^ft:fcFcgRIIb^®M 

£tcs t?^©l|tCP238EN P238N, P238G£=fc^GpH7-AP0 

01 /GpH7—BP061 /GpL16—k0% GpH7-AP001/GpH7-BP069/GpL16-k0, GpH7-AP001/Gp 

H7-BP063/GpL16-k0tiFcgRIIb^0^M/FcgRIIaR^0^M^;etl;e,tl2.9 

, 2.2% 1.7-efey, M^®IItCP238DB^^W-r^GpH7-AP001/GpH7-BF648/Gp 

L16-k0£tb$$LTtFcgRIIb^0i^MM££tt&LTlN/co £tc, FcgRIIb 

^©^•tttCOlNT:fcM^©IItCP238DB^^W-r^GpH7-AP001/GpH7-BF648/ 

GpL16-k0©69%J^±£ft&LTlN/c£ tfcb, >dr^©IItCP238DB^^#S"r 

tU2\ t INT &P238E, P238N, P238GtCftitqrt£-efe£ tMPi 

Z>o £tcs FcgRIIb^®^tC#@-r^^s M^®IItCP238D^#^GpH7-AP00 

1/GpH7-BF648/GpL16-k0£: hblx LT\ ^^®IItC0^P238D^#^ 

©IIIZ t &l\GpH7-A5/GpH7-BF648/GpL16-k0®^FcgRIlb^ft L 

LN ^^0lItCP238D^#^N t9>dT^©IItC^tl^tlG236NN G23 

7F% G237W£#frGpH7-AP001 /GpH7-BP032/GpL 16-k0, GpH7-AP001 /GpH7-BP044/ 

GpL16-k0% GpH7-AP001/GpH7-BP057/GpL16-k0®^\ ^ < FcgRIIbtC^ 

1"£ £ t tfBft hitzo 

[0232] 9-2. Fc(P208)/FcgRIIb0*i^'|f$g£S^ L/cB^©^IIE 

i 1 0 Lfcct 9 tCs Fc(P208)/FcgRIIb®i|p^^ja;tCfclNTtiFcgRIIb® 

1 1 7#@Lys0m^^^^ll^^tlTfc^-r\ *g|gttFc(P208)£©^l;: 

A$ < 75:®lziiLW.tZCti2 KPW yB(DEU±y 

/< <J y ^239#@Ser^:Asp:fc L < tiGLiHCM^t" £> Z t~£\ Z ©FcgRIIb® 117 

#@Lys£0P^Cttm*@5:fFffl£JFMT$£^t£14tffe£o -n, MUZmL 

tz£?lZCH2 KPW VAtC^T^ EU^">/< 'J >?239#gSer&% EU±y/< 

'J >^236#@Gly£7KSl^£JFMU EU±y/<'J > ?'233#@ £>239#@ 

(DJU-Z t ?\ FcgRIIb®EU^- ?\60# @Tyr t (D 
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Cl©£Mi©M#ltiCH2 KPW yAtCfcl^ 

x)i-7mit<DT£j£<b tztuzt*,#? <zt 
I, Ztif^Mtsntc0 f 

ti, ^n-miblZ^V frj5V>miZO)frS239V1b L < tiS239E0fi£^£a#A L 

, FcgRIIb^©^ig&®J||£#fcliELfc„ 

[0233] ^(D^KWmt LTIL6R-BP208(|B^y#^ : 24) tc£t LTS239D^a#A Lfcl 

L6R-BP256£J;t/S239E£a#ALfcIL6R-BP257£fFiiLfco H*§tC, IL6R-BP23 

0(13^0#^ : 27)tCttLTS239D£a#ALfcIL6R-BP259;13J;t/, S239E£a#AL 

fcIL6R-BP260£fFi^Lfco t 9 LT, IL6R-A5(BB?!I#^ : 69 

)tC>^LTIL6R-BP208®CH2tC#Stl-g):fc©^|W| UB^"efe-g)E233D, G237D, P 

238D, H268D, P271G, A330R£a#A LfcIL6R-AP002 £<££/, IL6R-BP2300CH2 

iZ^£tlZ>^(Dtn UB^"efe-g)E233D, G237D, P238D, H268D, P271G, Y296 

D, A330R£»ALfcIL6R-AP009£fFiiU ffl^fc„ £tctmttMt LTS3E# 

(DFcgRIIbi^HM (#f#I^»2 8) S267E, L328F£IL6R-B3tC® 

A LfcIL6R-BP253 (13^0#^ : 32) %WmLtc0 fcifcimt LTtiIL6R-L(|3 
^iJS"^" : 21) L Tffi lNfc0 1 Z.tl b b 

mML, #^J2©^tCj;y^FcgR (FcgRIa, FcgRIIaHM^ F 

cgRIIaRMs FcgRIIb, FcgRIIIaVM) tCtt"t Lfco 

[0234] #B^ft®#FcgRtC^-r^)KD^^1 OlZ^t* r^'J^^KOK 

D(IIb)/^/1?'J^^ K0KD(IIb)j ti, IL6R-B3/IL6R-L0FcgRIIbtC>tf-t-2> 

m^^mtoFcgRimzMt^KDmum^tcrn^mto £tc, 
^7°^ KmDaiaR)/^*0'^^ K®KD(IIaR)j ti, IL6R-B3/IL6R-L0Fc 

gR IIaRtC>^-r^KD^^#B^ft0FcgR IlaRtC^t"£ K D^Tty^ fclil^ffi 

"To rKD(IIaR)/KD(IIb)j ^ti, #B^ft®FcgRIIaRtC>^-r 

0FcgRIIbtC^t"^KD-eflJ ̂  fclil"C£> y, £ OOlit^A $ l^ti £; FcgRIIb^CDji 

&fc\ H1 O^Kfe-e^y^/SNLfc-tz;Uti, FcgR®I 

s 3iJtitft&MraiiEL< 
mzntctcisb, 2 iztmo 
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2 ] 

KD= ORmax/ (Req-Rl)-C 

m LTWtt Ltci^XfoZ„ 
[0235] [H10] 

ESfe^»€ 
FcgRIa 
[cM-rs 
KD(mol/L 
) 

FcgRIIaR 
Icfchf-S 
KD(mol/L 
) 

FcgRIIaH 

KD(mol/L 
) 

FcgRIIb 
ic*hj-£ 
KD(mol/L 
) 

FcgRIIIaV 
icM-r-s 
KD(mol/L 
) 

KD(IIaR)/ 
KDCIIb) 

y=f-£<J) 
KD(IIaR)/ 

u 

CD 
KD(IIaR) 

KDCIIb)/ 
asc^^u 

CD KDCIIb) 

IL6R-G1 d/IL6R-L 3.2E-10 1.0E-06 6.7E-07 2.6E-06 3.5E-07 0.4 1.1 1 

IL6R-B3/IL6R-L 4.2E-10 1.1 E-06 7.7E-07 3.1 E-06 3.3E-07 0.3 1.0 1 

IL6R-BP253/IL6R-L 5.0E-11 2 3E-09 8.6E-07 8.9E-09 4.0E-07 0.3 480.0 349 

IL6R-BP208/IL6R-L 1.9E-08 8.5E-07 8 3E 06 3.2E-08 5 3E 05 26.3 1.3 95 

IL6R-BP256/IL6R-L 2.0E-09 7.3E-07 2.1E-05 8.7E-08 : (E 05 8.4 1.5 36 

IL6R-BP257/IL6R-L 3.1 E—10 1.3E-06 3.9? 03 4.3E-07 1.9E-05 3.0 0.9 7 

IL6R-AP002/IL6R-BP256/IL6R-L 3.6E-09 1.4E-07 4.2E-06 4.1E-09 ;'::1^7E-05 34.3 7.7 752 

IL6R-AP002/IL6R-BP257/IL6R-L 1.9E-09 1.3E-07 4.9E-06 4.7E-09 : 4E 05 27.7 8.3 657 

IL6R-BP230/IL6R-L 1.4E-08 5.7E-07 >9.0E-Q6; 2.1 E—08 6.7E-05 27.5 1.9 149 

IL6R-BP259/IL6R-L 3.1 E—09 8.6E-07 1.8E-0S 1.1 E-07 !.IE 05 8.0 1.3 29 

IL6R-BP260/IL6R-L 3.1 E—10 1.2E-06 i.9E-05 3.8E-07 2.IE 05 3.2 0.9 8 

IL6R-AP009/IL6R-BP259/IL6R-L 3.5E-09 1.9E-07 6.6E-06 3.9E-09 2.2E-05 47.7 5.8 788 

IL6R-AP009/IL6R-BP260/IL6R-L 1.7E-09 1.4E-07 5.4E-06 4.2E-09 1 6E-05 34.2 7.6 739 

[0236] H1 IL6R-BP208/IL6R-UCttLT)driUcS239D£a#AL/cIL6 

R-AP002/IL6R-BP256/IL6R-U S239E£a#A L/cIL6R-AP002/IL6R-BP257/IL6R-

UiN lN"fft:fcIL6R-BP208/IL6R-L(>:tb$$LTFcgRIIb^©^^i^3ftTlN 

tco S/cKD(IIaR)/KD(IIb)0^Ll:fcIL6R-BP256/IL6R-L^±[5]^TfcN|'J, FcgRII 

b^MM^CtelNTtfRULTlN/co IL6R-BP208/IL6R-L0M^0|I 

LTS239D4iAl//cIL6R-BP256/IL6R-L £ J;t/\ ^S239E£#A 

L/cIL6R-BP257/IL6R-UiFcgRIIb^®^£\ MM^tClL6R-BP208/IL6R-L^ 

tb$$LTA^Cf&TL/co 10^9^-^011^0^2390^ L< &S239E£ 

^AL/cil^-tCFcgRIIbtC^-r^ilp^^A^tC'fgTL/cIia^ LTti, fu$0 
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£0 IL6R-BP230/IL6R-L£iiM£ LTS239D, S239E£a#A L/cil^Cfc^T t 

IL6R-BP230/IL6R-L0^r^0|ItC^tl^tlS239DN S23 

9E£a#AL/cIL6R-AP009/IL6R-BP259/IL6R-U IL6R-AP009/IL6R-BP260/IL6R-

UiFcgRIIb^CDilp n\ I^Rft^ tClL6R-BP230/IL6R-L£±[g] ̂  tcif, 

IItC;etl;e,tlS239DN S239E£a#AL/cIL6R-BP259/IL6R-U IL6R-BP260/IL6R-

LtilN-rtltFcgRIIb^®^, JSM£W tC IL6R-BP230/IL6R-L t hb$$ L T AftS 

tCffiTL/co £tcs IL6R-BP208/IL6R-LfcJ;t/IL6R-BP230/IL6R-L0^0fI 

tCS239D% t L< &S239E£a#AL/cfi£^ft^ tL=fe,I!E#©FcgRIIbJ^3ilS 

L/cIL6R-BP253/IL6R-L t.hblx LT FcgRI Ib^CD;|pn\ 

[S]^TIN/CO 

[0237] 9-3. Fc(P208)/FcgRIIaR®*1^1*SiZ Ltc&£<DfoM. 

3 IZ fc ivX Fc (P208) ©FcgRI lb £: £: FcgRI IaR £ 

ZimLtctZZs FcgRI I b 160# @ Ty r Z JFMt Z> EU ± > / \* 'J > V 

237#gtt£Kfc^T^:F?&j£±l;:^tf FcgRIIb^0^tCtiCH2 KP< 

-f >A{IIJ0N FcgRIIaR^0^tCtiCH2 KP< -f 

Ztltc (111 2N i1 3) 0 tctXif, FcgRIIa 

Rmt(D^lZ^^X^ CH2KPW>BGO EU^VA'J >^234#@LeuN 235 

#@Leu^Hz70/$7 — t(D$nn LTIN^) t^Pi —JjX\ FcgR 

IIb^0^tCfclNTti^ tZX\ 

zn^2-D(Dm&^M7K'\^m(Dm&^m^t^ZtX\ FcgRIIaRM^©*! 

/c/cU CH2KPW 

>Ai!iJtCfclN-a^ EU^VA'J >^234#@LeuN 235#@Leu®aS^ EU^" 

>A'J >^237#@^^0;U-7°^0^^^btC^LTlN^(>:^X^tl, 

^ FcgRI lb £ UA$ < P^LTlN£qrt£147!)^l\ Z(Dtci£>, Zti 

ZZ t &CH2 KP< -f >AtCfc £FcgRIIb^ 

V&TZttZRlffi&tfftZo ^KEU^yA'J >^235#@Leu 

ttFcgRIIb£©^tiM*i£©CH2 K* -f £JFM 

LTfcy, EU^-y/\*'j >^237#@^0;u-7°+i^^b^©^^A$iN 
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frMfrfeVLft®astcm& 
ttcs WmOEUi-ystiJ >?'235#@0Leu£^tlJ^0 

SfoK'1477 $ y IttCM^t"£ Z tX\ f#tCCH2 KPW >AT0SfoM4*@i:fFffl £ 

J^JSIHbU EU^>A'J >?'237#@tt£0JU-7lf££c£U£:^bT$tlti' 

, FcgRIIb 160#@Tyr£07KSl^JFMtC£t&9X> hP 

kK FcgRIIb^0^fc<£t/MM£tfft±t£^f£14 

^ tl tC T t> AH* T *£11 £ fx o fco 

[0238] LTtiIL6R-B3 (BB?!I#^ : 23) tCftU E233D, G237D, P238D, 

H268E, P271G, Y296D, A330R£a#A LfcIL6R-BP264(BB?!l#^ : 28) L 

s iiM^LTffllN/co IL6R-BP2640EU^->/<lJ >^234#@0Leu^Asn, Ser, 

Asp, GLn, GLu, Thr Arg, His, GLy, Lys, TyrtC^tl^'tlM^ 

WWkLtco S/c, IL6R-BP2640EU^->/<'J >?'235#@®:P$ yit^TU®;7^ 

yil^Cys^P^< 18811®^$ yiltCM^L/cB^ft^^L/co 

JjtftHlI^LT^ IL6R-A5(|B^U#^ : 69)tC&U E233D, G237D, P238D, H268 

E, P271G, Y296D, A330R£a#A L/cIL6R-AP029(|B^U#^ : 42) Ltc0 

m*imt LTtiIL6R-L(BB?!l#^ : 21) £±±® LTffll\ IL6R-BP264tCtt LL2 

34N, L234S, L234D, L234Q, L234E, L234T, L234R, L234H, L234G, L234K, L 

234Y£a#A LtcW&Wt, L235W, L235M, L235P, L235F, L235A, L235V, L23 

5I£^ALfcfi£^fttCOlNTtiMfItC|W| LT, L235N, 

L235S, L235D, L235Q, L235E, L235T, L235R, L235H, L235G, L235K, L235Y 

£ m A L tc W&W tC o ivX ti IL6R-AP029 £ m.^t> tc ̂  T • ~ wittfii* t 

tcQ 

#^ji©^tc^i\ ztib(Dimwfrb^Kw^%M, mrn^s 
2®^;itCd: U&FcgR (FcgRIa, FcgRIIaHMs FcgRIIaRMs FcgRIIb, FcgRII 

laVmiZtttZfa&ZWmLtco #B^ft©FcgRIIbtC^-r^KD^^tC, Fc 

gRIIaRtC^it" £ KD % $$$[!] tC Tjk Ltcf^ 7 ̂ :H|16tC^t"o 

[0239] H|16tC^t"ct 9 tCN IL6R-BP264/IL6R-LtCttLTMfItCL234Y£a#AL/cIL6 

R-BP404/IL6R-Lti% B^^Atu©IL6R-BP264/IL6R-L^ J;b$$ LTFcgRIIb^® 
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[0240] FcgRIIb^0^^^L/cIL6R-BP404/IL6R-L 

fc<£0\ FcgRIIb^®MM^^fq]±LTlN/cB^fttCOlNT^ 1 llZ^tSbtc 

o KOKDClIb)/^^1;^^ K©KD(IIb)ttN IL6R-B3/ 

IL6R-L0FcgRIIbtC^-r-g)KD^Ll^#B^ft0FcgRIIbtC^-r-g) K D^-eSlJ^/c 
feZfiTo ttcs KOKDClIaR)/^^';^^ K©KD(IIaR)tt 

N IL6R-B3/IL6R-L0FcgR IIaRtC^"r^KD^^#B^ft0FcgR IIaRtCtt"t £ 

KDmxm^tcmzmto KD(IIaR)/KD(IIb) ^^©FcgRIIaRJCM 

ZfFcgRIIb^omiR'&ifm^Zt^to &fc\ mi TP&<&-?£ V^XLfc 
izJUU, FcgR©IgG£ttt-£^tffi&l§-e&kK 31 Jt ft ft ft Mr "m IE L < ffi 
ffi-etsta^tnm-zntctctos #t®j2 iztmo 
c^2] 

KD= C.RMX/(Req-RI)-C 
(D^mm Lxwai LTHt-e&ao 

[0241] [H11] 

FcgRIa 
[eft-fa 
KD(mol/L 
) 

FcgRIIaR 
leftf-S 
KD(mol/L 
) 

FcgRIIaH 
KSffS 
KD(mol/L) 

FcgRIIb 
leftf-S 
KD(mol/L 
) 

FcgRIIIaV 
l-ft-f-5 
KDCmol/L 
) 

KD(IIaR)/ 
KDCIIb) 

11*°'J ̂  

KD(IIaR)/ 

CD 
KD(IIaR) 

KD(IIb)/ 

CDKD(Ilb) 

IL6R-G1 d/IL6R-L 3.2E-10 1.0E-06 6.7E-07 2.6E-06 3.5E-07 0.4 1.1 1.2 

IL6R-B3/IL6R-L 4.2E-10 1.1 E-06 7.7E-07 3.1 E-06 3.3E-07 0.3 1.0 1.0 

IL6R-BP264/IL6R-L 7.4E-09 3.5E-07 2.8E-06 1.2E-08 2.6E-05 28.3 3.2 252.0 

IL6R-BP404/IL6R-L 1.0E-08 3.6E-07 3.4E-06 1.1E-08 3.3E-05 32.1 3.1 276.8 

IL6R-BP408/IL6R-L 1.4E-07 3.4E-05 7.7E-05 7.2E-07 5.0E-05 47.0 0.03 4.3 

IL6R-BP419/IL6R-L 4.0E-08 8.3E-07 3.8E-05 2.6E-08 3.8E-05 32.0 1.3 118.8 

IL6R-AP029/IL6R-BP407/IL6R-L 1.3E-08 6.3E-07 8.9E-06 1.9E-08 2.3E-05 33.5 1.7 164.0 

IL6R-AP029/IL6R-BP408/IL6R-L 2.0E-08 8.6E-07 8.2E-06 2.6E-08 3.1E-05 33.6 1.3 121.1 

IL6R-AP029/IL6R-BP409/IL6R-L 1.9E-08 6.3E-07 9.4E-06 1.5E-08 2.8E-05 40.8 1.8 201.3 

IL6R-AP029/IL6R-BP410/IL6R-L 1.7E-08 6.6E-07 5.1 E-06 2.2E-08 2.1E-05 29.7 1.7 139.0 

[0242] m 1 LTciS'J N IL6R-BP264/IL6R-LtC^LTMlItCL234Y^aiAL/cI 

L6R-BP404/IL6R-Ui% &^#Aiiu©IL6R-BP264/IL6R-L£J;b$$ LTFcgRIIb^ 
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IL6R-BP264/IL6R-L0MHtCL235Q^2iAL/cIL6R-B 

P408/IL6R-U MHtCL235F^2iAL/cIL6R-BP419/IL6R-U ^iUcl-235D£2# 

A L/cIL6R-AP029/IL6R-BP407/IL6R-U ^iUcl-235Q£2#A L/cIL6R-AP029/I 

L6R-BP408/IL6R-U ^iUcl-235E£2#A L/cIL6R-AP029/IL6R-BP409/IL6R-U 

^rlItCL235T^2iAL/cIL6R-AP029/IL6R-BP410/IL6R-LtilN-rtl:fcKD(IIaR)/K 

D(IIb)®ffi^^Atua)IL6R-BP264/IL6R-L(>:J;b$jLTA$ <% FcgRIIb^ 

G05SM£^[R]± L tctyiMWXfo -o tco 

[0243] C^MJ1 0] FcgRIIb^ig&Fc&^ttOin si Licoft^JHf ̂ >117-MZ 

LiN0 

(DM^KW^KmMnn^KW(D]M^ If® L ̂  t ̂  Z t fr b s Sift HHnci ©ft 

IA\, ^tc^m 
9 Z)tctib\,Z% Epibase% EpiMatrix^CDT—ceLL epitope^;^ 

/IUt"£in si •So Epibase Light (Lonza) 

tiFASTER algorism (Expert Op i n BioL Ther. 2007 Mar;7(3): 405—18.) 

9-mer^7°51 K £:major DRB1 7 Dls&'a tjNMHC c LassII t. CDilnn' ta^rlt 

Jf!-t£in si Ucoftfgm^WV -frXibho -MJMHC cLassIIKttf 

•i>^lNi|p'n ̂ rWf'ST-ceLL epitope (Strong epitopes) 

^r^f'ST-ceLL epitope (Medium epitopes) & Z t.tf X'^h0 

ItW^tiDRBI^P^^ 7©#£tbtfJ50!fe;**U dtUCliJUT©^ 1 2lZ^s 

fCaucas i an iZ fc hi £ hb X $ •& 0 
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[^12] 

DRB1*1501 24.5% 
DRB1*0301 23.7% 
DRB1*0701 23.3% 
DRB1*0401 16.2% 
DRB1*0101 15.0% 
DRB1*1101 11.6% 
DRB1*1301 10.9% 
DRB1*1302 8.2% 
DRB1*0404 5.9% 
DRB1*1104 5.8% 
DRB1*1601 5.0% 

DRB1*1401/1454 4.9% 
DRB1*0801 4.9% 
DRB1*0102 3.8% 

DRB1 *1201/1206/1210 3.3% 
DRB1*0407 2.7% 
DRB1*0901 2.3% 
DRB1*1303 2.0% 
DRB1*1001 1.9% 
DRB1*0405 1.5% 
DRB1*0403 1.0% 
DRB1*1102 0.7% 
DRB1*0802 0.7% 
DRB1*1502 0.5% 
DRB1*0804 0.4% 
DRB1*1404 0.4% 
DRB1*0803 0.3% 
DRB1*0406 0.2% 
DRB1*1402 0.2% 
DRB1*1602 0.2% 
DRB1*1202 0.1% 
DRB1*0304 0.1 %&T 
DRB1*1405 O.I%JMT 
DRB1*0410 o.i%iy.T 
DRB1*1503 0.1%JJTF 
DRB1*1106 0.1%J5TF 
DRB1*1504 0.1%J2TF 
DRB1*1304 0.1%JiLT 
DRB1*1110 0.1 %UT 
DRB1*1406 0.1%J2TF 
DRB1*0411 0.1%JilT 
DRB1*0302 0.1%JilT 
DRB1*1312 0.1%J2TF 

d (D V-)\y £ IN £ Z. t Ts Ztl£V t 
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^:TCDT-ceLL epitopei^^hb$$L/c0 j^itCFcgRIIIatC^if'2) 

lTlN-2) (Proc Nat L Acad Sci US A. 2006,103:40 

05-10.) S239D, A330U I332E©fi£^£® A LfcJjtft©Fc1I:iiT£>-g>Fc (DLE) 

(IB^y#-§- : 78) N ( 

J BioL Chem. 2006, 281:23514-24.) M252Y, S254T, T256E©fi£^£®A L/c 

#Ltt©Fc^re&£Fc (YTE) (13^#^ : 79) N FcgRIIbtCMfi)^^^ 
(MoL ImmunoL. 2008, 45:3926-33.) S267E, L328F 

®&&*mXLtcfofo<D?c&®-e$>2>rc (EF) (13?!]#^ : 80) N WO2012/11 

524HC IE® 3 tlZ IN £ FcgR11 b IZ ft f •& fa• £ ̂ &t Z> t 3 tlZ ̂  Z> E233 

DN G237DN P238DN H268DN P271G, A330R©fi£|££:® A LtcjniW(DEc%MtZ& 

•SFc (P208) (IB^y#-§- : 81) W&&%*WmtZtzto<0)m.tt%.£LZ 

568£|W]*§tCE233DN P238D, S264I, S267A, H268E, P271G©fi£^£®A L/cJjt 

W(DVc%.n,ZfoZ>tc (P587) (IB^U#^ : 70) fc <£t/BP492,>:|W]*§tCP238DN S2 

64I% S267AN H268EN P271G©&^£#A Lfcfttt©Fc^$-e&£Fc(P588) ( 

13^#^: 71) ZWmL, Ep\base^m^ZZtlb(DFcimW(D^fa^t^ 

^(Dfa^(D±Z(DJi£ K-7°^^i;b$jL/co ^©^H£ll1 3 ^"to 

[^13] 

T-cell epitope %L 
Fc (DLE) 2 
Fc (YTE) 5 
Fc (EF) 4 

Fc (P208) 5 
Fc (P587) 2 
Fc (P588) 2 

£ (Dfa^fr *^MJK§E*6©&^*©Fc$I$-e£>.5Fc(P587) fc <£ t/Fc 
(P588)til^#©FcB^^ft©4]T:fcs T-ceLL epi topeic6^>&< N ftJsJUf'J 

d©1fM&g££nnn£ LTffllN^±T\ J/Ell^n 

* m&t z> RTtilf AMSM 3 tiZ fc lJ s ®tiT IN £ d £ £ ̂  L T ̂  £» 
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[0244] 1 1 ] t KFcgRIIb 

(1 1 - 1 ) 

WO2013/047752-^3 tlT IN £<£9^ hFcRntC^tt" 

•SilS'n'/Stt^k.W U% -f oTJTLJIC •&0) 

Kp< -f U 'J >^297{utC^ 

hIgG0FcSIii0FcgRtCtt-t£ 

^ KP< -f > £ y tFcgRtC-r^^Stt^^FcgR^ KP< -f > 

KlgG^hblJLT, 

tlft £t£Z> RT?§if 31±ZZt tfqlffi-e&Zo F 

cgRO^-ets ftKFcgRIIb£ttt-£^S1f£ig&;*ttfcftJI^#:Ftf£ 

ftJI ©)lJt £ ft KffiT 3 •£ £ d t if RT ffiT? & £ d ̂  t» 3 tlZ IN £ „ 

H hFcgRIIb£}Ifc^fi^Cj;<<J®AL/c h7^ii^ 

t KFcgRIIbtC^LT^^±^^L/cFcB^ft^^-r^C«>:T\ 

^cgRimzMt^>fa^m^Ltc?c^w-c, 
pJ}§tt^J^©>£'£5£j££31to£ d t tf-C$ £(D fr%t&SE Ltc 

o 

(1 1-2) FcgRIIbtC^LT^^±^^L/c^ft©I^ 

L SFcgRIIbKttLT^£ig&LfcFc&£<*£ N/C 

o WO2009/125825 IN-g) t >^-l=K^>6 b"tz7°^- (Lh 

IL-6R) Ktt-r£*att©RT^$^ t hIgG10C^0Glyfc<£t/Lys£P&£ 

LfcG1d©£^$fr£>&.5IL6R-G1d (13^11#^ : 19) IZS BP568HD*mcE233 

DN P238DN S264IN S267AN H268EN P271G0fi£^£® A L/cIL6R-P587^^ L 

tco LTIL-6R-P587^N LT&WO2009/125825tC||^3tl 

TIN£ t \^IL-mztttZ>tfii*(DLmZfoZ>ILQR-L2 (13^0#^ : 74) ZMTZ 

Fv4-P587£#t0J1©;££K^TII§!lLfco tZtzs mm%.t LT, IL6R-G 

1d (l3^y#-§- : 19) £: IL6R-L2 (13^0#^ : 74) £ £^tl^tlftftHfl, mt 
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LZMtZFv4-IgG1 %|W|*itC#^iJ1 (Djj&Mit o TIMIS^ L tc0 Z Z Xtm L 

/cFv4-G1dfcctt/Fv4-P587tiWO2009/125825^15®CD®lJ % 

(1 1-3) tl KFcgRIIbK^VXyx-'^^v^X®^^ 

tl KFcgRIIb XZlUT(DJJ%IZ J: y fFlt LfcG 

C57BL/6(B6)v-7;UC, tl h FcgRIIbiUs^ £®A L/c h7>X^'i-^ 

V ̂  X fE til Lfco h =? > XSs Ji — y ? 0 XCDfttiiH TNagy£> (ManipuLat 

ing the mouse embryo, CSHL press. (2003) 399-506) J fcctt/ r_hEE|£> ( 

v-yp-f^-i y<?(Dmm%, ^±*±. (2000) 190-207) j 

•s#jii^iyy^Bt5^tL^o ttatts mz, tihFcgRiib 

mfcT (GeneBank # NW_004077999 : 18,307,411-18,381,603) 0>fVA^lit 

iff •— — (Bacterial artificial chromo 

some) "7-r 0 CK a y Lfco t#£>tl/cV7 

t KFcgRIIbilfe^^A^tl/cV^X^, tl h FcgRIIbjIfc^C 

7"'J X"T^70P-7";&ffllN/cHt+f>7"P v h&fc^t/PCRtC 

cfcy^L^Co tl KFcgRIIb h^X^x" 

U tl KFcgRIIbjlfe^^f#S^tC±^^3-&^70^^ tl KFc 

gRIIbmfe-fCO^iE^RT-PCR (Reverse Transcription Polymerase Chain Rea 

ction) tCTfrlEl! L/co tl K FcgRIIbrnfe-fCO^iE^^tti 3 tl/cQ 

l£tcs tl KFcgRIIb h7>7,syx — y 0 V ̂  XCDlfil^cfc lJ V7XPBMC (Periph 

eral Blood Mononuclear CeLL) ^^ULN PBMC^CD tl h FcgRI IbCD^iE^rFAC 

S (Fluorescence Activated CeLL Sorting) y ffHH L/c0 ^CDilp^ 

, tl KFcgRIIb0^ii^ai3tl/co U±(DZtfrb, tl KFcgRIIb^^iEt" 

£ tl h FcgRI lb h7>X^'xz^?OX $ tc Z t £5611 L fcG 

d 1-4) ti KFcgRiibh7>^>'xz^o^ x^m^tc^tm^m 

L /c i n v i vot&H 
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(1 1-3) ft 

WsZfo&vVnmt K IL-6R<^ (1 1-2) "ePi^tlfcftL K IL-6Rft^<^ ̂  

|W|0ttC&^U qT;#Mt KIL-6R}f Jtfc^t/ft L KIL-6R 

ftfr}fJt^I¥II3 tifco 

qT;#Mt KIL-6Rfc <£t/ft H ML-6Rfttt©M£~;§& (^ *1^*15 jug/mL, 0. 

1 mg/mL) £11111^10 mL/kg-e^lU^-^ Lfco qT;#ML KIL-6R 

tCttLTftt ML-6Rfttttt+#M^iyK#£t-£C:£fr<^ qT;#Mt KIL-6 

RttS££Tftmc^LT^££^Ae>*l£0 $^5^, 10$^ 40#^ 

^ is^ 3a^ 7s^ 140^, 210*1, 

Lfco MXLfclfir»i&t4C40C, 15, 000 rpm-ei5#F^/&#SILs «£*§ 

fco ^ItLfciM^ $J^£»t£^T-20T)£mc§£:£3ftfc;£;|ij$^£ 

# Lfco ftt K IL-6Rft^<^ LT&, ±$0Fv4-P587, Fv4-IgG1 Lfco 

(1 1-5) «*ftH SIL-6Rft^)lJt©ELISA^tCj;i))il^ 

7^«^©ftt: SIL-6Rft^)lJtttELISA^JCT)il^Lfco Sfftb hi 

gG(yfM##lft)F(ab')2ft^®rJ^r(Sigma) ^Nunc-ImmunoPLate, MaxiSorp (Na 

Lge Nunc Internat ionaL) tC^>3E Ls 4°CT'—BftttM Lft t: KIgG|g*@'fb70b — 

K^PiiLfco LT0.8, 0.4, 0.2, 0.1, 0.05, 0.025, 0.0125 

fMg/mimmmmnt 1 00^±^K Lfc v -7x«>u^tm£ii§!iL^ cn 
^^M^fcJ:t/Mf)lJJ^^100MLtC20 ng/mL0PT;#M t KIL-6R£200 

MLJQ;L, ^-ei0|^Ji^Lfco ^O&ftH MgGSffifc:^-MCtf&LS 

^tC^-ei0#^Ji^Lfco ^©^Lf^V-fbftL KIL-6 Rftfr (R&D) 

St'l0#PE|]JXJ/£A3t±\ 3 £> tCStreptavidin-PoLyHRP80 (Stereospecif ic Detec 

tion Techno Log i es) 0#PE|]JXJ/£A3 t±\ TMB One Component HRP Mi crow 

eLL Substrate (BioFX Laborator i es) £:SjK £: LTffllN^§'feJxJ/£A^::fTl\ 1N 

(Showa ChemicaL) 0 • 7°b — K 'J — *?— tCT450 n 

m©lRftj££>D£Lfco h "7 

x/'SOFTmax PRO (MoLecuLar Devices) l^T JStJH Lfco ZL CO^/iT/UJ!^ 

Lfcttt: K FcgRIIb h 7 >X Vx " «> 7 v -7 X ̂ fctt*ft 



WO 2014/030728 135 PCT/JP2013/072507 

3 3tC^NL/c0 

d 1-5) hiL-6R}fjt>uj£ 

-?0 7><DMm*£ ML-6R)Ij£tt^m<b^fgft£KT>IJ£Lfc„ 

t LT12. 5, 6.25, 3.13, 1.56, 0.781, 0.391, 0.195 ng/mLKIISI L/c tl K 

IL-6R#£M«£tmfc £ t/50^±^K LtcV 0 Xlfo&)U^m£!l§!l U SULF 
O-TAG NHS Ester (Meso Scale Discovery) XJi/^r — ^ A-fb L/cMonoclonal A 

nti-human IL-6R Antibody (R&D) fc<£t/Biotinylated Anti-human IL—6 R A 

nt i body (R&D) fc £ X? K *> 'J X7 L37°C-ei BftJSJfc;* itfc0 t 

CDl£s 0. 5%BSA(w/v)L/cPBS-Tween;#>S^:^lNT5oC"T:'10^BLocking U/c 

Streptavidin Gold MuLti-ARRAY Plate (Meso Scale Discovery) tC^>3EL/c 

o 3 Read Buffer T(x2) (Meso Scale Di­

scovery) tCSECTOR Imager 2400 (Meso Scale Discovery 

) T?)lJ££fTofco hSIL-6R}I^ti^M©bX/lN°>X^^M/fV7 h^x7 

SOFTmax PRO (Molecular Devices) JStJH L/c0 Z L/C 

If im (D tl K FcgRI lb h ̂  > X V x " 0 V ̂  X IZ fc Z> Mf * RT;#M 

tl ML-6R)I]£jf^£^3 

(1 1-6) tl KFcgRIIb^±^^0^]^ 

Fv4-IgG11. tl hFcgRIIbtCtt"t.g>^£i^L/cFv4-P5870in vivo=iti£® 

mmztmLtc0 m3 3 iz^Ltctfcy, 
mXh-otct>\ M3 H KFcgRIIbtC^-r^^^i^^L/cFv 

4-P587£: |W| 0# tC Jx-^1 L /c tl KIL-6R0ti9^\ Fv4-IgG1 HD0ttC&^- Ltc H K 

IL-6R<h; hb$J LT, tl h IL-6R0>£'£^31 < t£-oT^Z> Z tltc0 t 

fabt), pHft#fttCtl KIL-6RtC^t£ftlWtl KFcgRIIb^t^i^^-T 

ZZtlZ&^X, qT;#Mti KIL-6R}fJt tifco 

£®^Hfr£>li|3 5tC^L/cP< 
;b"XAtC^l\ tl KFcrRIIb^^LTFcrRHb^^ii-r^«tClxy3AS 
tiz> z t iz £ ^ xs mmmz^tzmiz^o) JI^ L T ̂  £ 
t^mt^zt^mxh^0 
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ML-6R&N m*tt 
=fc IZ FcRn IZ o T Mf * IZ <J V -f 0 )\s 3 tl £ 0 ̂  ft L T N pHft#ft ̂  PT;#M 

t KIL-6RtC^-r^ftfr"efe^Fv4-IgGHi, x> K 7 — A |*|TiZ 
ts^Tiamzm'&Ltzpimmt ML-6R£$£rr£„ iiu/cpn§Mn KIL-6 
R&7^ 77-AtCj;^T:$HB3tl£/ctf), PT;#MH KIL-6R©5B££ 

^ ̂ ^pHte#fttcpr;#Mt Kn-mzm^t 
Fv4-IgG1 &x > K 7-A ft TFcRn L tcMf ̂  ̂  'J +M ̂  

JU3tl£o 'J+M hIL-6RtC^-a-r-2> d ̂  

ifX^^tcisb, ftJI (RT;#MH KIL-6R) £$n^£FcRntCcfc £If[lil|:l:|T• 

©'j+M ^u^ity«ti£0 tomm, vt-DofcwfiTmmmmvm 
HicpH^ft 

tCftJlUC^t£Fv4-IgG1©FcgRIIb^i^m£i^ilt££^J; y, RT;#M 

L KIL-6RtC^-r^ftfr^RT;#Mt ^ll-QRmU^WtifEcgRUb^ftLXm 

#<»l^ltClX,'J3ASti^C^tCd;''Js RT^MH ML-6R)Il££<fcy$l!]$ftlC 

(m 3 5) 

[0245] 2] L h FcgRI Ib£J;t/L KFcRn 

fct KFcgRIIb^±^^FcB^fr0lfll^S]Ea)M 

d 2 - 1) §iti£©M™ 

WO2013/047752-^3 tlTl^J: 9^, Fey RtC^t £*n^1W^MIgG 

©FCT!J^6CD;S'I4ct y i% < , pHI£1»©^T tewsth FcRn^Ste 

pHI£1»0^~RCfctt£ t KF 

cRn^^tt^^^ tlTl^^/EJ^^^£tb$$ LT, Mf^;w^'l4©[q] 

±tf5H&3tlfc0 KIgG0Fc^IJi 

<fc y i%<s mmnom^Tiztittz t sFcRn^sif 
hlgG©Fc£I 

J: y r^< s pHIIttJi©^^TtCfctf S t: hFcRn^Stttf 

3 tiT£hb$$ LT, Mf ̂ ©*IftftJlUj|Jt AM&T LTIN 

ITIN^O *»WC§Ei6©H KFcgRIIbtC^-r^^ 
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£*MEL/c0 

(1 2-2) SIgG©Fc^©^®#J: 

Vm<s t hFcRn^;m^^3tl/cftJ^^ 

HMJ1 1 -2(Cl3i63nT^^)Fv4-IgGK Fv4-P587(CJlDiT, 

UTFv4-P587©HiI-efe^IL6R-P587H^UT)iitCftfr®lfil^S!]«I^B^-r 
(Nat. BiotechnoL. 2010. 28; 157-159) EU^yA'jV 

?'Tll3ft£428{£©Met<7)Leu^<7)it^£s 434{u(Z)Asn(Z)Ser^(Z)M^^ £ & 

3&^£®ALfcIL6R- P587-LS (13^0#^ : 73) tfofomt LTIL6R-L2£ 

W"t§Fv4-P587-LS£#:t0iJ 1 L/c0 

(12-3) H SFcRntC^-T^ffiS^ffl^ 

iJ^L/ctfEl*®t KFcRntC^-r^ffiS^ffl^/r^Biacore T200£j^TJ^ 

7°CM4 (GE HeaLthcare) ±IZ T $ > tl y ~f 'J > <?}£ 

-e7°n^Y>L (BioVision) £ig^$@^fcL* 

•tt/co ;^tcs FcRn#^t«h^>->^A'>> 7 <h LT) £ 

hU SFcRn£*ISft 

y$ 7 T7— (C&50 mmoL/L 'J >1|^" K 'J ^7 A% 150 mmol 

/L NaCL% 0.05% (w/v) Tween20% pH6. 0£^l\ FcRn®^|RtC ^ f 

7 7 7-^ffllfc. ^>>^©^^^^10 mmoL/L ? 'J ^>>-HCL, pH1.5£ffl 

INfco )IStt^T25°CT^ffiL/c0 )I£ Tl# b tl /c -tz > ̂  A ̂  b s £ 

ka (1/Ms), fc<fctflgSI5£j£ 

£££ kd (1/s) £gaiU KFcRntC^-T^ KD (M) 

^rWdiL'7'co —•$?—CDH&KltiBiacore T200 Evaluation Software 

(GE HeaLthcare) £ffll\/c0 CILtct. $(ZX ^[ellMli? L/cftffc 

GOL KFcRntC^-r^KD^^^ 1 4 tC^L/c0 H1 4 tC^3tlT^£<£ 9 tC, F 

v4-P587-LS&Fv4-P587£J±f£ LTFcRnKtt1-£^«tt^TTit3i! LT 

^ ̂ 5ilI3tl/c0 
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[^14] 

pH6.0 dfclt-S 
t h FcRn lz^-T-5 KD (/imol/L) 

IgGI 1.4 

P587 1.5 

P587-LS 0.12 

(1 2-4) L h FcgRI Ibfccfct/t: KFcRn ^7 V ^ XCDfEtii 

t KFcgRIIb, t KFcRn h =7 — y 9 "7 0 Xs fccfct/V^XFcRny >y 

"7 ^7 7. FcRn y y 9 70 h V^X^rfEtii L/c0 h?^X© 

fEtiUi TNagyi^ (Manipulating the mouse embryo, CSHL press. (2003) 399 

-506) J tC§Ei63ft£^JIitCiyy»3tl/c0 tft-<V^XFcRniUs^ 

(C57BL/6v^7Xfi^) K#AU ^ J: U VXFcRn^Mfe^£ 

IlLfco tfilL/cV^XFcRny y 9 70 K V^7 £RNA£aai U 

RNAAN^-^J55C L/ccDNA^IiMtC, "7^7XFcRn^f#SfttC±^^St"-?)70^-r V — £ 

ffllNTRT-PCR£^fiteL/co V^XFcRny y 9 70 K V^XTti, 

V^XFcRnmfe^^ttJH3tl^^^/co ~?^ XFcRny y 9 70 h7 

^7XtC, L KFcgRIIb^ t K FcRnMfe^ A L/c K ^ >7^ x " «> 9 V 0 X 

Lfco h =? > XSs 9 ̂  0 XCDftliili TNagy£> (Manipulating th 

e mouse embryo, CSHL press. (2003) 399-506) J fccfct/ r_hEE|£> {i/ — y 

9-f^iy9'(Dmm%, ¥±*t. (2000) 190-207) j K§E*63*l£#JIII 

KlUy^fifeStlfco tfcb-Zs V^XFcRny y970 h VX©^t#fu^ 

IZS t KFcRnilfe^ (GeneBank #NC 000019.9 : 50, 000, 108-50, 039,865) fc 

t: K FcgRIIbmfe-f (GeneBank # NW_004077999 : 18,307,411-18,381,603 

) (D>f J l±T$Mt?i9 •— — >?,3tlTl^£AJ]IjIiAllfefe'tfc (Bacterial art 

ificiaL chromosome) ^7 p -f y*J x. ̂ 7 :> a y cfc lJ fEtii Ltc 

o t#£>tl/cV^X©9^ H KFcRnjlfe^fcJ:t/t hFcgRIIb}ils^®A3 

tl, fr-D^OXtcRnJ y 970 \-7L)\s1f*=E^W\kZtltc^OX%:, £• 
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mfc^tCf#SfttC/\-f 7"'J y-T Xt"-g)70P-7";&ffllN/cHt+f>7"P v h;£fc 

£X?Pmz£ Vm&Ltco tl K FcgRIIb, tl KFcRn h7>X^x - v 7 7^7 

s fccfct/V "7 XFcRny v 9 7 0 h7 0 L, tl hFcRnmfci1 

fc<fctf H hFcgRIIbMfc^^S^ci^g-c-e;*,?0^ tl KFcRn 

fccfct^tl KFcgRIIbrnfe-fGD^iE^RT-PCRtCTfriEl! Lfco tl 

SFcRnit£?fcJ;tf H KFcgRIIbrnfe-fCD^iE^^tti^tlfco &L±(DZtfrb 

s tl KFcRnfcctt/tl KFcgRIIb^r^iE LN ~?0 XFcRnCD^§i||,7^&l\ tl KFcgR 

lib, tl KFcRn h7>Xi/x — v 7 7^^ fccfct/V^XFcRny y 9 70 h7 

•7X^\ $±z;-e$fcC:££5is£Lfco 

(1 2-5) pHI£1»0^TtCfctt£tl KFcRn^^tt^i^^-r^C^tC 

tl h FcgRI Ibfccfct/tl hFcRn K ^ >X^x - «> 7 V 0 X tC^tl^tlFv4-IgG1 

% Fv4-P587fcJ;t/Fv4-P587-LS£&^Lfcin vi 1 1 

ll*§tc»3ti, ^^v7x?¥©Mf^pr;#MlL-6Rfcd:t/Mf^ftti KIL-6 

Rftfr}fJt^>fJJ£3tifco Mf^ftti KIL-6Rftfr}I^fcNd:t/Mf^Rr;#MIL-

6R 0 $J ̂  Jl £ ̂  tl ̂  tl III 36, H|37tC;^ Lfco 

Fv4-P5870pHI£14:iitCfctt-g> tl h FcRn^0^;£14£i^ LfcFv4-P587-LS 

if $3.^ 3 tl fc ~7 7 X 3$ ̂  fc IN T, F v4-P587 ifi^ 3 tl fc ~?0 X 3$ tC hb^ T , 

ft^0Mf^^tt©|p]±^5SII3tlfco JDATs Fv4-P587-LStiFv4-IgGU 

Ut«^m^fp]±LTlNfco Fv4-P587-LStf&^3tlfcv7X 

ig¥©«*^;#MlL-6R}f jt tiFv4-P587^&^3 tifc v 7 X?¥©^ti^ mmx 

fo-itco Fv4-P587-LS^fctiFv4-P587^&^3tlfcv7x:g¥t^ Fv4-IgG1^S 

^ 3 ti fcv -7 X m tc tb^T, m% * RT;#M I L-6R)I jt«"F L T ̂  fc» 

U±(DZtfr?>, tl SFcyRIIbtCttt-£^S1ftf^$Mtl KIgG0Fc^IJi 

y 0pHI£1»0^TtCfctt£ tl KFcRn^ 

LT^S mt(D^ tC cfc lJ s ^ fc £1* tC fc S 

tc, ft^^^^^3tifc^0Mt^^tt^fp]±LT:fc, mmw 
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RTt£"e&£ d t if^s3 tifco 

pHI£1»0^TtCfctt£L SFcRn^S1f£ig&;*-£.5fca&©&££ L 

T&, IgGftft©EU:f >/<'J y?T^3tl£428&©Met£Le 

U^CM^LN 434'fu®Asn^:SertCM^t"'2)^'/i (Nat. BiotechnoL. (2010) 28, 

157-159) , 434'fu©Asn^ALatCM^t"'i>^r/£ (Drug Metab. Dispos. (2010) 

38 (4) 600-605) , 252&0Met£TyrtCM^ Ls 254&0Ser£ThrtCM^ Ls 

256&©Thr£GLul;:M#i-f £>;£& (J. BioL. Chem. (2006) 281, 23514-23524 

) , 250{u®Thr^:GLntCM^ LN 428'fu©Met^Leu£CM^f •2>^T/£ (J. Immuno 

L. (2006) 176 (1), 346-356) , 434&©Asn£Hisl;:M#i-f £>;£&(CLin. Pha 

rmcoL. Ther. (2011) 89 (2) 283-290), ft P>OHcWO2010/106180, WO2010/04 

5193, WO2009/058492, WO2008/022152, WO2006/050166, WO2006/053301, WO 

2006/031370, WO2005/123780, WO2005/047327, WO2005/037867, WO2004/0357 

52, WO2002/060919& if tC fc IN T IE® 3 tl Z> 9 =fc IN £ tl £» 

[0246] C#^iJ1] 

ft w fc t/Lii0 i&mm 
AssembLe PCR^^ffllNT, Lfco 

^©#AttPCR#«:ffliN-c^ii#^©^-e^ofco t#^tifc7°^x$ m 
% £ 7 * - fc j; o 7 

-=&^Lfco %bntz%i%^o$ 
Lfco fF^Lfc7°^7$ K£L M£i£l?^«fi3fcHEK293H*fc (Invitrogen*± 

) , S fcti FreeS tyLe293$[|#U (Invi trogenft) £, — iitttC®ALs ftffcCD 

^ii^tT^fco t#^tlfc±M±;*^[s]i]XLfc^ 0. 22^m7 -f JU7 —MILLEX(R 

)-GV (MiLLipore) , fcti0.45^m7 -f JU7 —MILLEX(R)-GV (MiLLipore) £ 

ILTipS±/f^:f fc0 % <o tlfcip§i-t/flrAN £>, rProtein A Sepharose Fast 

FLow (GE^Ml/7^ T7) SfctiProtein G Sepharose 4 Fast FLow (GE^Ml/7 

>T7) ftfr^lti^Lfco *ii^ftl*}fJt^ % 

ftftJtft £ffllNT280 nm-e®P»Jt£>fJJ£L^ % b tlfclilfr <^PACE^0^;i 
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tCofc U Lfc (Protein Science 1 

995 ; 4 : 2411-2423) 0 

[0247] i&mm 2 ] FCrmim-fi&is&tFCrRt 
FcrR©«^ KPW yZUTOJi&xmmLtco St"FcrR©«ffl^ K* 
4&tcrRmm 

^ftftK^ FcrRHCOlN 

T&NCBICD77 o -tz y $/ a >#^NM_000566. 3©BB?!k Fc y RllatCO &NCBI 

©^^-tzy^/a >#^NM_001136219.1©BB?!k FeyRIIbtCOlNTtiNCBI077 

0 "tz y :> a >#-§-NM 004001. 3CD|B^[]N Fey RIIIatC^lNTtiNCBICD TO "tz y 

*>a >#^NM_001127593.1©BB?!k Fey RIIIbtCDlNTtiNCBI® T7-tz y 5/ a 

>#^NM_000570. 3©BB?!l C^KHis* Lfco £ 

fcFcyRIIa, FcyRIIIa, FcyRIIIblCO^T&^Mtfft 

lNT tiFc y RllatC'^ l^T ti J. Exp. Med., 1990, 172: 19-25% FcyR 

IIIatCOlNTtiJ. CLin. Invest., 1997, 100 (5): 1059-1070, FcyRIIIbtC 

-o ^TtiJ. CLin. Invest., 1989, 84, 1688-1691 £#:#tC LXWM Lfco 

[0248] 

Lfco M£i£l?^«fi3fcFreeStyLe293« (I 

nvitrogen#) tCN — iitttC^ALs @ ft 0 y^O t±-fc0 #n 

ll^jaiSftrffitC^^fcFcyRnbtCO^Ttis $l;jiJit:10 M-g/mLCDKifunesine# 

£TT-@ft^>/^ff£fgii3t^ FcyRIIbtCttjQ3tl£!tlI^V>y-

7>mztj:Z£?lzLtzo tplLs t#^tlfc±M±;*^[°]i]XLfc^ 0.22>u.m^ 

^^-^ILTiSSl/t^lfco t#^tifc±M±;*tiJ^iy^ LT;^®4X^ 
,>7°-eltiiLfco I§1X7^7°tiP§^:*>£^^A^pv h^77-r — (SP 

Sepharose FF) N y 7°tiH i s-^ 9'lZ$$-$~Z) 7 7 -f — x1 -f 7 A 0 • "7 

h^77-f - (HisTrap HP) N f§3X^ V 7°ti ̂ JU3 ^ A ̂ 7 p -7 K V=? 7 

-f — (Superdex200) N 114X7^'> 7°tiM®5jisL ^^IfeLfco fcfcLs FcyR 

ItC^l^Ttis H1 XT1 '> 7°tCQ sepharose FF£^|l\fcPiK ̂  71*9 

• V h^77-f -^^Lfco Iti^Lfc^ 
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ffllNT280 £>PACE^(OT;£tC y W& 

Z Ltc (Protein Science 

1995 ; 4 : 2411-2423) 0 

[0249] Biacore T100 (GE% Biacore T200 (GE% Biacore 

A100, Biacore 4000£^|l\T\ £±§ETiJ^§i L/cFcy biz 7° 0 — 

t tco ^y ~y 7 7— HBS-EP+ (GE'MUX^ 

T7) /UJ^/m^ti25°Ci; Lfco Series S Sensor Chip CM5 (GE'MUX 

*T7) S/ctiSeries S sensor Chip CM4 (GE^MUX^T7) tc% 77$>^,>70 

'J y^/z^lZtk lJ K\ ProteinA (Thermo Scientific) N Protein A/ 

G (Thermo Scientific) N Protein L (ACTIGEN^/ctiBioVision) 

<h& WiSer ies S Sensor Chip SA (certified) (GE 

) mfeit 

[0250] ZtlbCOizy+t — ^y — =yy-y^J^ 

777-tilKLfcFcr 

>UJ£U ftfrr^-ehblxL/co /c/cU Fey \yiz7°0-(D^m^^v7°^V 

- Ltzjjifo<DwlZteftt2>tz1tos £4;rEfr©^1? -f^^—mX-fcy b"tz7°^-

C0i|p-nM^:P^ L/cMlE'fiiT'hblJ Lfco £tcs 10 mM gLycine-HCL pH1.5£:Jx 

ifcz-t+zztv. -tzy-y—?y7iz*v7?v-Lfc]nftz%&L> •&>•? 
-^y7°^:^LXm^MLm^tc0 

TO^MzLtcif-oX^MLtco £t\ ±IE©'tz>Ht-51>> 

7°3L^-Z1±, =jy-yVrt*j 7 7 -X^%KLtcVcy Hz^-^| 

5fEffl3t±\ t# £> tl/ciz >+}" — LTBiacore Evaluation Software 

tC cfc lJ 1:1 Langmuir binding modeLT'gLobaL f i tt i ng3 •£•?> Z t. 

T?^5£j£^&ka (L/moL/s), fBit3lJt£$(kd(1/s)ZM& U 

H^KD (moL/L) %WltiLfc0 

[0252] £ tcs t Fc y R t ±§E©3lJtitft 
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CtiBiacore T 

100 Software Handbook BR1006-48 Edition AEtCjESCDJ^TCDI: linn* ff Jb 

1:1 binding modeLT'ffi5fEfflt~S^^CDBiacore±T'CD^H]ti.£(.T:CDit 1 

til o T^fof H t tf-C $ So 

[it 1 ] 

Req= C.Rmax/(KD+C) + RI 
Req:a plot of steady state binding Levels against anaLyte concentrat 

i on 

C: concentration 

RI:buLk refractive index contribution in the sampLe 

Rmax:anaLyte binding capacity of the surface 

d (D it % t £ t N KD ti ~F (D it 2 (D 9 tC H t> t d t ifT? $ £» 

[it 2 ] 

KD= C.Rraax/(Req-Rl)-C 
£0ittCRmax, RI, Z> z tTi\ 

o RI, CtCOlNTti)UJ^^©-tz>Ht-^^AN 

Rmax©WdUC-^Tti, J^T0^;itc L/c^^/co ^©jD^IUtcil 

±§B©1:1 L 

angmuir binding modeLT'gLobaL f i tt ing3tt/clfltCt#<otlfcRmx(DM^:> ib$$ 

7°^(D^r^ 7°^^-mT^Ls M L7clNS£ 

mnito^r * 7°^ v-mr-misrm ntd$.%Rmaxt L tc0 

[0253] C#^IJ3] FcB^^0FcrRtC^-rS^©liPftM/f 

igGl^tblJLT, SteMFcyR, f#tcFcy Rlla®HMfc<£t/RM©^-f ti©m 

LTtFc^ Ltcfa&tfWP' U fr^Fcy RIIbtCfcTra^tf 

IgG1ftl*tC^#|£®AU &FcyRtCttt£ 

^©nwiiiT^iiLfco 
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[0254] WO2009/041062tCM^3 tlTl^MjtiLfcft?' 

'j t?tj y 3ftfr-efe^GPH70CDR^#^^'j t?tj y 3tfitoapigftM (ifl^y# 

^:15) Z&RLfco WO2009/041062tC|«^3tl£lM 

t°^>3ft^0GpL16-k0 (13^#^: 16) *#miZ& 

fflL/co £tc, LT, IgG10C^M©GLyfcd:t/Lys^P^ 

LfcG1dtC. K439E©^S£®ALfcB3£fiJffl Lfco £ ©HfI£GpH7-B3 (IB^J 

#^ : 17) , LfI£GpL16-k0 (SB^l#^ : 16) 

[0255] GpH7-B3tCttLT, ?c r R<D1&'& IZM^t Z t^TL btlZ>7$ JWit^On 

mOT^JWl (EU^VA'J y?-e234#gfr£239#gN 265#@fr £271#@ 

s 295#@, 296# |=L 298# |=L 300#@N 324#@fr £>337#@) ^7U®T7$ 

yil^Cys^P^< 18ffi^©7$ y^C^ft^tlM&Lfco 

B3 varianti;P?/SNo B3 var iant^:#^^ij 1 cfc lJ ^jilL 

y&FcyR (FcyRIa, FcyRIIa HM, FcyRIIa RMs FcyRII 

b, FcyRIIIa) C^t^^^lIfiCiiLfco 

^ tl ̂  tl © Fc y R £ © SfEffl Mtff &p H \>Zr> T ̂ J^T © £ & tC o T HI £ 

fEi^Lfco ^&B3 vananUCS^fcf •Sftfr^FcyRtC^f jgCO'fijl^N B3td 

(EU^->/\*'J >?-e234#gfr£23 

9#@, 265#@fr£>271#@% 295#@N 296#@N 298#@N 300#@N 324# 

@fr£>337#@tf L K^MIgG10|B^y^W-r^ftfr) ©Fc yRKttt" £>*££• 

M©ffi-esy^fco &^mwv>tcrRiztttz>^ 
*W«i:^S1f©iiiI£ Lfco 1&mz&&mfo<DrcrRllblztttZfett$ltii 

^S1f©^ SI$flK&^ft©S1fMFcyRT&.SFcyRIaN FcyRIIa HM 

% FcyRIIa RM, FeyRHIalCttf©ffi£^tl^tl^ L 

fc (01, 2N 3N 4) o 

•^©IP^N HI 1 ~4 Lfcct 9 iki%^z.(DJ3~t5s mutation 

A (EU^">/<'J >?'-e238#@©Pro£AsptCM^-t£fi£^) 

utation B (EU^->/<'J > ̂ T'328#@ ©Leu^GLutCM^f'SS^^) £:lN9li£ 

I©^^#AtS^N ^AfutChb^Ts Fey RIIbtCftt~£ilp'n 
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FcyRIIaCDM^ -f Z1 £: 

ft Lfco 

[0256] [#t0J4] Fc y ©SPR$#r 

mMM 1 T?^ai LfcEU^VA-'J >^238#@0Pro^AsptCM^LfcB^tCO 

lNT&FcyRtCttt£^1=r£c£Ul¥lffltcMT Lfco 

[0257] LTWO2009/125825tCH^3tlTl^'i) tl S>C >*-CK 

^>6b-tz7°^-tc^-r^ftfra)pr^iJi-efe^iL6R-Ha)pr^iJi (IB^US^ 

: 18) LTH MgG1©C^©GLy£J:rRys£|&£L 

fcG1d^W"r^)IL6R-G1d (IB^US^ : 19) £IgG1 ©H$|£ LTffl^fco IL6R-G1 

d®EU^->/< 'J >?'238#@®Pro£AsptCM^LfcIL6R-G1d-v1 (BB9!J#^ : 20 

) £fF^Lfc0 >KlZs IL6R-G1d©EU^->/<'J > ?'328#g ®Leu£GLiHCM$i L 

fcIL6R-G1d-v2^^Lfc0 Sfc, hb$j0fc^#f#I^^2 8tC|Ei63tlT^ 

£IL6R-G1d©EU:f yA'J > ̂ 267#g ©Ser£G LiilC L, E\i±>/<lJ >?32 

8#@0Leu^PhetCM^UfcIL6R-G1d-v3^^MUfco LT&tociLi 

zumab®L|I-efe^)IL6R-L : 21) £±±S^i\ 

iz^mv ®j5}£izmi\ mm-z-&tc0 zz-embtit^mm 
t LTIL6R-G1d% IL6R-G1d-v1% IL6R-G1d-v2% IL6R-G1d-v3tCS5fet" 

ItlB^y;£;&"^£ftfr;£^tl;?'tlIgG1N IgG1 —v 1 ̂  IgG1-v2% IgG1-v3£:P¥/$\o 

[0258] %IZ* £ft£©ftft£FcyR£©*|S:^©&j£ltfa&fl¥ffi£Biacore T100 

(GE HeaLthcare) £ffl^T^feLfco =5 > — > <?'< V 7 7 — lCl£HBS-EP+ (G 

E HeaLthcare) )UJ^/m^ti25°C^ Lfco Series S Sensor Chip CM5 

(GE HeaLthcare) tC>c^ LT 7 < > tl y 7° 'J > OykiZ cfc lJ Prote i n 

Lfc^V 7°£ffl^fc0 Z<D?-y 7°5117-3-&, 

> ?/\* >> 7 7 -*e^ L fc&Fc y R^ISfFffl 3 

Lfco )il^tt10 mM gLycine-HCL, pH1. 5 •££ Z. t T\ ^7°^ 

1>7P^1>-Lfcftl*£&)#L, f^^LtlUILffl^fco Biacore E 

vaLuation Sof twaretC <£ lJ )IU^IP^«5: LTt# <b tlfciz >+}" — A£ 1:1 Lan 

gmuir binding mode ITfflfifT Z> Z t 3S^^l^ka (L/moL/s)% 
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^&kd(i/s)£gaiu (moi/D ^Ltc0 

[0259] IgG1 -v11 IgG1 -v20FcyRIIa HM^Fcy RIIIatCtt1-£^ra§l& 

tcisb, d 

tl <o CDfl=l5fEffl IZ~Z> l^T ti, Biacore T100 Software Handbook BR1006-48 Ed 

it ion AEKBB*6©JUT©1 LTKD^^tti Ltc0 

}:Mt$£IE^)\sT:-^KWmtZ>fiT(DB\acore±T:-(D^mZUl:(D^ 1 tC<£ 

[0260] [it 1 ] 

Req= C.Rmax/(KD+C) + RI 
Req:a plot of steady state binding Levels against anaLyte concentratio 

n 

C: concentration 

RI:buLk refractive index contribution in the sample 

Rmax:anaLyte binding capacity of the surface 

2 <D£?lz££>tZ ttf-CZZo 

[it 2 ] 

KD= C.Rraax/(Req-Rl)-C 

[0261] £0itomax, RI, KD^gai-rad^tfRTti-efca 
o ^0©)il^#^e>ttRI=0s 0=2 nmoWLttZZttf-eZZo ttc, KJZ 

ti&Fc 7 R iz ttt Z> IgGI tLTmbtitcty-y—V^Jxlz 

£tLT1:1 Langmuir binding modeLT'gLobaL fitting3"tt/clfltCt#btl7cRmax 

IgG1 -v 1 ̂  IgG1-v20^ 7°^-|t 

fUDTtf^ti tci&t Ltc0 CtitiIgGHC^a^®AL/c^-rti0B^frtCfc 

lgGl,>:J;b$JLT#FcrR^^-e$^^Mtcti^b^^<N 

©Rmax&tomfemz?- y y±iz^LT^%m*o)mizbmtz>t ̂  9 ̂  
Izm^tcstW-e&Zo KM:Mfe^lzmmzntc&FcyR(Dizy+)--3L v 7°± 

(D&tt&mzMtmt Ltc0 
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[0262] FcyRUa £IgG1-v1N IgG1-v2©^M (Re 

q) ti^tl^tl^2.5, 10 RU, FcyRIIIatC^-r^IgG1-v1N IgG1-v2©^M ( 

Req) 5 RU-e&ofco FcyRIIa 

©IgGU IgG1-vU IgG1-v20^ -M&452N 469.2, 444. 2 RUT'fe U 

% Fey RIIIatC^t^ffiSfEffl^/TBlCDIgGK IgGI-vl% IgG1-v2CD^ri? 7°5117 

-M&454.5, 470.8, 447.1 RU-efe^fco £tcs FcyRIIa HM, FcyRIIIatC 

nth IgG1 t L Xm £ tlfc-tz >Ht- A L T1:1 L 

angmuir binding modeLT'gLobaL f i tt ing3"tt/clfHCt#£>tl7cRmaxt£ 

.8, 63.8 WXfo-itco t, FcyRIIa £IgG1-v1 

N IgG1-v20Rmax&^tl^tl72.5N 68.6 RU, FeyRIIIaKttf£IgG1-v1% IgGI-

v20Rmaxti^tl^tl66.0, 62.7 RU£gai3 tltc0 dft b<D4&% 

C^2] 

KD= C.RMX/(Req-RI)-C 
CDittCftA LT, IgG1 —v 1 ̂  IgG1-v2CDFcy RHa HMfccfct/Fcy RlllatC&if'i) 

KDZW&Ltco 

[0263] IgGK IgG1-vU IgG1-v2% IgG1-v30#FcyRtC^"r1 

©^FcyRtC^-r^KD^il) IZS £ fclgGI GO^g-Fcy RtCtt"t £M£IgG1-v1N Ig 

G1-v2% IgG1-v3©&FcyRKttt-£KDffi-e#!lc>fcIgG1-vU IgG1-v2% IgG1-v3 

iz^Ltc0 

[0264] [^15] 

IgGI lgG1-v1 lgG1-v2 lgG1-v3 
FcyRIa 3.4E-10 7.3E-09 4.6E-10 1.9E-10 

FcyRIIa R 1.2E-06 1.2E-05 2.9E-06 2.3E-09 
FcyRIIa H 7.7E-07 5.6E-05* 1.2E-05* 1.5E-06 
FcyRllb 5.3E-06 1.1 E-06 2.3E-06 1.3E-08 
FcyRIIIa 3.1 E-06 5.1E-05* 2.3E-05* 8.8E-06 

(mol/L) 

[0265] ±§EH1 5 • &FcyR©IgGKttt-£^7!)H-#Kt^;*ft&frofcfca& 



WO 2014/030728 148 PCT/JP2013/072507 

[it 2 ] 

KD= ORmax/ (Req-Rl)-C 

©it^fUffl LTWtt Ltdfto*:mVfctZ>0 

[0266] [H16] 

lgG1-v1 lgG1-v2 lgG1-v3 
FcyRIa 0.047 0.74 1.8 

FcyRIIa R 0.10 0.41 522 
FcyRIIa H 0.014 0.064 0.51 
FcyRllb 4.8 2.3 408 
FcyRIIIa 0.061 0.14 0.35 
(IgGI co# FcyR KD fit £##£#<£> IgGI <D 

# FcyR KDfi^ffJofciffi) 

[0267] H1 IgG1 ttt^XIgG1 -vHiFcy RlatCft LTi^;£14^0. 047^C 

fiTL, FcyR IIa©RMKttLT&0.10fel;:<£"FU FcyRIIa HMtCttLT 

#0. 014telC<£"F U Fey RIIIaKtt #0. 061fetC<£"F 

LTUfco ~J5X\ FcyRIIbtC^LT^^tt^4.8^fq]±LT^/co 

[0268] S/c, H1 6 £ IgG1 £ Jt^TIgG1-v2&FcyRIalCttLT^S1ftf 0.74 

FcyR IIa©RMtCMLTtt0.41feJC<£"FLN FcyRIIa HMtCtt 

LTfa'&fe&m.mfelZfeTLs FcyRIIIatCttt£^1=r;£tt&0.14teK<£ 

TLTl^fco FcyRIIbtC^LT^^tt^2.3^fp]±LT^/co 

[0269] EU^yA'J >?'238#@®Pro£AsptCM$iL/cfi£ 

i>IgG1-v133cfct^EU-^-y/^ 'J > ?328#g ©Leu£G LiilC Ltt®& 

£#frIgG1-v2&N FcyRIIaOMit^^M^^SifMO^FcyRJCM-ri) 

MMFcyR-efe^FcyRIIbtC^-r^)^^±#^ 

[0270] ;^CN FcyRIIbtC^-T^ilp^tt^FcyRIIa RMX&HM 
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„ FcyRIIa RMXtiHMtCtt1"£M£Fcy RIIb^Ctt-t•g>KD^ii--e 

:SlJ^;/-dLi-efe£I/A (R)XtiI/A (H)^#FcrRIIatC^-r^FcrRIIb®MM^ 

(Dmmt Ltil^Co £0^tltiFcyRIIbtCttt£M^/jN3 < &£ti£\ 

WiFcyRIIatCtt-t£M^*$ < ttZt)?> 

s *$&ffi£^t-&^*©;£tfFcyRIIa£J£&LfcFcyRIIbtCttt-£ffi 

H 1 7 iZtZt&tzo 

[0271] [H17] 

IgGI IgGI-v1 lgG1-v2 lgG1-v3 

l/A (R) 0.23 11 1.3 0.18 

l/A (H) 0.15 51 5.2 115 

[0272] ^17®m^, IgG1£tb$$LTll3E#M£M LfcIgG1-v3tiI/A (H) 

tC^TtilgGU y FcyRIIbtCttLTJ; yijRWtJ>§ 

I/A (R)tC^TtilgGI <fcy FeyRUbtCttf5IM 

(JSiLT^fco -^T\ *^MJTjiaiLfcIgG1-v1£IgG1-v2tiI/A (R)fc 

ctt/I/A (H)0lN-Ttl:fcIgGU y LTfcy, FcyRIIbtCtt"t£5iI 

M^^FcyRIIa^lN-rtl^mfe^^MtC^LTtB^SLT^/co 

£®<£9&14ff£&ofi^ti£ftST-tC$g^if<s ^tcg|1 8, 1 9 

% 20, 2 MZ^t&Oizm&Tn^'£foZ>o EU^VA'J >^238#@®Pro 

£ As p tC L fc $>EU-f y J < 'J > ?'328# @ 0 Le u £ GI u tC Lfcfi£l£ ti 

£&# © ̂ ££ <D m % tc® tsbx M m x $> & 0 

[0273] £tc, ^2fr£3M$fF:fciSK2 8tC§B*63ftT^£IgG1-v3tiif|frtCFcyRIIb 

tCttt£i^1=r£408^i^ilU FcyRIIa HMtCftt£^ti0. 5H£tCM'> LT 

I^©-^-eFcyRIIa RM tC ft "T 522^1^ LTl^o 

IgG1 -v 1 fcctt/IgG1-v2tiFcyRlla RMfcJ:tfHM©M;£tCttf 

aiL, froFcyRIIbtCttt-£^£ig&t-£C:£fr<^ IgG1-v3<htb^T 
FcyRIIbtCttLTJ; VMfcmzm'&tZtt&foXJbZt^XbtiZo tt£t> 
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EU>7'238mB(DPro$;AsplZWi%Lfcrt^EUi->/<'J y #328 

#@©Leu£:GLiHC L tc © /pfi © H! tC®#) T 

t*tcj;£$]jil 

#^|J3 33J:tJJ#^J4-e^ai LfcFcyRIIbtCttt£®M£^[q]±3tl/cE 

U^~>/< 'J >^238#@©Pro^AsptCM}^ LTFcy RHbtC>tf 

t" ~b Z b 

£t\ IL6R-G1dtCEU^->/<'J >^238#g©Pro£AsptCM$i Ltcl^M^mA 

L/cIL6R-G1d v1 (13^]#^ : 20) tCttLT, ##0!J4 tClE® LfcFcy RUblC 

>?'328#@©Leu©Glu^©M^£aiAL 

fc&^*IL6R-G1d-v4£fE§!lU IL6R-L (13^1#^ : 21) ## 

0!J 1 ©^;£tC Lfctf oTIIiliLfco zzum^ntc^mmt LTIL6R-G1d-V 

4tCfi5fct~'i> J7 $ J 1113^0 ̂ Wt^ftifc^IgGI^^: f'So IgGK IgG1 -v 1 ̂  Ig 

G1-v2% IgG1-v4©FcyRIIblCttt-£^S1f £##0IJ2©;££lC Lfctf oT 

^C0i|p^^:^1 8tC^L/c0 

[0275] [H18] 

FcyRI lb II *1 
f § 

KD (mol/L) 

Fey 

Rllb iz^-r^) 

KD 
(IgGI (7) KD/# 

E^#<D KD ) 

IgGI - 5.30E-06 1 

lgG1-v1 EU j-yivjy? 238 fl® Pro (D Asp 'VCDffit 1.10E-06 4.8 

lgG1-v2 EU ^>/\U >?' 328 If g 0) Leu <D Glu ^\<DW£ 2.30E-06 2.3 

lgG1-v4 
EU -fyiV)y<f 238 #g (7) Pro (75 Asp MDil 

EU i-yjvj yy 328 If g (7) Leu CD Glu ^(DgJt 
1.10E-05 0.47 

[0276] H1 8©^Hfr<^ L328E&FcyRIIbtCttt£iln£-;£,l4;&IgG1(>:J;b'<T2.3 

fq] ±'f £ d £ AN £ s m V < Fc y R11 b IZ t & £IgG 11 tb^T 4. 8fe 

fp]±TZP238Dtmfr'£fr-£Zts F c y R11 b IC ft t~ £ © |R] ± © gj£ 
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mzmtztntct)-\±tcw&w 
©Fey RUblc^t" £^S1f&IgG1 tVG^X®Alfe[Z\&T LT 9 d tif 

BRbfrtta?tc0 zti^ti©#^©®^*> 

?$>Zo 

[0277] |W|*§tCLT, IL6R-G1dtCEU^->/<'J > ?'238#@ ©Pro^AsptCM^ L/cfi£^ 

£#ALfcIL6R-G1d-v1 (13^0#^ : 20) tCttLT, #t0!J4 iZtm L/cFcy 

RIIbtC>^-r-g)^;Stt^fp]±-r-g)EU^->/<lJ >?'267#@©Ser©Glu^©M^ 

fc^t/EU^-V/^J >^328#@©Leu©Phe^©M^£a#AL/cfi£^*IL6R-G1d 

-v5£##0!l 1 (DjJ)£lZ Ltci)<?rmmLtc0 Z Z Tl# b tltc$KWW$&t LTI 

L6R-G1d-v5tcS5fet"'2) 7 $ J ^Wt^ltrCffc^IgGI-vB^: f'So IgGK Ig 

G1-vU IgG1-v3% IgG1-v5©FcyRIIbKttt-£^S1f£#:#0!J2©;££l;:L 

tcif-o TI?'® LN ^C0i|p^^:^1 9tC^L/c0 

P238Dfi£^tiac>tf LT, #t0J4TFcyRIIbKttt-£ig&®^©&c>fcS267 

E/L328F^^ALT, &£#AiiiM£T©FcyRIIbKttt-£^S1f£MU 

•^©fn^^:!^ 1 9tC^L/c0 

[0278] [H19] 

FcyRI lb 
-$%> 

KD (mol/L) 

Fey 
RI lb CZMTS 

KD 

(IgGI 0 KD/ 

KD ) 

IgGI - 5.30E-06 1 

lgG1-v1 EU ~}~yIWyC? 238 #§0 Pro 0 Asp 'XCOE^ 1.10E-06 4.8 

lgG1-v3 
EU j-yJ\lJ yJ 267 #i 0 Ser 0 Glu A.0g^ 

EU +>JVJ>9 328If S 0 Leu 0 Phe^0ffl& 
1.30E-08 408 

lgG1-v5 

EU 1-y/Vjy9 23B&n<D Pro0 Asp^Wt 

EU ^">A'U>^'267#g0 Ser0 Glu MDiS 

EU 328 Sl(D Leu 0 Phe-XOBSI 
4.50E-07 12 

[0279] H1 9©^Hfr<^ S267E/L328FtiFc y RllbtC&tf•Silp'n/Stt^rlgGI ̂ hb^ 

T408fe[p]±t"Z> Z bfrks H U < Fc y RUblC^t" IgG1 ^tb^T 
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4. 8{% [P] ± t Z> P238D Fc 7 RH b ̂  ft t & (D fp] ± (D 

m&tfmzMTzttfMftzntctf, mmzteftamtrnffiiz, 
^Zmfrtrfo^tc&m-fcWcyRimztttZt^IgGI <hhb^-C12fem 
Jt L [R]± L T ̂  ft IN d t tfBR bfrti& o tco Z (D^m t» t M'tl(D 

yiUfr )UJT* $ t£I'v$1 HT?h & o 

[0280] ZtlbO^frb, EU^VA'J V?238#@©Pro©Asp^©M&&^;MM& 

-e«FcrRnbtc^t-5^/m^fR]±^'&^:fc©©s ^©ffeGDFcrRnbtctt 

7^ bt>stt£-otc0 Z.(D—'D(DWfM£ LTFc<J:Fc7R(J:®ffiS'f/Fffi^-®®^3n 

tfEU^yA'J y?238#l©Pro©Asp^©M#i£#At" £Cl£l;:J:c>T^bL 

TLSl\ L 

^ -otcZ t tf^k. btlZ>* Z(DZ tfisiOs EU^~ ys< 'J y ^238f§@ ©ProCQAsp 

LT, HtCFc7RnbtC^-r^®M^tC®tl/cFc^ 

m&T&Ztli* ^f£Mjnft-emt>tlfc&g<D%im<Dfe%iZ%Ht& Z ttf 

[0281] [#t0IJ6] P238D B^tCjPxThinge^O)B^^®AL/cB^fr0Fc7RI 

IbUMt" 

P%m5U^ltc£?lZ, t K^SyigGHC^LTEU^->/^J y^238#@ 

CQPro^rAsptCM^ UfcFctCM Us 3 £ (CFc 7 RIIb^CQi^-^^ritf £ <h^)UJ^ 

tiaffe(D 
tzo EU±>A''J >?'238#@®Pro£Asp^M$iL/cFcfi£^£^C L 

T, U, 3^CFc7RHb^ 

LTtis IL6R-G 

1d (SB^U#^ : 19) KftU EU±y/<lJ >^252#g©Met$:TyrJCM^-rsK 
EU^yA'J >^434#@0Asn^Tyr^M^-r^B^^^AL/cIL6R-F11 ( 

IB^US^ : 22) £fF^U CtUCttLT^ "MCEU^yAU >?'238#@0Pro 

^Asp^«^-r^B^^^AL/cIL6R-F652^^L/co IL6R-F652tCtt U EU 

i->y<>J y?238mE<D&g<D&&<Dfti& (EUi-y/<ij y?234#@A^237# 
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239#@) $ J X'r-I < 18HIICD T7 $ J IttC^tl^?' 

K^tl^tlfflltLfco StttUI 

KttIL6R-L (|B^#^:21) dtl^£#t0U 1 

(OT&tCj: UfgijL *fi^U fgii^fco dtl^0Fc^S^^PD variants 

P?/SNQ U#PD vari antCDFc y RHa RMfc<£t/FcyRllbtC 

[0282] "tn^nvrcrRtmmwmmft^iz'D^Ts 
ML/co #PD van'ant©&FcyRtC>tf-t.g>i^Ma)lL!;&N =I>KP-;U^L 

fcfi^^Afu©^* (EU^yA'J >?'238#@®Pro£AsptCM^Lfcfi£^"efe 

•SIL6R-F652/IL6R-L) ®&Fcy RtCtt1-£^M©lLi"etlJ 3<^C100^L 

PD Ltca 

#PD variant®FcyRIIbtC>^t"'2)ffi>^^7^ilp'n/SttCO'fiiN If^^C^PD vari an 

tCDFcy RHa RMtCttt Lfc(III 2 2) 

o 

[0283] 11ffi!IB^^AfuCD^fr^hblJLTFcyRIIb^^-r 

FcyRIIa RMtCtt1"£^1§r£tt&3; 

Lfco dtl^®11ffilI®B^fr®FcyRIIbfcd:t/FcyRIIa RlZ 

<^^fcilp^^:^2 0 tC^fo &IL6R-

F11 (IB^lJ#^ : 22) IZttLTmALttmZ^kto 

[0284] 
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mm 
Fc r RUb 

ftpcas 
14 

Fc r 
RIIaR \Z 

IL6R-F652/IL6R-L P238D 100 100 
IL6R-PD042/IL6R-L P238D/L234W 106 240 
IL6R-PD043/IL6R-L P238D/L234Y 112 175 
IL6R-PD079/IL6R-L P238D/G237A 101 138 
IL6R-PD080/IL6R-L P238D/G237D 127 222 
IL6R-PD081 /IL6R-L P238D/G237E 101 117 
IL6R-PD082/IL6R-L P238D/G237F 108 380 
IL6R-PD086/IL6R-L P238D/G237L 112 268 
IL6R-PD087/IL6R-L P238D/G237M 109 196 
IL6R-PD094/IL6R-L P238D/G237W 122 593 
IL6R-PD095/IL6R-L P238D/G237Y 124 543 
IL6R-PD097/IL6R-L P238D/S239D 139 844 

[0285] s^ciiaa-cgA 
#^|J3 tcfc^Tdti 

£©&^£P238D£#£&INFC£#A L/^©*lttft&Fcy RUblC^t"£>«££• 

%&<Dmzm2 3izv<Ltco zn^mm<D&mz> P238D&mzmzmxt 
Z>t, HAiulCtfc^TFcy Rllbldftf•2)ilp'nM;&±s^ LTl^/c^\ G237F, G2 

37W, S239d%m<8mmO)^XtettltteKmz^m3Xm^tcP238d%: 

(GpH7-B3/GpL16-k0) lzm\ Lfcti^K&Fcy Rllb^®^ 

Ltl^/co 

#t0!J5 tZ(Dm%k-frb, ^$MIgGHCttLT#ALfc&£©®^fr£P23 

8Dfi£|£^FctC#tjNfi£|i£'f2M;i&i LTIHB^^^:a#A Ltct. t* •SCO 

l£MMX#>Z> Z bfrttZ-otc* £ Ltc 8ffi!I© 

[0286] 1^2 0 L/cfi£|£'tfcCDFcy RIa, FcyRIIaR, FcyRIIaH, FcyRIIb, Fey 

RIIIaV^^-r^KD^^#^iJ2 0^;i-e)UJ^L/c^;&^2 1 \,z££$>tc0 

&fc\ 3l*©&^£ttII-6R-F11 (IB^lJ#-§- : 22) LT®A L/cfi£^£H 
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"To fcfcU L/cIL6R-G1d/IL6R-LtCOlNTti 

, *t LXTFLTCO ^^©KD(IIaR)/KD(IIb)fcd:t/KD(IIaH)/KD(IIb)ti 

ttlttls &&£fa(DFcrRIIaRlZttT:Z>KDlii$:&tt£fa(DFcrRIIblZttT:Z> 

&l^W(bFcyRlla\\[zntZ>KQ\$_lk&:®MW(bFcyRllb[Z 

KmDdib)/^*0K 

®KD(IIb)&N K©FcyRnbtZ>tf-t-g>KDli!£#fi£^0FcyRnb 

iznt^mxm^tcm^mto £-fi£^*®FcyRiiaR£j; 

t/Fcy RIIaHtC^-r^^Stt©9 -t5&^j5(DKm/mtf 'J^7°^ K0Fcy RI 

laRfc&XlVcyRIimzttT&^ti^O^^^mm^Z 1 iZ^Ltc 

o Z.Z.-CmtfVUT IL6R-F11 : 22) 

(Dzt^mto &fc\ I12 1 ^fe-e^y-^L/c-tzjute, FcyR^igGtc^ 

tctcisb, #^iJ2tC|Ei6© 

c^2] 

KD= C.RMI/(Req-RI)-C 
CLTWtt L/cffi-efe^)o 

[0287] ^2 1 iN-rtl^B^frtlLeR-Fll^hblJLTFcrRHbtC^-r^^ffi 
1ftf|p]±U ^0fq]±®^ti1.9^^^5.0^-efe^/co ^l^MWOVcy RIIaR 

tC^"r^KD^/#B^fr0FcrRIIbtC>^"r^KD^Ll0i;L £ <£t/£-fi£^*®Fc 

rRIIaHtC^-r^KD^/#B^fr0FcrRIIbtC>^"r-g)KD^Ll0i;bti^ FcyRIIaR 

£J:tfFcyRiiaMcttt-£^S1ficttt-£*ittft&FcyRiibicttt-£^S 

L/cffi-efe y, d©lit#*$ ^FcrRUbtCtt Lt^IM 

31*°'J ̂ 7°^ K-efe^IL6R-F11/IL6R-L0FcrRHaRtC^-r^KD^/F 

crRIIbtC>^"r-g)KD^Ll0j;L fcNd:t/FcrRIIaHtC>^-r^KD^Ll/FcrRIIbtC>^"r 

51 K<£ "J tFcrRIIb^0^MM4^fq]±LTlN/co fi£^l*0Fcy RHaRfc J: 

tfFcy RIIaMCttt-£^S1f ©9 'J ^7°^ K©Fcy RII 
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aR fc F c y R11 aHK ft "T £ ^ 3$ ̂  ;£ © KDfit tf\\>X±.l:foZ> t ti 

s ^©B£^©FcyRIIaRfc<fct/FcyRIIaHtC>tf-r£^£-;£'l4©9t>^l^© 

^^1^° g ^7> K © F c y R11 aR fc F c 7 RII aH (C ft £ JSP n"/ Stt © ? ̂  

tl fcft&fa-Clt Z © W0. 7frP>5. QT*$>z> tztzisb, b *lfcEfc^ft©Fc 
y RII aR fc J; t/F c y RII aH IZ ft f £ © 9 t> ̂  ̂  ̂  ^ till *° 'J ^ 7° 

51 K©^ft£tb$$LTM|W|^7!)\ my^MLT^ciiSASo dti 

FcyRIIa 
m fc J: t/HM^ £ tz tt&M L-3-3, Fey Rllb^ ©ifc^m 

L T fc y, Fc y RIIb^©}i}R'l4£ [q]±3 itX U £ d t t<m £ £: & o 
tzo 3; 7^ FcyRIafccfctfFcyRIIIaVtdftUTti* tl©B^^tIL6R-F11 

£tb$£ LTHfP'IWffiT LT^/co 

[0288] 
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[0289] C#^IJ7] P238d%^;&fctfcyRnbmMMmt(Dm£>i*(DUmmm 
mm 

$t©#^iJ5 tC^L/c®y, P238D£#frFctCftLT, Fey RIIb,>:©^;£ 

14£[q}±tz>, fe^WiFcyRiib^MM^fqU^t^fi^^ALTt 

, FcrRnbtcft-r^^Stt^MllLT L£ 9 Z(DB. 

mtLTfctfcyRiibt mmwm^m(Dm^ifP238d^mxth z t xmt 
LXL£-oX^hZtif^Xbtitc0 =tZX\ 
tf)P238D0^S£=&-3lgG1©Fc (J^T, Fc(P238D)) t Fc y 

IgG1©Fc 

(J^Ts Fc(WT)) ^FcrRIIbM^IJi^©^^^ 

tt Ltco &fc\ ?ctrcrmmft&i£t<D&'&fo<DiLfomit 
Fc(WT) / FcyRIIIbM^P^fl^ 

W (Nature, 2000, 400, 267-273; J. BioL. Chem. 2011, 276, 16469-16477) 

N Fc(WT) / FcyRIIIaM^MIi^f^ (Proc. Nat L. Acad. Sci. USA, 2011, 1 

08, 12669-126674) N Fc(WT) / Fc y RIIaM^p^f (J. ImunoL. 201 

1, 187, 3208-3217) ©AZ1«^MT3 tlTl^o CtlS-etCFc(WT) / Fc 

7 RHb«^I^I^©iI^i^tiM/f^ Fc(WT) t. ©^Jln" 

<*©£<*«£# EEfc]-C& £FcyRIIa^Fcy RIIbTiilfflJfe^IiitCfc^T 7 $ 

jWMn<oM%tf-%LLs FC (WD 

/ FcrRHb«^l^I^©ii^i^tiFc(WT) / FcrRHaM^li^tiir 

> viz j; y}t ̂  L /CQ 

[0290] Fc(P238D) / Fcy RHb«^I^I^tCOIMTtC J; y 

£$tg2.6A^3ttiMti££^Lfc„ f©ISIfmi3l4@2 4(^to 2 

o © Fc CH2 K P< -f > © JC Fc y RI & £ tl £ J; 9 tC^ L T fc 

y, <1 tlS tlTcFc(WT) £: Fc yRIIIa% FcyRHIb, FcyRIIa©#* 

WvMMt(D^'nfo(D±LfoMjjkt%JiML'C^Z>o 

Wzmmimvtclsb, FC(P238D) / FcyRIIbfflj&fl^is&f^*©^!!!* 

^^Fc(WT) / FcyRIIbffl]&^$^tt©^M*i£££N FcyRIIbM^ 
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iz&vnntifoittz (@25) 0 FC cH2K^>BHD±©fi&y© 
<> c:&ac:t&BMbfrtte-o 

tco 3 ££Fc(P238D) / FcrRnb«^I^I^0^HlM^4bt/tCFc(WT 

) / FeyRllblffl^^Ii^f^fr©^ FcyRIIb$|#U^pI±^£:F 

c CH2 v* j yBtvmx^mmifs.iAMTom^y^ih Ltmt&z. 
tx\ FcyRIIb^Fc CH2\^ ^ yBt(Dm(DWs^m^KWm(Dm^^cm) t 
Fc(P238D)£-eJ£&Lfco ^22 IZ^tt&V, Fc(P238D) t Fc(WT) Fc 

CH2 KPW >B<!:FcyRIIb<!:0^0IC«1*gSfFffl&-S£UTlN&l\ 

[0291] 
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[^22] 

FcgRIIb 
Fc ( P64 8D) CH2 W>B 

A) 
Fc(WT) CH2 K>-f>B 

wisest, A) 

Val 116 CG2 Asp 265 OD2 (3.47) 
Gly 237 O (3.65) 

Ser 126 OG 
Ser 298 N (3.31) 
Ser 298 CB (3.32) 
Tyr 296 0 (3.05) 

Lys 128 CA Ser 298 OG (3.50) 

Phe "12 9 CB Ser 298 0 (3.36) 

Phe 129 CD2 Asn 2 97 CB (3.50) 
Asn 297 CG (3.43) 

Lys 128 C Ser 298 OG (3.47) 

Phe 12 9 W Ser 298 OG (3.30) 

Phe 129 0 Ser 2 67 OG (3.54) 

Arg 131 CB Val 266 O (3.02) 

Arg 131 CG Val 266 O (3.22) 

Arg 131 CD 
Val 266 CGI (3.45) 
Val 266 C (3.55) 
Val 266 O (3.10) 

Arg 131 NE Ala 327 O (3.60) 
Val 266 C (3.66) 
Val 266 O (3.01) 
Val 266 N (3.49) 

Arg 131 CZ 

Asp 270 CG (3.64) 
Asp 270 OD2 (3.22) 
Asp 270 ODl (3.27) 
Ala 327 CB (3.63) 

Val 266 N (3.13) 

Arg 131 NHl 

Asp 270 CG (3.19) 
Asp 270 OD2 (2.83) 
Asp 270 ODl (2.99) 
Ser 267 CB (3.56) 

Val 266 CGI (3.47) 
Val 266 N (3.43) 
Thr 299 OG1 (3.66) 
Ser 298 O (3.11) 
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Arg 131 NH2 

Asp 270 CG (3.20) 
Asp 270 OD2 (2.80) 
Asp 270 ODl (2.87) 
Ala 327 CB (3.66) 

Asp 2 65 CA (3.16) 
Val 266 N (3.37) 

Tyr 157 CEl Leu 234 CG (3.64) 
Leu 234 CDl (3.61) 

Tyr 157 OH 
Gly 236 0 (3.62) 
Leu 234 CA (3.48) 
Leu 234 CG (3.45) 

[0292] ££>tCFc(P238D) / FcyFc(WT) / F 

Fc CH2 KP< -f >A& £>Z?lZ 

Fc CH2 KPW tlZ Ltc^b-fkmz^ U tt 

te^btt£fcC:&lNN P238D{«0l¥Wi^^i;b$jL/co Fc(P238D) <^Fc(WT) 

-eti^sagA&S-efe^EU^-y/^j >?'238#@®:P$ 

u dMS0ju-7°*i^Fc(P238D),>: 

Fc(WT)-eti^^bLTlN^d^^^^^ (02 6) 0 t t £Fc(WT) tCfclNT 

tiEU^VA'J >?'238#@®Protigfi®miiJtCfe<<,U JHH®aS^I®7Ktt=l 

7 £ JFM L T IN £ 7^\ d tl 1t> IZ £ITK ftj &Asp tC ̂ b L tc *I£\ 

Sfcklf =i 7 tc IN £ d £ ti J$;#M © £ T? I * JI/ =£ - fa tc U ,>: ft ^ 

TL^9O ^d-eFc(P238D)-etid0X^;Udr-^4^fy^^'"r^/c^, EU 

^ >/\* 'J > ?'238#B(D7<S lias&mmmZIR] < Mtc^lb LT fc y, ^ tl 

7^d®tt£0JU-7lf^®^b££/;:£> L/c £ tl£0 3£tC, d®JU 
- 7°tis-s^-e^^ tifc t IN£ d ̂  P>% 

ibtfmpjftoft&ibiztzfgb?, Fc CH2 K* -f >A£: K* -f >B0*@ftftj&i3 

StCti^iU FcyRIIb^Fc CH2 K* -f >B£: ©f|©i? P^ISfFffl tC 

rn^ZbtcibLtctmBZt150 d®/c^P238Dfi^^|13EtcW-r^FctC, ^ 

MIgG tC fc IN •r Fc y R11 b tC ft f £ ® £ IR] ± 3 t± £ £ 11^ 

£ti£>o 

[0293] S/c, P238D©#AtCj;i)^3t^b©^^ Fc CH2 K* -f >AtCfclNTti, 

P$0EU:»- ^237# @ ®G Ly®±11^: Fc y Rllb© 160# @ ©Tyr t(DW\ tC 

(027) o d©Tyr160tC*|^-f£g|gtiFcyRIIa-e 
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tiPhe'Cift) y N Fc y RI la ZL CD ilci'n* CD ti Z CD7K^ilS'n*tiJ&lH Z tl4 16 

SSSCDT7^ J litis Fc£ FcyRI la £: FcyRI IbCD W\(D 

—-DXfoZZ t%&t>1±Zts FcrRIIblZft£t&ZZ(D7k 

Fc(P238D)©FcyRIIbtCftt-£^S1f©|p]±£N FcyRIIa 

ttz, Fc CH2 KPW >BtCOlNTtiEU^->/<'J >?270#g©Asp£FcyRIIb© 

131#@®Arg^;®^tC(fB:^7^^|5'f^^^|^(!st) i^tlZ (IH2 8) 0 FcyRIIa 

<DTnf<{ 7°®-^FcyRIIa HM"eti, ftJfct-£0|gtfHis£&c> T£ kK d 

FcyRIIa RMt tb$$ LTFcy R 

I la HM-e tiFc (P238D) tcftf Z L T ̂  Z Hfi 7® V $ Z 0 

Z(D£? ftXffi$££§,m&1&tif(Djli£miZg? < P238D0® AtC XZ^ 

(DttTBKDJls-Jm&omttZtilZft? KPW 

MlgGtCti&i^c&ffiSfFffl^JFMU P238Dfi£^l*0FcyRllbtcftf ZM 

JKftj&$•• 7° • 7 7 -f JU tc -p 4o T IN Z Z t tfBB b -fr t ft o tz0 

[0294] [Fc(P238D) <D%l$MWk~\ 

P238Dfi£^£#frFc©iJ^tiJ^T©J:9tCtT^;/co %t\ hIL6R—IgGI — vl ( 

lfl^!J#-§- : 20) 0EU±y/<lJ >?'220#@0Cys£SertCM^U EU±>y<>J> 

<72 1 6# @ 0G lufr ^ ©C^^PCRtC &^>T<?U--y<7L tz IB^lJFc 

(P238D)^#^iJ1tC|Ei6©^;itCL/c^^T^ii^^^-0^m fgiJL It 

MZfi-itco &fc\ EU^->/\*'J >^220#@0Cysti®^0IgG1tCfclNTti, L 

tlCDCys.*: disulfide bondLTlNZif^ Fc®<^£fM]S^t~£*l n\ L$t£ 

±ti:^tc&)s ^H&disulfide bondffi^£[g]jiit~£>7c#)tCSertCM:l^ 

Ltz o 

[0295] [Fc y Rimmft$m(D%imm 
#^iJ20^;itC Lfctf o TlliSl L/co 

[0296] [Fc(P238D) / FeyRllbfflflS^^^©^] 

ilp^'fbffltCtf^tl/cFcy y Zf )\/ 2mgtCftLs glutathione 

S-transfe rase £: COITUS t LTAJiijiitCcfc lJ L/cEndo F1 (Prote 
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in Science 1996, 5, 2617-2622) 0.29mg£: 0.1M Bis-Tris pH6. 5CDBuf 

fer^T\ NMMfl^AsntCitJg^ L 

/cN-acetyLgLucosami ne£5| L/c0 IfrlZ Z LfcFc 

yRIIb«^I:iiHt>7^U£5000MWCO®^3}§MtCj; y;flsU 20mM HEPS 

pH7. 5, 0.05M NaCLT'IF:tij'fb P7 h 0"^ 7 J — (Super 

dex200 10/300) tC<£y*fi£Lfc0 3 ^tCt#^tl/c||II^^FcrRnb«^I 

i^lI^CFc(P238D) Z^JUtkVFc y RIIbM^Iit©ti 9 £Ti®i!J tt£2>£ 

9APPL 10000MWCO0^^5iiMtCd: 20mM HEPS pH7. 5, 0. 05M NaC 

LT-¥SHbLfc^,lU3j§;fr^A^ PV h^77 -i ~ (Superdex200 10/300) tC 

<£y*m FC(P238D) / FcyRimm^mm^wov-yy^^mtc. 
[0297] [Fc (P238D) / Fc y RHb«^I^I^0^r^b] 

Fc(P238D) / FcrRnb|ffl^^I^I^®Ht>7°>»U^10000MWCO®^^5ii 

M tC J: y ft] 10mg/mLS Tills U *> V ^ -f > V K P v -frnm^miZ J; y 

mb££d&ofc0 ^IHbtCtiHydra II Plus One (MATRIX) l\ 100mM B 

is-Tris pH6.5% 17% PEG3350, 0.2M Ammonium acetate, 2.7%(w/v) D-GaLact 

oseCD 'J "tf-A-^tCft U 'J : ^mb+f > 7°JU = 0. 2^ L : 0. 

2ML-e;Fb^LT^r^bKP>>7°^^L, 20°CtctfM d 5 

[0298] [FC(P238D) / FcyRIIbmmMmm^Wmmt>^(DXmmfi^-0 (DM 
^] 

?#£*lfcFc(P238D) / FcyRIIbfflj&^$^tt©i|i^ll-o£100mM Bis 

-Tris pH6.5, 20% PEG3350, Ammonium acetate, 2.7%(w/v) D-GaLactose, Et 

hyLene gLycoL 22. 5%(v/v) CD;#)Stwi: L7c?j|N P >JU— 7°^$© 

•RmmvmmMmh>7?^ Mj-BL-iAtcTx^ii]^-*©>jiy££ 
&fc\ )UJ^^ti^tC-178°C0M t«-S ̂  <h T5 ^ 

tf-A5K >ffi;Ltttt®CCD^7^^Quantum 270 (ADSC) tC<£ 

y, asn £0.8° K-^^225^0x^0^®#^^L/C 
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o mbtitcmmta^mz 
HUI/TT1'—0 CDMHtCtiN 7°P^,;7AXia2 (CCP4 Software Suite) N XDS Pack 

age (WaLfgang Kabsch) & £>OHcScaLa (CCP4 Software Suite) ft 

U =48.85A% b=76.0lA% c=115.09A% a=90° N /3 = 100 

.70° N y=90° Xfo^tco 

[0299] [Fc(P238D) / Fc y RIIb|ffl^^I^I^0Xmr0^M/f] 
Fc(P238D) / FcrRHb«^I^I^0^r^i^^^ 7°P?^APha 

ser (CCP4 Software Suite) cfc U fc Z & o tc0 %btl 

/c^r0^®A$^«>:Fc(P238D) / FcrRHb«^I^I^0^^M^^ 

FC(WD / FCyRiiia«^ 

code:3SGJ©j*£®iIfr^ Afl239-340#& 

e>t5^B^239-340#©7$ J LTIXU & U ^tl^tlF 

c CH2 KPW L/Co |W] u < PDB code:3SGJ©j*i£®ifr £ 

% A^341-444#i:B^341-443#©7$>'^SSP^«:-0©®^ii: LTlXU 

HH U. Fc L/co It^tCFcyRIIbM^Iii® 

^H*i^-efe£PDB code:2FCB©«3t®^T!)^A^6-178#©7$ 

^WihLfcyRiibmm^mommm^^^tLtco FC CH3KPWX FC 

rRiib«^m Fc CH2 Kp< -f 

©IR]$£&M^ Fc(P238D) / FcyRII 

2^0Fc CH2KPWX 2^0FC CH3 KP< -f ^OHCFcy 

a^-rmmrnik*fczt^-otctzz, z001^-^25-3.0A©@Mf-
Rffiti40.4l Free Rfi!&41.9 l£t£itz0 3 

b tC 7°P O z> ARefmac5 (CCP4 Software Suite) ^ 

mmzskfe-ztitcMikmTrot^Tji'frbEtw-ztitcMikmTrctjibmz^: 
ntcim%%tizw&Ltc2F0-FC, F0-FC£#&ttz 

Jtvy 7°£Jl/c£7^i?(£>;ETr,lU|^IE£70P ?^ACoot (PauL EmsLey) Tfcl^ 
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l\ Z tl bSt" il t. fc Z ti. o tcQ il?j|lC2Fo-FcN F 

O-FCv7°%t 

it*klSZt£oZtX\ WtnmzftMm25-2.GA<D2429]m<D®ffi&£T-*Z 
m^\ ^rH^ftMffiJtiii^FMLi&2 
3.71 Free Rfit&27. 6%t ft ^ tc0 

[0300] [Fc(WT) / FcrRHb«^I^I^0^^^i^J55c] 

Fc(WT) / FcrRna|ffl^^I^I^®^r0^"efe^PDB code:3RY6®*I 

— X7°P ADisovery Studio 3. 1(AcceLrys)CDBuiLd Muta 

nts&tg£tel\ Fcy RIIbCDT7 $ J I£I3^ £-$fcf £ 9 K j*i£®i*©Fcy 

RHatC^S^aJX L/c0 ^CDP^N Optimization LeveL^High% Cut Radius£:4 

.btL, 5 

Fc(WT) / FcyRIIb«^I^I^0^^;U^,>: L/co 

[0301] [#t0IJ8] ^r0^tcS^lNTB^Mm^^^L/cFcB^fr0FcyRtC^-r 

CD^/f 

#t0!J 7 TM#£>tifcFc (P238D) £Fcy RIIbffl]&^$£©^tt©X^g|l 

EU^yA'J >^238#@0Pro£AsptCM^L/cFcfi£ 

FcyRIIb£©*|S:^Ki2g£^*£££tf^>IJ;*tl£®& (EU 

>^233#@, 240#@N 241#@N 263#@N 265#@N 266#@N 267 

m^s 268#@, 271 #@N 273#@, 295#@, 296#@, 298#@, 300#@, 

323# @N 325# @N 326# |=L 327# @N 328# @N 330# @N 332# @N 334# 

@©as) iZMLXmm^i^^mXL, 3£l;:FcyRIIb£©^£ig3il 
tzm^^^m^mLtc0 

[0302] #^iJ4-e^L/cIL6R-G1d (B39!J#^ : 19) tCftU EU^" >/< 'J > ?'439 

#@0Lys£GlutCM^L/cfi^£»AL/cIL6R-B3 (B3?!l#^ : 23) ZWmt 

tc0 ftlZs IL6R-B3tCttU EU^VA'J > ̂ T238#@ ©Pro^AsptCM^ L/c 

fi£^£®AL/cIL6R-BF648£fFiiL/co ^KW^Wkt. LT&IL6R-L. (13^0#^: 

21) dtl £#t0!J 1 (OT;£^£l\ 

, *ti^U U^FcyR (FcyRIa, FcyRIIa HS^ FcyRI 
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la RMs FcyRIIb, FcyRIIIa VM) 

[0303] 

fFJ$L/co &&^*©&FcyR£tt"f =l > K • -Jit Ltt$L 

^Atu^/El* (EU^- > A' 'J > ?'238#@ ®Pro£AsptCM$i L/cIL6R-BF648/IL 

6R-L)0#FcyRtC^-r^^MO)^Ll"eSlJl'Js 3 b tCl001£ Ltc^^l^MWO 

&FcyR£ttt-£*lttlft&^S1f©lii£ U/co ^WC&fi£^l*0FcyRIIbtC 

HWK;£fi^l*0FcyRIIa 

L/c(@2 9 )0 

mz 9iz^t£nz, ±&^tp2mm(D&mzis^T, 
AfuCOJnfr^hblJ LTFcy RllbtC^it"^Inn* 

L/co dtl^®B^fr®;etl;e,tl®FcyRtC>^-r^^^^2 3 

iZ^to &fc\ ^^®B^^tiIL6R-B3 (IB^lJ#-§- : 23, H2 3 ̂ ©IL6R-2B 

999) [ZttLTm\Ltcim%:^to fcfcU IL6R-B3«:^f£I$©£IM£ 

L/cIL6R-G1d/IL6R-LtC^lNTti, *£ LT^Lfc0 

[0304] 
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[^23] 

FcgRIalC 
tt?Z> 

£5§tt 

FcgRIIaR 

•njitt 

FcgRIIaH 

•njitt 

FcgRIIblC 

•aiSti 

FcgRIIIaV 

•njitt 
IL6R-G1 d/IL6R-L * 140 650 1670 62 3348 
IL6R-2B999/IL6R-L 145 625 1601 58 3264 
IL6R-BF648/IL6R-L P238D 100 100 100 100 100 
IL6R-2B002/IL6R-L P238D/E233D 118 103 147 116 147 
IL6R-BP100/IL6R-L P238D/S267A 121 197 128 110 138 
IL6R-BP102/IL6R-L P238D/S267Q 104 165 66 106 86 
IL6R-BP103/IL6R-L P238D/S267V 56 163 69 107 77 
IL6R-BP106/IL6R-L P238D/H268D 127 150 110 116 127 
IL6R-BP107/IL6R-L P238D/H268E 123 147 114 118 129 
IL6R-BP110/IL6R-L P238D/H268N 105 128 127 101 127 
IL6R-BP11 2/IL6R-L P238D/P271G 119 340 113 157 102 
IL6R-2B1 28/IL6R-L P238D/Y296D 95 87 37 103 96 
IL6R-2B1 69/IL6R-L P238D/V323I 73 92 83 104 94 
IL6R-2B171 /IL6R-L P238D/V323L 116 117 115 113 122 
IL6R-2B1 72/IL6R-L P238D/V323M 140 244 179 132 144 
IL6R-BP136/IL6R-L P238D/K326A 117 159 103 119 102 
IL6R-BP117/IL6R-L P238D/K326D 124 166 96 118 105 
IL6R-BP120/IL6R-L P238D/K326E 125 175 92 114 103 
IL6R-BP1 26/IL6R-L P238D/K326L 113 167 132 103 146 
IL6R-BP11 9/IL6R-L P238D/K326M 117 181 133 110 145 
IL6R-BP142/IL6R-L P238D/K326N 98 103 97 106 102 
IL6R-BP121/IL6R-L P238D/K326Q 118 155 135 113 157 
IL6R-BP118/IL6R-L P238D/K326S 101 132 128 104 144 
IL6R-BP11 6/IL6R-L P238D/K326T 110 126 110 108 114 
IL6R-BP911/IL6R-L P238D/A330K 52 101 108 119 120 
IL6R-BP078/IL6R-L P238D/A330M 106 101 89 105 91 
IL6R-BP91 2/IL6R-L P238D/A330R 60 81 93 103 97 

[0305] ^2 3 L/cB^^^CDFcyRIa, FcyRIIaR, FcyRIIaH, FcyRIIb, Fey 

RIiia vmzttt2Ltcmm^2 4izttabtc 
o IL6R-B3 : 23) iZMLXmXLtc^^to tc 

fcU IL6R-B3^^-r^P^©iiM^ L/cIL6R-G1d/IL6R-LtC^lNTti, L 

T^L/co S/c, ^^©KD(IIaR)/KD(IIb)fcd:t/KD(IIaH)/KD(IIb)ti^tl^ 

*U ^•^^©FcyRIIaRtcMt'-SKDIit^^-^^OFcyRIIbtcMt'-SKDIit-e 

SOoTHI, &&^*©FcyRIIaMCtt-f £KDlit£&&^tt©Fc y RUblC^t" £ 

KD^-eSlJ^/cffi^^-ro £l*° 'J ^7°^ K0KD(IIb)/fi£^*° 'J ^7°^ K0KD(II 

b)&, KOFcyRIIbtcM-r-SKDIii^^^OFcyRIIbtcMf 

ZtlblZ-hUPiX, &&^*©FcyRIIaR£J:tfFcy 

RIIaMCtt-ra^SIf ©9 'J ^7°^ KCDFc yRIIaRfc 

<£t/FcyRIIaHtCtt1-£^;£14®9t>^l^£>M£||2 4 tC^L/c0 dd 
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K£ti* IL6R-B3 : 23) Z £ 

£IB1~O &fc\ FcyR©IgGtCtt"t£^ 

L < fStfrT' $ & ^ tl/c /c 

s #^J2tC§Ei6© 

C^2] 

KD= C.Rraax/(Req-RI)"C 

(D^mm LTM& LTHt-e&a 0 

[0306] H2 4 fr£bs lN-rtl®B^fr:fcIL6R-B3(^2 4^©IL6R-2B999)^J;b$jLT 

FcyRIIbtCttt^MTlWfqUU ^©[p]±©^ti2. 

o ^W^W(DVcrRlldR[zntZ^\$./^W^W(DVcrRllb[zntZ^\$.(Dit 
, 1o&Xf&l^W(bVcyRlla\\[znTZ>KQ\$_/&:®MW(bVcyRll\>[znTZ>KQ 
m<Dtbti, FcyRIIaRfcJ;t/FcyRIIaHtCttt£ilp^14tCttt£*@2WiFc 
rRiiblztttzm&fc&zmto ZOmt^l^MWOFcyRIIb^© 

L/cffi-efe y, d ©lit^*$ tttiti'A$ IN®^Fc7RII 
btCttLT^1^iM£7^l\ KTfe •?> IL6R-B3/IL6R-LCDFc y RI 
laRizntZm$./FcyRimzntfccfct/Fcy RIIaH tC^tf•SKD 
m/\=cyRimzntzm$.(Dttiftn^nQ.3, 0.2xhztcsbs ^2 4©IN 

•ftl©^!**^*0 'J ^7°^ K<£ y tFcrRIIb^0i^MM£^[p]± LTIN 

tco fi£^*©FcyRIIaRfcJ;t/FcyRIIaHtCtt-t£^;£'l4©9 t>^l^©KD 

W£l*° 'J ^ 7°^ KCDFc y RIIaRfc £ tf Fc y RIIaHtctt"t £^;£<|4© 9 ^ 

^©MT^1 £ ti, t Ol^MW©Fc7RHaRfc<£ tfFcr RIIaHtctt"t 

'J ^7°^ K©Fcy RI IaRfc cfct/FcyRI la 

H tC ft "T £ © 9 t> gn^ H T? £ A\ J: y &M L T IN £ d 

£Slfcf £o ^[°H# ̂  Tti d (D{$_1f4. 6fr P>34. 0Tfe ̂  /cfc tf), 

<%0?# b ntcW&W©Fc 7 RHaRfc <£ t/Fc y RHaHtctt"t £^;£<I4© ?*>& 

l^©i|p^ti^^0|J/><7051 K©^tlct y tfilUtlN/c^Hi^o dtl£© 

^Stf^tl/cB^fr-eti^^'J^y^ K^hb^T, FcyRIIa RM 

fc J: t/HM ̂  ©^;£<|4 £ ft}# S /c ti« Fey RI Ib^ ©^Stt Z m 
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& L T fc y, Fc r RIIb^0gM£ £ [p]±3 t*T IN §1^: B£ tc0 

titz, Fey Rlafcctt/Fcy RHIaVtC^i LTtis IL6R-B3^ tt 

$$ LTLTl^Co 

[0307] 
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[^24] 
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[0308] mbtitd 

(D^m(DWm^mLtc0 l|3CHC&Fc (P238D) / Fc y RIIbM^P^f £• 
Lfco £iiytCiuMt~£HtI£:Fc Chai n A% ^llUC 

•fugf'SHil^Fc Chain B£~$~Z0 CldTFc Chain hlZfc ft ZEVi~ >/< 'J > f 

233#@©M;&N FcrRHb^EU^-y/^J >^113#@®Lys®^tC'(uM-r^ 

ZtlfftfrZo fcfcU E2330iSiJfI&^0m^Jt 

7^9 3; < il^3tlTfc£>t\ fr&U MSM£0i^l^SltC&£o ^^TEU^"> 

/\*'J >^233#@0Glu£AsptCM^-t£fi£^ < t£Z d «>: 

tC<^Ti|iJfl0gfiJt^3 < ftU, ^0*^ FcyRIIb0EU^>A''J >?'1 

13#@®Lys^0ffii:^fflJFM0la)x> hP fcf-PXAMSMStU 

g a x * j U#•- 0 fp] ± ̂  L T I'N Z t, 0 £ H >UJ 3 tl Z o 

[0309] M3 1 tCti|W|i;<Fc (P238D) / Fc y RIIbM^Ii^f £-1*0*1^0 9 %, 

EUi~ys<*J >^330#g©SB&5M©BB^£^ Lfco d0llfr^ Fc (P238D) 

0Fc Chain A0EU^->/< 'J >?330#g0£M£JII>fl&Fcy RIIb0EU:f 'J 

>^85#|=|CDSei\ 86#@0GLu% 163#@0Lys&£,AN,3litj5Sc^tl'i>£i7.Kfr^& 

BB^-C£>£d£tf#fr.So EU^VA'J >?'330#@0Ala£LysN fcZ 

iNtiArgtCM^f'SS^^tiN Fey RIIb0EU^->/<'J >^85#@0Ser% &l\ UE 

'J > ?86#@ 0GLu£: ©ffiSfFffl SIHb^LT^Z t, 0 £>UJ3 tl 

Z) o 

[0310] H3 2 tCtiFc(P238D) / Fey RIIbM^Ii^f^fc Fc(WT) / Fey 

RIIIaffl]&^is&f^*0^llj*i££N Fc Chain BtCft LC a J^P^it£ t 

£tC Lfcft/jN-^;itCJ: U EU^yA'J >?'271#@0Pro0*i^ 

£^Lfco dtl£ = O0l*i£fciU EU^VA'J >^271#@0 

Pro0p|3'futCfclNTtiS7^^)ii'(2|5:^^;(>:7^c)TlN'i)o Sfc% Fc(P238D) / Fey 

Rllb«^I^I^«Sr0^tcfciNTti, d0JiS0^F®j£tfl§^d£ 

Fc(P238D)/FcyRIIbtCfclNTti, EU^VA' 'J >?'271#@ 

^Pro-efe^d^T\ -?-tltCctoTd0 

;U-70^^ft^^i^^,>:ijt#TlN^lNprt^^Dt^tifco EU 
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>^271S@0Pro^GLytCM^-r^)B^^ £ ©JU-7°*I 

- ft &P$S x\ *i )U isnz0 

[0311] C#^iJ9] P238dtmfr'gfoJ£Z>ZtlZ£VrcrRllb^m£'g%:m&tZ>& 

#^|J6, ^{WiZ^X%bUtc^M(D^X\ FcyRIIb^©^£ig 
ijitt"L < tiFcyRUb^^lp-n-^rfSi# Ls 'fill®FeyR^tf^pn"^r^PfUt" 

£$]1, £ ftfc&^H±£^£*fcSE L fcQ 

0%m8(Dj5)£tmmizs ^19, 22i^b^zm.titcim^m^RL, st 
l*HfIIL6R-BF648tCttLT£I<^tot*T®ALfco JnfrLfmc&it® LTIL6R-

#^ij 1 (OT;£^£l\ #^iJ20^;itC 

ct U ^S-Fc y R(Fc y RIa% FcyRIIa HMs FcyRIIa RMs FcyRIIb, FcyRIIIa 

m)izntzm^^mm^izwmLtc „ 

Lfco OMit^ =l>hP 

—)\/£ LfcB^^^#AfuCDjjtfr(EU^->/< 'J >^238#@®Pro^:AsptCM^ Lfcl 

L6R-BF648/IL6R-L)0#FcyRtC^-r^ilp^Ma)ffi-eSlJ1'J, 3 b tC 100f& Lfcffi 
Lfco 13t$S 

©FcyRIIbtcM-rSffiMft^^SIf©^ HWK;£fi^l*0FcyRIIa RM 

®2 5) 0 

&fc\ ^*©&^£ttIL6R-B3 (13^0#^ : 23) tCttLT®ALfcfi£^£H 

to fcfc LN IL6R-B3^^-r^P^©iiM^ LfcIL6R-G1d/IL6R-LtC^lNTti 

s ^LT^Lfco 

[0312] 
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[^25] 

FcgFIsI •_ 
m-h 

FcgRIIaR FcgRIIaH 
ICWSr 
iastftse 

FcgRIIblu FcgRIIIaV 

c 
IU5R-G1 d/IL6R-L * 140 650 1670 62 3343 

IU6R-BP648/IL6R- l P23SD 100 100 100 100 
Ot.u'-

100 
IL6R-2B253/IL6R- I... E233D/F238D/V323M 155 208 207 156 123 
LL6R-2fc2tj1/JU0R- i E233LVF23BD/Y296D 100 94 91 115 87 
IL6R-BF0B2/IL6R- L E233D/F238D/A330K 74 126 106 I 36 87 
IU6R-BFOB3/IL6P- L. F2 3 8 D/Y2 3 6 D/ A33 O K 50 87 91 122 107 
IL6R-BF0B4/IU6R- L P238D/V323M/A330K 109 203 162 141 106 
IL6R-BF085/IL6R- I G?37D/P238D/A330K 19 278 153 152 104 
IL6 R-BF086/IL6 R- L P23SD/K326A/A33QK 72 155 115 137 123 
IL6R-BF0B7/IL6 fi­ L L234Y/R238D/A330K 33 163 179 137 158 
ll^ R-BF088/IL6 R- I G?37D/P238D/K323A/A330K 25 377 166 1 61 122 
IL6 R- B F089 / I L6 R-L 'L234Y/P238D/K326A/A330K 43 222 186 147 136 
IL6R-BF1 29/IL6R- I E233D/F238D/Y296D/A330K S3 111 98 138 05 
IL6R-BF1 3C/IL6R- [ 104 272 224 1 ao 115 
IL6R-BF1 31 /IL6R- I E233D/G237D/P238D/A330K 33 364 253 160 113 
IL6R-BF1 32/ILSR- L E£ 3 3 D / F238 D/ K3 2 6 V A3 3 0 K. 91 191 130 150 120 
ILSR-BF1 33/IL6R-L E33D/L234Y/P238D/A3SOK 41 174 151 137 114 
IL6R-BF1 43/IL3R-L L234Y/P23BD/K32SA 86 238 143 1 33 114 
IL6R-BF1 44/IL6R-L G237D/P238D/K325A 64 204 108 121 123 
IL0R-BF1 45/ILGR-I L2S4Y/G237D/F238D 41 350 224 152 153 
f! 6R-RF1 46/FI6R-I t ?34Y/G?37rVF:?3Rn/K3?SA 50 445 203 15fi 180 
IL6R-BF1 47/IL6R-L L234Y/G237D/F238D/K326A/A330K 24 650 532 1 77 209 
lL«K-bM40/lUbK- I.. L233U/L234 Y/G2 3D/' P2 3 tf D/ K3 26 A/A3 'J 0 K 33 432 1 fH 22/ 
IL6R-BF1 49/IL6R- I E233D/L234Y/G237D/P238D/Y296C/K326A/A330K 29 539 401 173 186 
IL6R-BF1 5C/IU5R- L L234Y/G237D/F238D/K326A/A330R 30 757 770 183 204 
IL6R-EF1 51/IL6R- L •ES33D/L234Y/Q237D/P238D/K326A/.A330R 39 705 621 130 221 
IL6R-BF1 52/IL6R- L E233D/L234Y/G237D/P238D/Y296C/K326A/A330F 34 638 548 178 146 
ILSR-BF1 76/IL6R- L E233D/F238D/K326D/A330K 102 201 123 147 131 
IL6R-BF1 77/IL6R- I E233D/L234Y/G237D/P238D/P271G/K326 D/AS30K 57 691 409 177 186 
IL6R-BF1 78/IL6R- [.. E233D/G237D/P238D/P271 G/A330K 51 653 259 1 79 110 
Fi 6R-RF1 79/Ii fifi­ I G?37n/P5,rH8n/P?71G/K3?fiA/A:i:;lf)K 39 570 PPfi 1 7 125 
ll 6R-BF1 8C/IL6R- I G?37D/P238D/P271 G/A330K 29 602 203 1 78 100 
IL6R-BF1 81/IL6R- L E2330/F238D/F27" G/K320A/A33OK 108 362 150 170 122 
IL6R-BF1B2/IL6R- I E233D/F238D/F27* G/Y296D/A330K 95 413 139 1 73 120 
IL6R BF100/ILSR L E33D/L234Y/P2aaD/P271G/K326A/AD30K 03 423 191 164 113 
IL6R-BF1 84/IL6R- L E233D/F238D/F27' G/A330K 96 436 131 171 100 
IL6R-BF1 B5/IL6R- I E2330/L234Y/G237D/P238D/P271G/K326A/A330K 47 670 446 179 191 
IL6R-BF1 86/ILSR- L E233D/L234'V'/Gi237D/P238D/P271 G/Y296 D/K326A/A330K 43 614 3Q8 1 75 143 
IL6R-BF1 37/IL6R- L L234Y/P238D/P271G/K326A/A3EOK 69 387 205 157 124 
IL6R-BF1 88/ILfiR- I E233D/G237D/P238D/H263D/P271 G/A33QK 74 636 234 179 121 
IU0R-Bn 89/IL6R-L G237D/P238D/H208D/P271 G/K326A/A330K 5Q 557 1 S3 177 141 
[L6R-BF1 9C/IL.6R- L G237D/P238D/H268D/P271 G/A330K 50 615 224 181 155 
rifiR-RF1 91 /TlfiR- I F?33D/F?3Rn/H?fiF]ri/P?71 125 3R? 145 170 142 
IU6R-BF1 92/IL6R-L E233D/F238D/H268D/P271 G/Y296D/A330K 109 406 122 172 118 
IL6R DF1 90/ILSR L E33D/F230D/II2S0D/P271G/AD30K 113 449 154 1 7G 135 
IL6R-BF1 94/IL6R- L ^33D/L234 Y/G237D/P238D/H266D/P271 G/K326A/A330K 69 672 395 178 2-19 
IL6R-BF1 95/IL6R- L E233D/L234Y/G237D/P238D/H268D/P271 3/Y296D/KB56A/A330K as 6S1 344 181 221 
IL6R-BF1 96/IL6R- L L234Y/P238D/H259Q/F27" G/K326A/A330K 39 402 195 157 137 
ILSR-BF1 97/ILCR-L E233D/L234Y/G237D/P238D/H208D/P271 3/Y290D/K320D/A3SQK 71 042 294 17S 200 
IL6R-BF1 D8/IL6R- L E233D/L234Y/P238D/H268D/P271G/K326A/A330K 104 448 188 164 157 
IL6R-BF1 99/IL6R- I E233D/F238D/K326D/A330R 112 172 116 144 103 
IL6R-BF20C/IL6R- L E33D/L234Y/G237D/R238D/P271G/K326D/A330R 60 754 51 7 1 88 164 
IL6R-BF201 /IL8R- [.. E233D/G237D/P238D/P271G/A330P 57 696 359 1 86 121 
IL6R DF202/IU5R L G237D/P200D/P271 G/KD26A/'A330R 43 615 2Q5 105 100 
IL6R-EF203/IL6R- L G237D/P238D/P271 G/A33DR 35 637 255 185 83 
IL6R-BF204/IL6R- I. E233D/F238D/F27* G/K326A/A330R 110 301 137 165 121 
IU6R-BF205/IU5R- L E233D/F238D/F27" G/Y296D/A330R 97 335 108 167 93 
IL6R-BF20G/IL6R- L E233D/F238D/F27' G/A330R 101 3Q2 123 198 92 
IL6R-BF207/IL6R- I E233D/F238D/A330R 74 103 103 124 97 
IL6R-6F2Q8/IL6R- I E233D/G237D/P238D/H263D/P271G/A330R 81 690 31 0 188 118 
IL6R-BF209/IL6R- L •G237D/P238D/H26BD/P271 G/K326A,'/A33CR 68 625 267 136 153 
IL6R DF21 C/ILSR [.. •G237D/P230D/II260D/P271 G/AG30R 57 6S1 279 107 135 
IL6R-BF211 /IL6R-L E233D/F238D/H268D/P271G/K326/,yA330R 128 312 111 165 87 
IL6R-BF212/IL6R- L E233D/F238D/H268D/P271 G/Y296D/A330R 117 363 135 173 122 
IL6R-BF213/IL6R- L E233D/F238D/H268D/ P271 G/A330R 118 382 123 1 68 100 
IL6R-BF21 4/IL6R- L E233D/L234Y/G237D/P238D/V296C./K326 D/A330K 36 498 285 174 165 

[0313] ^2 5 L/cB^^^CDFcyRIa, FcyRIIaR, FcyRIIaH, FcyRIIb, Fey 

RI I la miZMt 6 iZ^tisbtc 

o IL6R-B3 : 23) iZMLXmXLtc^^to tc 

tc LN ILQR-B3%WmtL/cIL6R-G1d/IL6R-LtC^lNTti, *t L 

T^Lfco %tc, ^^©KD(IIaR)/KD(IIb)fcd:t/KD(IIaH)/KD(IIb)ti^tl^ 
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^•^^©FcrRIIaRtCMt'-SKDIit^^-^^OFcrRIIbtCMt'-SKDIit-e 

ty&&^*©FcyRIIaMCtt-f £KDlit£&&^tt©Fc y RUblC^t" £ 

£l*° 'J^7°^ K0KD(IIb)/fi£^*° 'J s<7°? K CD KD (II 

b)tiN m^'J^7°^ F<DFcrRIIblZttTZI®m%&&&to<DFcrRIIblZttT 

ZtlblZ-hUPiX, £-B£^*®FcyRIIaR£J;t/Fcy 

RIimztttZ>^£>)&&(D? -t5&^j5(DKm/mtf 'J^7°^ K0Fcy RHaRfc 
cfct/Fcy RIIaHtC^it"'2)ilp'n/&\$L(D9 ^ijill^CDKD'fiji2 6tC^L/c0 <1 d 

IL6R-B3 (I3^y#^ : 23) ZHMlZft?&gft<DZ £ 

%mto &fc\ FcyR0IgGtCtt"t£^ 
L < M ^ ¥ iJ IST 3 ft fc fc 7c 

#>, #^iJ2tc|Ei6© 

C^2] 

KD= C.RMX/(Req-RI)-C 

(D^mm LTM& Lfcitt-efe^o 
[0314] H2 6 Kb, l^ft©fi£^tIL6R-B3£tb$$LTFcyRIIbtCttt£3lfi]14 

7^[q]±U ^0[q]±®^ti3. 0^7^99. ti{%Xfo^tc0 &fi£^®Fcy RIIaR 

tCtt1-£M/#fi£^0FcyRIIbtCtt-t£KDfii0j;L £<£t/£-fi£^*©Fc 

rRIIaHtC^-r^KD^/#B^fr0FcrRIIbtC>^"r-g)KD^Ll0i;bti^ FcyRIIaR 
£J:tfFcyRiiaMcttt-£^S1ficttt-£*ittft&FcyRiibicttt-£^S 

L/cffi-efe y, £ ©lit#* $ ttfttf ± $ ^Fc r RllbiZM LT^IM 
ifm^\ K-efe^IL6R-B3/IL6R-L0FcrRHaRtC^-r^KD^/Fc 
yRllbizntfocfct/Fcy RIIaH tC&tf•SKD-fOt/Fc y RllbtC&tfZ 
m&oiuz^n^ntt.x 0.2xhztcsb, 
^7°^ K<£ y tFcy RIIb^®i|p-n3liRtt^fR]-t LTlN/cc fi£^l*0Fcy RIIaR 

fcd:t/Fcy RIIaHtC^-r^^Stt©9 'J ^7°^ K0Fc 
yRIIaRfcd:t/FcyRIIaHtC^-r^ilp^tta)9t)^l^a)KD^^1J^±-efe^ 
£ ti, ^ (D W&W (D Fc y R11 aR £ <£ t/Fc y R11 aH tC ft "T £ 0 9 t> ̂  ̂  
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-ft (D ̂  ffm *° 'J * 7°^ K (D F c y RII aR fc t/F c y RII aH ̂  ft f 2> © 

£Vi&:MLT^Z>Z£%:WMtZ>0 

?# e>ntcW&WXit CI ©lit# 0. 7fr £29. 9-efe o <%0f# e> 
0 F c r R11 aR fc <£ t/F c y R11 aH IZ ft f £ © 9 % & ̂  £ 0 ̂  &31 *° 'J 

^7°^ K0^ft£tb$$LTMH^7!)\ ttiJ: y tfiilLTU/c^li^ 

dtl£>0^Hfr<^ K^tb^T, FcyR 

Iia RMfc<fcrJcHM^©^S1f£^ft£fc&<£/,$l^^ FcyRIIb^©^ 

LTfc y, Fey RIIb^0MM£ £IRUS ttT^£ d £ e> 

^^/c0 S/cs Fc y RIafccfc t/Fc y RlllaVtC&t t» IL6R 

-B31 tb$$ L TAM£~F L T ̂ fcG 

[0315] 
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[0316] 

tzo TB3J ti r2B999(B3) J N Tom L i zHJ ti TomaL i zumab VHj N TomL 

izLj ti TomaL i zumab VLj 

[^27] 

15 GpH7 
16 GpL16 kO 
17 GpH7 B3 
18 IL6R 
19 IL6R G1d 
20 IL6R IgG1~v1 
21 IL6R-L kO 
22 IL6R F11 
23 IL6R B3 
24 IL6R BP208 
25 omlizH G1d 
26 omlizL CK 
27 IL6R BP230 
28 IL6R BP264 
29 IL6R BP267 
30 IL6R G4d 
31 IL6R BP478 
32 IL6R BP253 
33 IL6R BP423 
34 GpH7 G1d 
35 GpH7 A5 
36 IL6R BP404 
37 IL6R BP408 
38 IL6R BP419 
39 IL6R BP407 
40 IL6R BP409 
41 IL6R BP410 
42 IL6R AP029 
43 BP230 
44 BP231 
45 BP265 
46 BP391 
47 BP429 
48 BP436 

iE£iJ#-§-
49 BP437 
50 BP445 
51 BP473 
52 BP478 
53 BP481 
54 BP487 
55 BP488 
56 BP489 
57 BP490 
58 BP491 
59 BP492 
60 BP493 
61 BP494 
62 BP495 
63 BP498 
64 BP499 
65 BP503 
66 BP509 
67 BP510 
68 BP511 
69 IL6R A5 
70 Fc(P587) 
71 Fc(P588) 
72 IL6R P587 
73 IL6R P587-LS 
74 IL6R-L2 kO 
75 BP557 
76 BP559 
77 BP567 
78 Fc(DLE) 
79 Fc(YTE) 
80 Fc(EF) 
81 Fc(P208) 
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££±a>fU0lRn!Btt 
[0317] 

^ K£tb$$LT, FcyRiibKttt-£^S<|ftfig&U ttc, FcrRHa(RM) 

ttm UfcFcy Rllbmttf UfcFciU®^*, l^Fc^ 
zmw*'j * 7°^ K^ tifco m# 
yN Fcy RIIbCDITIMCD 'J >&!£,% ft Lfc£0&ft1gJxJ&<D$PftMi'?i-Jl'& 

fcgT&Zt&RlffitftZo ttcs FcyRnblCM^ftK^-ralfff^iatt 

(D Fc IZ Z> Z t IZ J: y N Fc y RI lb % ft L 

$ a qrtsi&0 
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!t#©S6SS 
EU^VA'J >?'238#@®:P$ ygt ftxfiz, EU±y/<ljy</233m 

B(D7<J II, 234#@077$ yi|N 235#@®77$ 711, 237#@0 

T^yils 264S@077$ yi|N 265#@®77$ 711, 266#@®77$ 

yils 267S@077$ yi|N 268#@®77$ 711, 269#@®77$yit 

, 271#@077$ yi|N 272#@077$ yi|N 274# @ 0 7 $ 7 I|N 296 

#@©:P$yi^ 326#@®77$ yi|N 327#@0:P$ yi|N 330#@ 

CD7^J II, 331^g C75 7^ ^ 711, 332#@077$ 7I|N 333#@®:P 

$ y I|N 334# @ 0 T7 $ y I|N 355# @ © 7 $ y II, 356# @ CD T7 $ 7 

IIN 358# @ 0 T7 $ JIIN 396# @ © T7 $ y I|N 409# @ CD T7 $ 7 IIS. 

IM19# @ 0 T7 $ y Ilfr £31W:tl-g> '>& < £ t 1 ^ CD 7 $ y IIif^CD 

7$ JmiZW^lStlX^ZEc^m^WXh-oX, iZ^MWCDVcy b 

[7 $ y Ilfift^A^A^tlTl^ftl^FcrpI 

K©FcrRnbtc>tf-t£M] / 

K®FcrRnbtC>^-r-g)KD^Ll] (D{$_mb.m.ttt£%Ec 

m.nw&Wo 

;£lI2] EU^VA'J >?'238#@®:P$ ygt 268# g®^7^ J IlS.t/271# 

g®^7^ yil^ilia)^^ yiltcB^^ti, EU^VA'J ><7233 

Sg^^^yil^ 237#@©T7$ y I|N 264#@077$ yi|N 267#@ 

(D7^.JWL, 272#@077$ yi|N 296#@®77$ yi|N 327#@077 

$yil, 330#@®:P$ yil^ 332#@077$ y I|&t/396#@ 0 T7 $ 

yilfr£>5Mtl£'>&< 1 ~DCD7 J IIA^-feCD T7 $ y I|tCfi£|££ 

;£II3] EU^yA'J >?'238#@®:P$ yil^Asp, MOHC, 233#|=| CD T7$ 

y II^Asp, 234#@ CD7 $ y I|A*Tyi\ 235#@ CD7 $ y I|A*Phe% 237 

#@0T7$ y II^Asp^ 264#g©T7$ y I!A*ILe% 265#@®77$yil 

7^GLUN 266# @ CD 7 $ J I|A*Phe% LeuXtiMet% 267# @ CD 7 $ J IIA* 

Ala, GLu, GlyX&Gln, 268#@ 0 T7 $ y H^Asp, GlnX&Glu, 269 
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yit^Asp, 271#@077$ yi|A*GLyN 272#@077$yi| 

A*Asp% PheN ILe% Met% Asn% ProXtiGI.ru 274# § CD 7 $ J I£A*GLn 

% 296# § CD 7 $ J I£A*AspXtiPhe% 326# @ CD 7 $ J I£A*ALaXtiAsp 

% 327# @ CD 7 $ J IIA*GLyN 330# @ CD 7 $ J I|A*Lys% ArgXtiSer, 

331#@®77$ y I|A*Ser% 332#@ CD7 $ J I£A*Lys% Arg% SerXtiTh 

rN 333# @ CD 7 $ J I£A*Lys% Arg% SerXtiThr% 334# § CD T7 $ y it 

A*Arg% SerXtiThr% 355#@ CD7 $ J I£A*ALa% GLn% 356#|=|CD77$ 

yitA*GLu% 358# @ CD 7 $ J I£A*Met% 396# @ CD 7 $ J I£A*ALa% Asp 

N GLu% PheN GLy% His% ILe% Lys% Leu% Met% Asn% GLn% Arg% SerN 

Thr% VaU TrpXtiTyr% 409#@®77$ y ItA*Arg^.t/419#@®77$ 

yil^GLu-efe^T7^ ti 1 -DCD7^.JW. 

^MLX^&Vc^m^WXfo-iX, m>?MWCDVcy Uiz^O-lzn 

C7< 
^7°^ KOFcrRIIbtCM-r-SKDIii] / 'J ^7° 

^ K®FcyRIIbtCtt-t£M] 0^15. 0£Lt£&£Fc$I$&^fto 

5f<Ijt4] ELI^- > A" 'J y ̂ '238# @ CD 7 $ J I£A*Asp% 268# @ CD 7 $ J I£A*Asp 

XtiGlu, RXf, 271 #@0^$ JWilf^Xfo-iX, 233#@0 

T7 $ y I£A*Asp% 237# @ CD 7 $ J I£A*Asp% 264# @ CD 7 $ J I£A*I Le 

, 267#@077$ yil^ALaXtiGLy, 272#@ CD7 $ J It^AspX&Pro 

, 296#@0T7$ y ItA*Asp% 327#@077$ yi|A*GLyN 330#B(D7 

$yi|A*Arg% 332#@ 0T7 $ y l|A*Thr% S.O\ 396#@ CD7 $ y IIA* 

LeuxtiMet-efe^T7^ 11 -3®:p$yi£ 

LTl^ 1*^113 K§B*6©Fc$I$&^fto 

5f<II5] K0Fc 

rRHbtC^-r^KD^] / K®FcyRI 

IbtCtt"t£KDlii] ®ffi^50.0J^±-efe^^ 1 fr£>40lN"ftlfr 
£§B*6©Fc^&^tto 
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yRIIblCtt-f-SKDlii] / 'J ^7°^ K®FcyRI 

IbtCtt-t^M] <DH£tf1QQ.QyL±-C$>Z, 1 £ 4 0^-f tl 

[Fc^IJK®FcyRIIa(RM)tC>^"r^KD^ 

] / KOFcyRIIbJCM-r-SKDIii] (D 

lit# 10. m±XfoZ>s SmMlM 1 6 ©iN-f tLAHClB^OFc^^ 

Wo 

3cJl8] K®FcyRIIa(RM)tC>^"r^KD^ 

] / KOFcyRIIbJCM-r-SKDIii] 0 

lit #20. m±XfoZ>s tmMlM 1 6 tLAHClB^OFc^^ 

fro 

3019] tulEFc^IJiB^fr^TIE© (a) ~ (x) 0\j^tl1r>[Zl^M,<£>7 $ ̂  II 

\%>s 1*^111 Kb 8lN-rtlAMClEi6©Fc^IJiB^fro 

(a) Fc^IJi^EU^-y/^U >^238#@, 233#@N 237#@N 268#@ 

% 271 #@N 296#@S.t/330#@®77$ J I£fi£|£ 

(b) Fc^IJi^EU^-y/^U >^238#@, 237#@N 268#@N 271#@ 

s 296# @ &t/330# @ (D 7 $ J I£fi£^ 

(c) Fc^IJi^EU^-y/^U >^238#@, 233#@N 237#@N 268#@ 

, 271#@N 296# |=L 330#g^332#g©7$y^^ 

(d) Fc^IJi^EU^-y/^U >^238#@, 233#@N 237#@N 264#@ 

s 267#@N 268#@N 271#@^t/330#@077$yi|B^ 

(e) Fc^©EU^->/<'J >^238#@, 233#@N 237#@N 267#@ 

, 268#|=L 271 #gN 296#@N 330#g&tf332#g©;p$ J W&M. 

(f) Fc^©EU^->/<'J >^238#@, 237#@N 267#@N 268#@ 

, 271 #gN 296#@N 330#g^332#g©7$y^^ 

(g) Fc^©EU^->/\*'J >^238#@, 233#@N 237#@% 268#@ 

, 271#@N 296#@N 327#@&t/330#@077$yitfi£^ 

(h) Fc^©EU^->/<'J >^238#@, 233#@N 237#@N 264#@ 
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s 267#@N 268#g&tf271#g©;p$ 

(i) Fc^©EU^->/<'J >?'238#@N 233#@N 237#@N 264#@ 

s 267#@N 268# |=L 271#@N 296#@&t/330#@077$ J W&M. 

(j) Fc^©EU^->/\*"J >?'238#@, 233# |=L 237#@N 264#@ 

s 267#@N 268#@N 271 #@N 296#@N 330#g&tf396#g© 

j 

(k) Fc^©EU^->/<'J >^238#@, 237#@N 264#@N 267#@ 

, 268#@N 271#g&tf330#g©;p$ JW®M 

(L) Fc^©EU^->/<'J >^238#@, 237#@N 264#@N 267#@ 

s 268#@N 271 #gN 296#g&tf330#g©j7$ JWS&gt 

(m) Fc^©EU^->/<'J >^238#@, 264#@N 267#@N 268#@ 

S.t/271 # g (D 7 $ 7 

(n) Fc^©EU^->/<'J >^238#@, 264#@N 267#@N 268#@ 

s 271#@S.t/296#@®77$ 

(o) Fc^©EU^->/<'J >^238#@, 237#@N 267#@N 268#@ 

% 271 #@N 296#@S.t/330#@®77$ J I£fi£|£ 

(p) Fc^©EU^->/<'J >^238#@, 233#@N 237#@N 264#@ 

s 267#@N 268#@N 271 #gN 330#g^t5396#g©7$ J W&M. 

(q) Fc^©EU^->/<'J >^238#@, 233#@N 237#@N 264#@ 

s 267#@N 268#|=L 271 #@N 296#@N 327#@N 330#g&tf396 

#@0^$ y IIB^ 
(r) Fc^©EU^->/<'J >^238#@, 233#@N 237#@N 264#@ 

s 267#@N 268#@N 271 #@N 272#@&t/296#@077$ y 

(s) Fc^©EU^->/<'J >^238#@, 237#@N 264#@N 267#@ 

, 268#@N 271 #@N 272#@^t/330#@077$yi|B^ 

(t) Fc^©EU^->/<'J >^238#@, 237#@N 264#@N 267#@ 

, 268#@N 271 #gN 272#@N 296#@&t/330#@077$ y 

(u) Fc^©EU^->/<'J >^238#@, 233#@N 264#@N 267#@ 
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% 268#g^t/271#@CD77$ J jStB£^£ 

(v) Fc^©EU^->/<'J >?'238#@, 237#@% 267#@N 268#@ 

, 271 liHK 296#g&t/330#g0;7$ 

(w) Fc^MM(DEUi~>/<lJ >0"238mS. 264#@% 267#@N 268#@ 

, 271#g, 272SSMt/296mS (DT $ 

(x) Fc^©EU^->/<'J >?'238#@, 233#@N 264#@% 267#@ 

% 268# 271#@^.t/296#@®77$ y 

[1*^1110] tulEFc^IJiB^fr^\ TIE CD (a)~(x) 0^-f tlAMC§Ei60T $ J 

ItlB^Wt"^ 8 L\"ftlAMC|Ei6©Fc^JiB^fr0 

(a) Fc^IJi^EU^-y/^U >?'238#g0:P$ yit#Asps 233#i077 

$ y It A*Asp% 237# @ 0 T7 $ y It A*AspN 268# @ 0 T7 $ y It A*AspN 2 

71 #@®77$ yit^GLy, 296#iiCDT7$ y ItA*Asp^.t/330#@CD77$ 

y it#Arg-e&& T7 $ y BtSflflJ 

(b) Fc1I:ii0EU:l->AU >?'238#@0:P$ yit^Asp, 237#i077 

$yit#Asp% 268#@0T$ y ItA*AspX&GLiu 271#@®77$yit 

tfGly, 296#g®77$ yit#AspS.tJ?330#@®77$ yit^Arg-efei) 
T $ y itiB^y 
(c) Fc^i^E^yA'1,! >?'238#@0:P$ yit^Asp, 233#i®77 

$ y ItA*Asp% 237# @ CD T7 $ y ItA*AspN 268# @ 0 T7 $ y ItA*AspN 2 

71#@®77$ y It#GLy% 296#@0T7$ y ItA*Asp% 330#|=|CDT7$ y 

ItA*Arg^.t/332#g 0 7 $ y It^Thr "£'$>•?> T7 $ yitlB^O 

(d) Fc^CDEU^-y/^'J >?'238#@0:P$ yit^Asp, 233#i®77 

$yit#Asp% 237# @ 0 T7 $ y ItA*Asp% 264# @ 0 T7 $ y It A* I Le% 2 

67#@077$ yit^GLyXtiALa, 268#@0T7$ y It^GLu, 271#@ 

0T7 $ y It^GLy^.t/330#@ 0T7 $ y It^Arg-efe^ T7 $ y ItlB^U 

(e) Fc:pIi^0EU^->/<'J >^7238#@077$ yit#Asp% 233#@077 

$yit#Asp% 237# @ 0T7 $ y ItA*Asp% 267# @ 0T7 $ y It#ALa% 2 

68#@0T7$ y It^GLiu 271#@077$ y ItA*GLy% 296#@077$y 
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ltA*Asp% 330#g07$ J StA*Arg$.t/:332#g 07 $ J It^ThrT'fe 

& T $ J stiB^y 
(f) Fcifi^EU^yA'J >?'238#g07$ y|tA*Asp, 237#g07 

$ J It A* As p^ 267#g07$ y@t#ALaN 268#g07$ 7 St^Glu, 2 

71#g07$ J StA*GLyN 296#g07$ y StA*Asp% 330#gArg$.tF3 

32#g07$ ystA*Thr-efe&7$ ystiB^y 

(g) Fcifii^EU^VA'J >?'238#g07$ y|tA*Asp, 233#g07 

$ J St A* As p^ 237#g07$ yitA*AspN 268# g 07 $ 7 ItA*AspN 2 

71#g07$ yltA*GLy, 296#g07$ ySt^Asp, 327#g07$y 

St #G ly W330# g 0 7 $ 7 St #ArgT?& 3 7 $ y StSB^lJ 

(h) Ec^H(DE(ii-y/<t) >^238#@07$ 7@tA*Asps 233#g07 

$ySt#Asp, 237#g07$ ySt^Asp, 264#g07$ J St^I Le. 2 

67#§07$ ylt^ALa, 268#@07$ y S£A*GLu;%t/271#@07$ 

ystA*GLye^>^7$ ystss^y 

(i) Fc^Iii0EU^->/<1; >^238#@07$ y@tA*Asp, 233#g07 

$ J It A*Asp, 237# g 0 7 $ 7 St A*Asp% 264# g 0 7 $ J St A* I leN 2 

67#g07$ y StA*Ala% 268#@07$ ySt^Glu, 271#g07$y 

StA*Gly, 296#g 07 $ J StA*AspS.t/330#g 07 $ J StA*ArgT?fe 

§ 7 $ y stiB^y 

(j) Fc^IJi0EU^->/<lJ >^'238#g07$ yit^Asp, 233#g07 

$ySt#Asp, 237# g 0 7 $ y StA*Asp% 264# g 07 $ y St^I Le. 2 

67#g07$ y @tft*Ala% 268#@07$ ySt^GLu, 271#g07$y 

St^Gly, 296#g07$ ySt^Asp, 330#g 07 $ J lt^ArgS.t/396 

#g07$ ystA*MetxtiLeu-e^^7$ ystiB^y 

(k) Fc^0EU^->/<lJ >^'238#g07$ yit^Asp, 237#g07 

$yit#Asp, 264#g 07 $ y It A* I leN 267#g 07 $ y It^Ala, 2 

68#g07$ yStA*GLuN 271#g07$ ySt#GLyS.t/330#g07$ 

yStA*ArgT'fe'?)7$ yStlB^J 
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(L) FciliicDEU^>?'238#@07$ yit^Asp, 237#@07 

$yil#Asp, 264#@07$ yil^ILe, 267# @ ©7 $ J It^Ala, 2 

68#g07$ y@£#GluN 271#g07$ ylt^Gly, 296#@07$y 

l£7^Asp$.t/330#|i|07$ y S£A*Arg"T:"&i>7$ y!£!3^] 

(m) Fcili^EU^yA'J >?'238#@07$ yit^Asp, 264#@07 

$y@tA<Iles 267#@07$ y It^'Ala^ 268#IH07$ J St^GLuS. 

t/27i#@07$ ys£#Giy-e&§7$ yitSB^J 

(n) Fcv^M(DE\ii~ >A 'J y ̂ 238#@ 07 $ J It#Asp% 264#@07 

$yl£#Ile, 267#@07$ y|£#AlaN 268#@ 07 $ J SI^GLu, 2 

71#g07$ yit#Gly^t^296#@07$ ylt#Asp-efe^7$ ylt 

iB?y 
(o) Fc:pIi^0EU^_>/<'J >^238#@07$ y It#Asp% 237#@07 

$yl£#Asp, 267#@07$ ylt^ALaXttGLy, 268#@07$y|£ 

#GLu, 271#@07$ yil^GLy, 296#@07$ J S£#Asp&t/330# 

g07$ yll#Arg-efe^)7$ yitiB^y 

(p) Fc^ig0EU^t- > A 'J > ?'238#@ 07 $ y St^Asp, 233#§07 

$ y II^Asp, 237#§ 07 $ y ItA*Asp% 264#@ 07 $ J !£#I leN 2 

67#@07$ yit^ALa, 268#@07$ y It^GLu, 271#@07$y 

St^GLy, 330#@07$ y@t#ArgS.t/396#@07$ ylt^MetXtiL 

eu-e&£7$ JWMM 
(q) Fc^IJi0EU^->/<lJ >^'238#@07$ yif^Asp, 233#@07 

$ y It^Asp, 237#@07$ y lt#Asps 264#@ 07 $ J SIA*I Le% 2 

67#@07$ yit^Ala, 268#@07$ ylt^GLu, 271#@07$y 

It^Gly, 296#@07$ yil^Asp, 327#@ 07 $ J It^Gly, 330# 

@07$ ylt#ArgS.t/396#@07$ yit#Met"efe^)7$ yillB^y 

(r) Fc^ii0EU^->A:iJ >^238#g07$ y@t#Asp, 233#@07 

$yll#AspN 237#@07$ yll^Asp, 264#@07$ J ll^Ile, 2 

67#@07$ yit^Ala, 268#@07$ yll^GLu, 271#@07$y 
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If^Gly, 272#@©7$ yif#Asp&tJ!:296#@07$ y If #Asp-efo 

£ 7 $ y m$m 
(s) Fc^IJiCDEU^-y/^U >^238#@®T$ yit^Asp, 237#@07 

$y|f#AspN 264#@ 0 7 $ y If #1 leN 267#@07$ y If^Ala, 2 

68#@07$ ylf^Glu, 271 #@ 07 $ J If #GLy% 272#@07$y 

Sf7^Pro$.O\330#@07$ ypf^ArgT?J)§7$ yiflB^U 

(t) Fc^i^EU^yA'1,! >?'238#@07$ yif^Asp, 237#@07 

$yif#AspN 264# @07$ ylf^ILe, 267# @07$ J If^Ala, 2 

68#@07$ ylf^Glu, 271 #@ 07 $ J If #Gly% 272#@07$y 

If^Pro, 296#@07$ yif#Asp^t/330#@07$ 7lf#Arg-efe 

£ 7 $ y If S391I 

(u) Fc^0EU±y/<'J >^'238#@07$ y@f#AspN 233#@07 

$y|f#Asp, 264# @ 0 7 $ y If #1 leN 267#@07$ J If^ALa, 2 

68#@07$ y|f#GLuS:t/271#@07$ y|f#GLy-e^)^)7$ y@f 

SB5U 
(v) Fc^0EU^>A'lJ >^'238#@07$ yif^Asp, 237#@07 

$y|f#Asp, 267#@07$ ylf^Gly, 268#@ 07 $ J If tfAsp, 2 

71 #@07$ y|f#Gly, 296#@07$ yif#Asp^t/330#@07$ 

y if ffkxgrQ'h & 7 $ y if is^y 

(w) Fc^0EU^>A,J >^'238#@07$ yif^Asp, 264#@07 

$y|f#ILe, 267#@07$ ylf^Ala, 268#@ 07 $ J If tfGliu 2 

71 #@07$ ylf^GLy, 272#@07$ y|f#Asp^t/296#@07$ 

y if & 7 $ y if iB^y 

(x) Fc^0EU±>A'J >?'238#@07$ yif^Asp, 233#@07 

$yif#Asp, 264# @ 0 7 $ y If #1 Le% 267# @ 07 $ J If tfAla, 2 

68#@07$ ylf^GLu, 271 #@07$ y If #GLy&t/296#@ 07 $ 

y if ̂AspT'^) & 7 $ y if @B^o 

[11^1111] @3^!]#^43~68N K$y#^70, 1B5>I]#^71 fcd;t>lB^#^75~77fr 
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£>31W:tl-g>lN~ftl;6NCQ7$ y I£I3^J #£>&•?> Fc$Iiifi£^fr0 

[1*^1112] 1 1 ©iN-f < ti 2-D0Fc^MM^ 

l^^'J^7°^ Ko 

[1*^1113] 2?(DFcftM&g#;&m 
~(DT<y IIIBr-foZs li^il 1 2 KIES©*° u ^7°^ K» 

[1*^1114] fulE/^'J^^ 2^0Fc^IJiB^fr#a 
ft £ 7 $ y 1113^0 V& Zs 1*^111 2 IZmm<DTfs 'J s< 7°^ Ko 

[Ii5f<lI15] fulE^n" LTIN^) 2'^©FcTli^B^^frCDT7^ y III3^lJ#\ Fcrpl±^fi& 

£W(DEUj->/<'J >?'235SB(D7< JMs 236#@07$ y^ 237 

#@07$ yil^ 238#@®7$ yilS.t/239#@®7$ 

1 -?®7$ yil#s7^^7$ yi£-efe^ 1*^111 4 

Ko 

[1*^1116] ^LTlN^2o0Fc^IJiB^fr®lN-rtl#-^®7$ y 1113^1# 

N EU^VA'J >?'235#@®7$ yil^Asp, GLn, GLuX&Thi\ 236# 

@07$ yil^Asn, 237#@07$ yI£#PheX&Trp% 238#@®7 

$ y II^GLu, GLyXtiAsn^.t/239#@ CD7 $ y II#AspXtiGLuAN£>jl 

1 o®7$ yil^WLTiN^7$ yi£i3^J-efe^ 

1*^111 5 tClEic©^ 'J ^7°^ Ko 

[1*^1117] fu§EFc$Iiifi^fr£#fr*0 'J ^7°^ K^IgGJjtfr-efe^, 1*^111 
2 frb 1 6 ©iN-rtlAMClEic©^ 'J ^7°^ Ko 

[1*^1118] tulEFc^IJiB^fr^#^^ 'J ^7°^ KtfFcSi^* 
^ li^ll 1 2fr£1 e^lN-rtlAMClEicO)/^';^^^ Ko 

[1*^1119] 1*^111 2fr£1 8 ©iN-rtlAMClEic©^0'J ^7°^ K^#W"T 

HSUStlo 


