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[0001] [MJSHHSI] 

S62/066, 6 

8 7 (2 014^10^210 HHSI) ©BMffl»(C§E*6£tl/cft#£S#-t£ 

o t: KGrowth Arrest Specific 6 (hGas6)(C^Sf^Clp-n~t Z> 

t KGas6CD314% 315^.t/316#@(Z)77$ ^ 9 'Pfe 

< tb—?<DT$ y MBS (c 5f;^P - -tMKW t /c 

Gas6 CD*f |±11 /c ttfcy tin, tu IBtrC^ £ /c &*/[{* Iff ft £ 

J&fit LT#^Gas6M^M©)^^t/c(ii#iT^ £ /c&Gas6M^j§(Z) 

£ /c &§#tfl!(Z)S^© /c to © tu IBtrC^ t /c tttrL^ISf K" IZMtZ 

o 

[0002] Growth Arrest Specific 6 (Gas6) mfe^CAXL tyrosine kinase receptor 

ligand; AXLLG<h ^Jlt-

?©--LT1998^(C^P-">y^tl/c (#^£S£1) o Gas6(i% 678 

T7^ y N7^um'fIiJAv'Q r -car boxy glutamic acid (Gla) K^'f 

ys epidermal growth factor (EGF) -f ~D(D laminin G-typ 

e (LG) -f >^r"afosex hormone binding globulin (SHBG)^H -f >©3 

KPW (#^£S£2) o 

[0003] Gas6&7°PTM >St7$ 7< (44%) , 7°P7M>S<h 

^li;^^$>KfS#tt©Gla^>/^K7 7$ U-(C^I£tl£0 Gla£tt, ^ 

JU-^ $ >It£§S(£> Ty-gultamyl carboxylase (GGCX) (C<£ o T 

tU\,tf**>Mk-$tltc:b(D'Z$>Z> (#^£S£3) o Glafc£ftT^&^Gas6 
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Gla<b£ftfcGas6lCj:b^^te£©!l6^1£tf10#©1g®3i"C{£~FU ( 

#^£S£4) %tcs C^0SHBG S#I*A 

4 y-ZfoZ>Z.tm\\btlX^Z> (#^£S£5) o 

[0004] hny£y>?mmTtz£i£± 

lZBU-e-&tiSL-ZtlZti\ Gas6(i|TliT'(imRNA^^ t. A, <^f^ttl ^ tl&lN (#4# 

fFiSR2) o MCfclN-cttflfi, If, ft&T©mRNAfggEtfiBfS£ftTlN 

WBlZ38^ZmRnh(Dm%tfME^tlT^ 

£o t/c, K©Mt^(Cl3~23 ng/mL-e#fef £ £ 

<h fllsS£ tiZ £ V, (Ci:£{I V ttftIN o <h ^ (C £ tiZ IN 

£0 ^©ffe. Gas6J v $70 h (KO) ^0X^0X(DmMs tH0ttJEMZ$> 

y s i±i$ $ ̂ mmmti tc^ ̂ ^ ^nz^z (# 
^£S£6)0 

[0005] GasB^S#^^ LTtis Axl (Axl receptor tyrosine kinase) % Sky (Rse 

„ Tyro3(Tyro3 protein tyrosine kinase)) „ Mer TK(Mer tyrosine kinase 

protooncogene) CD3H#^P <Q tiZ 50 CI ti <Q3^ (D^^fol&ikZ 1 

(D3~ • :> y^j- — 1zZ$>l) s -i yit—'DO) immunog lobu I i n^S K^ 

-f >(Ci$ ~~D(Df i bronect i n-III^i -f tlTIN'S (#4#!TF:&; 

s^7) o tes§£z.nbmois^$-

T^£tlTlN£$?it£i£ (Kd{g) izmteztfis %m>&(Djml^(DZl£kxlZ 

5X10-11 M% Sky-eSXlO"11 M% Mer"e3Xl0-10 (#M$fF:£$K8 

) o 

[0006] Gas6^AxUi% m^B.Z"tbtlZ^Z 

S£9, 10) o t/c, jitTtt^i^Bi^;ET1,>'U"eS)^NTN^^U^ffilN/c^-e 

S^SHv^^tb^T, Gas6 

IN£0 £tcs Gas6 Gas6£$^t"£ £ <h 

(#M$fF:fciKii) o £££, 

SfiDglirctt, *p§^&lcJ;£G 

asGt^KDmtKDibmtfWm^nZ&V. ThyHfik^y MCAxLCDFcttS:^ 
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(#^£i§£12 

) o tS1£££^&£I^3|£J^Pi14g?£ (STZ) Gas6 KOx"} 

(#M$fF£iK13) o Gas6©^ 

LTtis PDGF©^IlMp<+f 

yxoAMmommnmmft^xmQ. j/cik^m#^«i5), t 
tc tttrClfiL/jN^ffl (#^£S£16, 17) 

[0007] t/c, ^s G,asmmas6^nWtm(DMMt(Dmmz.'D^Tlbs mm 
(#^^18,19,20,21) o 

otlfetC, JrCt; KGas6^ J $ n~1~)l#ifat LT(i. WG1 OftfF&SKD 

&tfCNTO300 (#^£S£22) A^f,nt^50 WG1&tfCNTO300&, in vitro 

T? Gas611 (D 'T? th Z> Ax 11 (D % PI# t Z> % M t Z> d t &$& £ £ 

£fcs ^©ffe©Gas6^ffiKftlC^lNTttft£>ftTlN&l\, 
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[0010] t h Gas6(Z)^$^pP'fAi. 

M~$~tl KGase^E J 0 • — L/cGas 

6 & z. ttzfoz0 

mm%M>kTzfcdt)(D±® 
[0011] ±tmm%mktZ>tcisb(Dm%tLT. hGas6©3R 315^3 

16IS©^, '>&< t i—-D0T< t: KGas6^y On 

— i~ Z>o 

*fgB£fcm"F© (D ~ d9) izmt^o 

(1) t: hGas6©3R 315^t/316#@©7$ J '>&<££-

(2) ty-jp t: KGas6©314% 315^.t/316#@(Z)7$ JWB. 

SizZ>=£ J On(1)tcIE®© ̂  J Ont 
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(3) f; 0 •— Utx—-D(D$KW 

(1) t tc & (2) IZ IE m<D =£ J OU —f Jl/trCtis t /c &§£*/[{* Ifr^o 

(a) K^©VH(Z)CDR1~3(Z)7$ ^tl^tll3^S^79, 80&t/81 

JWM¥\~Zfo-oX, ^^VL(Z)CDR1~3(Z)7$ "t 

tl^tllB^S-^-82, 83^.t/84(C|E®^tl'i)7$ J WM¥\XfoZ>$KWa 

(b)K^©VH(Z)CDR1~3(Z)7$ ^tl^tllB^S^85, 86&t/87 

(C|E®^tl^7$ JWM¥\~Zfo-oX, ^^VL(Z)CDR1~3(Z)7$ "t 

tl^tllB^yS-^-88, 89^.t/90(C|E®^tl'i)7$ J 

(c) fulE(a)t/c(i(b)(C|ES©^«h, t: hGas6^©i^C-^T tiki­

's in,{^o 

(d)fulE(a) t /c& (b) lC!Eii©tn;ft#$^f £ x tf h - 7°;&#tJNx tf h - 7° 

(Ci^r1"£J/L{*s tulE(a) t/c(i(b)(C|ES©^^iS^i'r^xH0 

h - 7° £ #Ox tf h - 7°^ (D (C M L T USTZtfifoo 

(e)fulE(a)t/c(i(b)(C|ES©^^i^'r^xH0 h-7°^:^l i;xt° h-7° 

IzHfc-St Ztfifos ttet)t>s tulE(a) £tcte(b)lzmm(D#ilkMn'ntZ>±¥ 

h - 7°^ (Diz ft L T %%£>t Z> $KW. 

(4) J 0 TIE(a)~(e)^^)l^tl^^TUtx—r>(DfcW 

"C£>£* (})~(2>)Q^tn±x—^<lzl^M,O:£J0n—1-)\s$KWt.tc[&l%$KW 

mfto 
(a)ir['f^(Z)VH(Z) ~7 $ J HHB^I A"?IB^y#"^69(CHE®^ tl%> ~7 $ J IHlB^yT'ifo ~z> 

Ts t^'DVLCDJ7 $ y ItlB^y^lB^y#-^-72(CHE®^ tl£ T7 $ ^ i&IB^lJ'Cife'Sil/L 

<*o 

(b)ir['f^(Z)VH(Z) ~7 $ ^ HHB^I A"?IB^y#"^75(CHE®^ tl%> ~7 $ 7 I^IB^yT'S) o 

Ts t^'DVLCDJ7 $ y ItlB^y^lB^y#-^-78(CHE®^ tl£ T7 $ ^ i&IB^lJ'Cife'Sil/L 

<*o 

(C)JTL^0VH0 T7 $ J ItlB^y^lB^y#-^-135(CHE®^ tl£ T7 $ ^ IHlB^yT'ifo 

^T, Av"OVL(Z) T7 $ y ItlB^y A^IB^y S"^-123 (C HE® tl%> ~7 $ ^ IHlB^yT'ifo •?> 
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(d)iii'f^(Z)VH(Z) I7 $ J IHl3^Ll95(CEE1®6 ̂  tl£ I7 $ ^ 

Av"OVL(Z) ~7 $ y I£I3?U S3?U 174 (C EE*6 £ tl%> ~7 $ ^ •!> 

(e)ir['f^(Z)VH(Z) T7 $ J 11113^0 ̂ I3^Llii"*§"186 (C EE® tl%> ~7 $ ^ 

Av"OVL(Z) T7 $ y IHl3^Ll ^13^0#"^" 180 [Z HE® tl%> ~7 $ J •?> 

(5) t;^•—^uKfttffcf5?M&^Kft"C£>£(i)~(4)©iNi*tifr—o 

iZ IE® CD =E J 0 • --f Jl/trCte t /c !£*/[{*Iff 0 

(6) t: t: Mbit/Cfa^.!^ t: 

(5)ciEi©fy <? n-1-)i$KWt.tcm% 

i/L^lffin O 

(7) J/C{*tr^\ Fab, Fab' , (Fab' )2S -«&/[{* (scFv), -MWitnM 

±i(diabody), ^7JU7< K£^bV^(dsFv);&tfCDR£^fr'*:/31 

(1)~(6)©ix-ftlfr—3IClEtfaifrftRrtf „ 
(8) (1)~(7)©^Ttifr—K1~£i^ 

(9) (8) iztm(Dmm^mm$mmmo 
(10) (9)£!EiUZ>^J]&£i&ife"Ci&^U 
ZWlSLt £ £ £ (1) — (7) 
(11) (1)~(7)(C|E®©^t/c(i|^^if^^ (mMlCcfcyHS^ftlCfF 
&[s?Zfefo££*>lZ) #frGas6©*f!±!Ztc&mMmUMo 
(12) LT (mn^ 
^l|iI¥^C|^L9£lI{*<h<ht(C) #k\ Gas6HIJg£j§0^2i£o 

(13) Gas6HIJg£j§tf g £ /c ttHs©£j§-C£> £ (12) JC|E^©^Ho 

ttB^t/c(iIgAR^-e^)^(13)(C|E®©)^^o 

(15) ¥L$lu iuizjlfllu H;® ̂ /c (£ yj 
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K—^-e&£(i3)(c§Ei6©>£^o 

(16) LT (mn^ 
zmtttibiz) #k\ Gas6M^j§©§#ffii0 

(17) (1) ~ (7) (C §E*6 ©trc^ £ fc &§£*/[{* !fr n- £ tvT Gas6©*f!±i £ fc M 
Gas6M^M©i#if^)io 

(18) Gas6m^B(Dy^WM(Dm^.(Dtclsb(D, (1) ~ (7) ©IN-f tlfr—^C§E 

(19) Gas6m^B(DmmM(Dm^.(Dtctt>(D, (1)~(7)©^Ttl^—^(CIE 

§%m(D$hm 
[0012] ^ot; ̂ H hGas6©^^SMi(C^a^](Ci^ LS G 

as6£Gas6g^ti5£0^£PM U Gas6S^^^fl§l^"e©$/ 

L/Cy, &0 

mt 

[0013] [mi]|HHi% IXt#L/cKGas6^y £ P-^JU^ft©&ffi^JI^©^1££ELI 

SMZTmfeLtcH&^-e&Zo ELISA(iN=2-e^ffiL. ^77 lZttt(Dm%{$.%: 
^L/co i^CP&^Jts ^JCtrC^IiS (jLtg/mL) 

L/co trCJl^bT, (A) t KGas6-F, (B) £ " 0 -f HtJUGas6-F, (C)^yh 

Gas6-F% (D)x"t7XGas6-F% (E)BAP-F% (F)Protein L/c0 OMI5320 

-rnKGItrC^ •M5321-mKGlK^ AtfCNT0^tt©!l6m"C£>£o 

[^2]^2(i% }/LGas6^y <7 •i§-fflGas6 <h Ax 1t IE 

( (A) UK. (B)^vK (C)^X, (D)^"^^Ht;U) £ML/c 

i£H-e&£o ^i$&N=2-e^fiteu ^7ic&^OT±lrtii£^ufco iN-rn© 
^77t, iP^CPMJt. (ng/mL) £^L/c0 OtfKM5320-m 

KG 1 into, B;M5321-mKG1J/Ctik A^WOj/C{*©i£llT£>£o 

[^3]^3&, Urf-O-TyizJ (Ci; y, }/[Gas6^ y ^ 
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%zhz>0 ^i$&N=3-e^fiteu </^y 
£.tcs (SD) (D{$.%m^ 

fco mmzMmiz&$m%t-z-&tcG>as6&nfa*^ 
L/co filN/<-ttKM5320-mKG1tn;^ 1&MXl) 0/<-ttKM5321-mKG1#Cf2k M 

iv<—& v^-r 7°=i > K • —Ji/S fflubBAV 0/<—iAtgi&0fr0&M~e 
tfo£>o 

[g]4]g]4(i% &iGas6tS tn—i-JI/trifalZ^HZs t hGas6(C<£ £Akt0 >J y 

Mfcls'<J1/<DfCM^<Dl/FfQ&'y^7>#y7n yj-f >?lzJ:i'JWfi6Lfc&M 

Zfo%>0 IH^COhGase.hlE® L/clI@ 0.1 yu.g/mL (Z)hGas6^:;^JP 

L/c<h$£+, hGas6£g$fln UTlN&l\£££-"e^U;/co m^©Ab<h§Ei6 L 

^xjKC^JPL/cM^S^^L/co KM5320&KM5320-mKG1J/[{*. 

KM5321 &KM5321 -mKG1 isotypettlgGI isotype control (IttWi) , 

Axl-hFc&Axl^#{*(Z)«^ KPW ><h t: KIgG1^©Fc^I±i(Z)S^^>/^ 

*ft (UtefcTO £^b"r0 ( 
ixg/mL) IH^CDAxU AktiJcfct^p-AktteU ^tlAx Akt 

'J >8HbAkt*://^M£^fc>fo 

[^5]^5tt, ^0^©KGas6^7 ̂ P-^-jU^KM5320K^ KM5321J/[{*<hC 

NTOtrCtishGas6lC^& LTl^f £frSfrL tc%^Xh^>o HHttN 

=2-e^ffiL. ^ 7 
(Cj/C{*>j§Jt (Atg/mL) £^L/c0 0&1% BSA-PBS(3fSi)S) • teCNTOj/C 

ft, A&KM5320-mKG1J/Cft, X &KM5321-mKG1J/[ft©i£llT&£o 

[^6]^6tt, KGas6^ J 0 u-i-MKW^z-D^Xs m\% 

"t>7°^^L/co m^CDGasetihGasB-F^ Axl-Fc&AxK 

;>W ><hIgG1J/[ft©t KFc©S4i^>A^ft (UttfcTO s KM5320&KM5320-

rKGItrC^ KM532H£KM5321-rKG1J/[ft, DNP&J/CDNPJ/Cft (IttWi) £^bf 

o 

[^7]^7tt, ^y^">/H3^^#t^^KM5320^(Z)glIpr^I±i^t/KM5320 
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t: MbirCtt (&~FN hzm532mi*t$mtZ>) ©glIpT^I±i(LV0, LV1a, L 

V1 b, LV2a, LV2b, LV3, LV5, LV6)(D7$ 

[^8]^8&, i/y^->/HB^^#t^^KM5320Kft(Z)filIpr^I±i^t/hzKM532 

0Kft©fiiIpI^I±i(HV0, HV1, HV2, HV3a, HV3b, HV3c, HV4, HV6, HV8)CD 

7$CDR©7$yitiB^y^ 

TF'to 

[^9] mms */ t ̂^KM5321 Rl^I±i^t/KM5321 

tl Mbi/CftC^T. hzKM5321^ft,hlE®'r^)©glIpr^I±i(LV0, LV1a, LV1 

b, LV1 c, LV3, LV4, LV6, LV7a, LV7b, LV9)(D7$ &SB?y 

CDR©7$ J&WM^TO 
m 10]HI10tt, *>£&IM(M5321 J/CftCDfiithzKM5 

321 ©fillRl^I±i(HV0, HV1, HV2a, HV2b, HV3a, HV3b, HV4a, HV4b, H 

V5, HV7)©7$yitiB^y^^-ro 

[|H11]|H11 (i% (A)KM5320dpp< ^^ft^i;t/hzKM5320Kft% (B)KM5321 dp ^ 

Kftfcs<fct^hzKM5321tn;ft©% t: KGas6^ ^1$ 

(iN=2-e^SfeLs 10^77^, 

P«Jt. ^JCtrC^IiS (ng/mL) £^L/c0 (A)tt% BtfKM5320** 

% O^hzKM5320 LV5HV2, #^hzKM5320 LV1bHV0% O^WWM/CDNPJ/Cft^ 

yjkto (B)tt, •M5321drp< 7trC^ 0^hzKM5321 LV6HV2b, #^hzKM5321 

LV7bHV0% OA^ttM^trCDNPtrCft^^-ro 

[^12]^12&% (A)KM5320dpp< ^^ft^i;t/hzKM5320Kft% (B)KM5321 dp p< ^ 

Kte£<fctfhzKM5321tn;te©% t: KGas6^ >A^5t<hAxl<h(Z)i£l^.iSStt£^ 

fo ^i$&N=2-e^fiteU ^7lctt^OT±lrtii£^Ufco ^-fti©^7t 

. mmzmftg.. (ng/mL) £^L/c0 (A)tt% BtfKM5320* 

OtfhzKM5320 LV5HV2, #tfhzKM5320 LV1bHV0% O/^WWM/LDN 

PKft^^-To (B)tt, •M5321drP<^Kft% OtfhzKM5321 LV6HV2b, #tfh 



WO 2016/063522 10 PCT/JP2015/005291 

zKM5321 LV7bHV0% Otf 

[0014] *2&BJj]tt% £ KGas6©7$ 71113^0314, 315&tf316#g© JW&& 

©H, '>&< t i\-DOT 

(C M "3" •!> o t: hGasBCDT7 $ J ItlB^JCDSHBG -f > 

lC#£-f£314% 315^t/316#@©7$ yit^S©9^»s '>&< <h 11 ̂ ©7 

$ On-1-MKW£tcl£mKW^fts SB5!J#^4-e^ 
KGas6CD314% 315&tf316#g© J It^S 

©H, '>&< £ t \-D(D7$ JMB&lzl&'gT&"E J 0 n-i-Mn,W£tc& 
mmmxizmtZo *wmm*£y.x&, i3^ys^4-e^^ti^7$y 
ItlB^y^r'a£JNt; KGas6(Z)314#@©T7$ y It^S(C|p-n315# @0 

^It^S(C|p-n 316#@©Z$ 7 l££§S(C$cTn 314 

&tf315#g©7$ y^g£^f£tn;{2k 314^t/316#@©7$ yit^S 

tc|p-n 315^.t/316#@©7'$ y lf^£iC$p*nif i>ijvftl£/cl&314% 

315$:m 16# g © 7 $ 7 It^S (C$&<& 1" £ fo If b tl Z> 0 

[0015] ^/c, TIE (a) ~ (e) 

T tlfr—-D (D^KWIffo If b tl&o 

(a) ^KWOWM^^^M, (Heavy chain variable region) (iil~F% VH<h$F 

~<tZ>) (Complementarity Determining Region) (J^l~F% CD 

R<hfft"t£) 1-3(2)7$ ^tl^tll3^y#^79, 80^t/8HC|E®^ 

tl%> I7 $ J -o Xs RT^I±i (Light chain variable r eg i 

on) (£IT, VL£mtZ>) ©CDR1 -3(2)7 $ J ItlflW, t tl^tll3^S^82 

% 83^S.t/84(CHE®^ tl£ I7 $ J W.W$\X?3bZ>ifcW0 

(b)trCtis©VH©CDR1~3©7$ ttl^tll3^S^85, 86&tf87 

(CiE®^tl^7$ Jltm^Xh-oX, ^-^VL(Z)CDR1~3(D7$ yit!3^y^\ "t 

tl^tl!3^y#"^88% 89^.t/90(CHE®T^ tl£ I7 $ JWl$ffl\~^1bZ>%KWo 

(c) fulE(a)t/c(i(b)(C|E®©Kft^:, M SGas6^©^Jc^lNT^f 

£irCft (d)fulE(a)t/c(i(b)(C|E®©Kft^i^'r^xH0 h - 7°£#frx tf 
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h — 7°(C fp-n Z> J/bfto 

(e)fulE(a) £ tc&(b) (CIE® ©#Cft "T3 X h - 7° <h [W] U x h - 7° 

(Cfp-n t" •Si/Eft o 

[0016] ±§E(a)lC§E®©KftG>9^ J/Cft©VH(Z)CDR1-3(2)7 $ 

yitiB w, ti^tii3^s^79, 80&t/8i (c§s®£ti& 7$ yi£iB?ye& 

-z>Ts ^^VL©CDR1~3(Z)7$ ^tl^tllB^S^82% 83&t/84(C 

IE®^tl^7$ yitlB?yT&£j/Cft©-fi*§<h UT(i, "7^7^/Lt: KGas6^ 

y ^P-^-jUKftKM5320-mKGU trCt hGas6^?y hdpp< ^KM5320-rKG1 

£J:tfin;t: KGas6t MbJ/CfthzKM5320&(^W,^ft£o 

[0017] *;pgBmc£lNT, ±§E(a)lC§E®©KftG)9^ J/[ft(Z)VH(Z)CDR1-3(2)7 $ 

yitiBW, ^ti^tiiB^y#^85, 86&tf87ic§E®£ft£j7$y$SB?yc£> 

oXs ^^VL(Z)CDR1~3(Z)7$ yitlB^y^\ ttl^tllB?y#^88, 89&t/90(C 

IE®^tl^7$ yitlB?yT&£j/Cft©-II*§<h UT(i, -?0Mn,£ KGas6^ 

y ^ •—^M/CftKM5321-mKGU it/it: KGas6^^7"V h^i/bftKM5321-

rKGU trCt KGas6t MbJ/tfthzKM5321 t&Ztfmf btlZ>« 

[0018] Ztcs *fgBJ3©±§E(c)0^ft£tt, ±§E(a)K§E®©Kft££l£i;ft. 

Uli/Cft^i^'T^xH0 K-70;&ll1xH0 h-7°«h L/cif^r, ^§£f§1x t? h-

7°^#^ H2xt° h-7°(Ci^"r^ll2Kft(Z)o«h^:^9o 

[0019] t/c, *fgB£©#cft£ UT, Hft^Cte, TIE(a)-(e)^1* 

ti fr~ n (D JrC ft t ̂  If b tl & o 

(a)i/[ft(Z)VH(Z)T7 $ y ItIB WlB?y#^69(CHE®£ *13 7$ y IHlB^yTifo :3 

T% Av"OVL(Z)7 $ y ItlB^y^lB^y#-^-72(CHE®^ tl£ 7 $ y IHlB^yT'ifo •2>i/L 

fto 

(b)}/[ft(Z)VH(Z)7$ y ItIB WlB?y#^75(C§E®£ tl£ 7 $ y ItlB^JTrS) :3 

T% Av"OVL(Z)7$ y ItlB^y^lB^y#-^-78(CHE®^ tl£ 7 $ y I^IB^yT'S)•2>i/L 

fto 

(c)i/[ft(Z)VH(Z)7 $ y itiB^y^iB^y135izHE®£ ti & 7 $ yiniB^yTifo 

1?~~D\I\-(D 7 $ y ItlB^y tfSBflJ 123 (C HE® ̂  tl£ 7 $ J i&IB^lJ'T? &> Z> 
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(d)£tft®VHCD7$ yS£@3?y^@B?iJ#-^195(ClEic£ft£7$ JWLW,¥\X& 

~o Xs VL(D 7 $ J 7^13^0#-^-1741cIE® ̂  tl%> 7 $ J StSB^JTife Z> 

i/L'fto 
(e)i/LftOVH(Z)77$ y|tS3^^S3^S^186(ClB®^tl^>7$ y|tI3^lJ"e^) 

~o Ts frDVKDT7 $ y @^13^080(CgE® ̂  7 $ J I^IB^yX&>& 

[0020] ±|fl(a)©i/Lft©—H^<h LT&* KM5320-mKG1% KM5320-rKG1 

tl-5o ±§E(b)©J/[ft©-II*i£ LT^ KM5321-mKGU KM5321-rKG1 

tf'Qtl'So _blE(c)0irCft0—LT&v irCtl KGas6t MbJ/LfthzKM5320 

LV5HV2&£tf3Mf e>ft£0 ±§E(d)©J/Cft©-M*II<h LT^ trCt; KGas6t; 

Mb#LfthzKM5321 LV6HV2b&£#W ̂ ft&0 ±lfl(e)H^i<h LT 

}/Ct SGas6b Mb*/CfthzKM5321 LV7bHV0ft£;6<#Hf 

[0021] Growth Arrest-Specific 6 (Gas6)&% AXL receptor kin 

ase ligand (AXLLG) j£/c(iAXL stimulatory factor(AXSF) <h t 90 

KGas6£: LTteu 13^#^4 (C§E®©7$ 71113^fc L 

< (£NCBI7^-tz >y -> a V#^NP_000811©7$ 7U ̂7> K\ 

4 IClB® CD 7 $ J ItlB^J % tc teNCBI 7^r>a >#^NP_0008110 

7$ yiti3^y(ca^Tio^±07$ s&£>£W&tt}jn$titcT 

frot: KGas6©^t^^1-^^U^7> K\ SfcttSB 

?y#^4(C!E®© 7 $ 7 ItlB^ S /c &NCBI 7 £ -fe y -> a >#^NP_000811 (D 7 

$ JItlB^J <h60%.£l±v $f^L<tt80^±. £££$?£ L<te90KJiLU sit 

$fS L < te95m±©ffi[5|te£*i-r£7$ y mm%lfrbJ$l'J fr? t: bGas6(Dm 
FtzZlfhtfbti&o 

[0022] S3^#-^4(C13®(Z)7$ y^S35>JS/c(iNCBI7^ty ^>a >#^NP_000811 

?^W7$ y@tl3^(C^lNT1oJ^±0)7$ J 

93fe^ft^SA£[Moie 

cular Cloning, A Laboratory Manual, Second Edition, Cold Spring Harbo 
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r Laboratory Press (1989), Current Protocols in Molecular Biology, Jo 

hn Wiley & Sons (1987—1997)v Nucleic acids Research, 10, 6487 (1982) 

, Proc. Natl. Acad. Sci. USA, 79, 6409 (1982), Gene, 34, 315 (1985), 

Nucleic Acids Research, 13, 4431 (1985), Proc. Natl. Acad. Sci. USA, 

82, 488 (1985)]&£:£ffllNT, $ J U 

^7°^K£=I— KI-&DNA(C, 

[0023] 

<&H@HI&10<@. 1 ~20{m, <fcy$?3i m?L&s 1 

[0024] t: KGas6£p-LT(i, IB^S^3(C|E®©J^SIB^, NCBI 

7 Oh vis a >#-^-NM 000820©±^SlB^[J^^)tf IB^y#-^-3(C|E®© 

L< ttNM_000820©j&gSB?yiC£lNT, 1£LtCD^gtf&£, 

^ K£P- K1"^DNAIB^y#^3(C|E®©^SlB^y t L < (£NM 

000820©^gsB5y^'>^< $?£ L < 

•$ L < tt95m±©*nnte£ 
^f-r^SBB^yfr^y. hGase^tg^i-^u^0?1 K^P-

K1-^DNA^#^a{s?t/c(ilB^yS^3(C|E®©J^SlB^y, t L< &NM_0008 

20©j^g|B?y£#frDNA<hX h U >^x> h^^#T-e/\-r 7"'J y-r X1"^DN 

Afr£>$y, frot: KGasK£P-

KGas6^rP — Kt" tl%0 

[0025] xh'jv^xv h^^#T-e/\-r 7° u y>r XI-^DNA^ LTW:, iB?y#^3 

(C|E®©J^SlB^y £ /c(iNM_0008200J^SlB^y £#frDNA£ 7°P - INfc 

, ZIP-- • /\-r 7°U^y •£—*>a >;£, 7°^-^ •/\-r 7°U y-r-tr-i>a 

>}£, itify^py h •/\-r 7°U^y-tr —i>a >)it/c(iDNA^-r^P7U-r 

£izj: y m bnz>/\•-f 7" u y >r xprtg&DNA© ^ <h £^ 9 0 mi*ft(c&, 
/\-r 7°U XL/cP P--£>£^£7°^-^fi5fc(Z)DNA, 



WO 2016/063522 14 PCT/JP2015/005291 

t £PCRjgt) fc L < 'J nfDNA^rlH^^b L tc 7 -f -fc L < => -f K 

0.7-1.0 mol/L0^b^-S'J 650Ce/\-r 7"U V 

-f if—:> a >/i[Molecular Cloning, A Laboratory Manual, Second Edition 

, Cold Spring Harbor Laboratory Press (1989), Current Protocols in Mo 

lecular Biology, John Wiley & Sons (1987-1997), DNA Cloning 1: Core T 

echniques, A Practical Approach, Second Edition, Oxford University, ( 

1995)]£frofcm. 0.1~2^IJ£©SS$§& (1te*lJt©SSC^$©M$tt. 15 

0 mmol/L^b-f K U £A, 15 mmo l/L^7 xh <J 0 y &£) 

65°C||#TT? 7 -f )l 0 ~ £. tc X 7 -f K 7 X £&;#1" £ d <h (C <fc y |f| 

££DNA££>tf£Cl /\-r 7"U y-r XRlt^cCDNA.h LT(il3^S^3 

(C|E®0J^SI3^, ^/ctiNM 000820©±mSl3^[J £ < <h t60%£l±©*@^] 

tt^^-T^DNA, L< ZVUK £ L <& 

95%£l± ©m IH % M t Z> DNA £ th \i Z> Z. £ if't? $ £ 0 

[0026] K-t£m{s?©^Slfl^C&, 

<Q tl'So (C<13<Q ft •!> isfa rf (C, 

§y (C <fc o T (CGas6£ =1 

[0027] 

(D*1 |f| ^ 7° • <f => A % IN •T H1±1 £ ft £ M •T? & o T <fc IN i&mm 

(CdNXti, BLAST[J. Mo I. Biol., 215, 403 (1990)](CJ5INXT1,7 *Jl> hCD 

A^-^£ffllNTj|!±i£ft£M&£\ BLAST2[ 

Nucleic Acids Res., 25, 3389 (1997), Genome Res., 7, 649 (1997), http: 

//www. ncbi. n Im. n i h. gov/Educat i on/BLASTi nfo/i nformat i on3. htmL] (C&INX 

"r 7*JU \-(DJ^ btlZo 

[0028] J7 t — 0 £ L"Oi, G(Cost to open gap) 1f^M-WM(D^kn 

(£5, T $ J WiWM(D^kn &1 U -E(Cost to extend gap) 1f^M-WM(D^kn & 

2, I7 $ J ItlB^y©^"n (iU _q (Penalty for nucleotide mismatch) A*-3, -

r(reward for nucleotide match)jf)^1, -e(expect value)^10, -W(wordsize) 
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-y[DroPoff(x)for 

blast extensions in bi ts]^blastn (£>£§•• (i20% blastni^l^CD7°P 0^7 A 

—X(X dropoff value for gapped alignment in bits)5J5^t^-ZCf 

inal X dropoff value for gapped alignment in bi ts)^blastn CDi§'n(i50 

% b lastn.£l^CD 7°P 0^ AUI,&257:'$)Z> (http://www. ncbi. n Im. n i h. gov/b las 

t/htmL/blasteg i he Ip. htmL)0 

[0029] >S^NP_000811 

(DT $ ^7°^ Ktt. ^il^C&SQCD^lCj; 

tzvnhcD-^k^v, z.n*#oo 
t/c, ±§E<h^]*§(Z);fr;£(ci: y 

s IB^S^4(C|E®©7$ >S^NP_000811 

(DT7^ yitlB^(Cfc^NT1^±©7$ 

J ItlB^y & # 'J ^ 7°^ K o IC, IB^S^4(C|E 

W.O T $ J ItlB^y t L< (iNCBI T Oizy is a >#-^-NP 000811 CD T $ J ItlB^y 

K\ t/c(ilB^y#^4(C|E®©7$ yitlB^t L < (iNCBI 

•yOlzyi/3 >#-^-NP 00081107$ J ItlB^Cfc^TI J WrffK 

fete ¥(Dik¥'nJ$felZ. <£ TMikt £ o 11T? $ £0 

[0030] /W7'J K-VJCcfcy^ 

mz £ y s ̂  ^ #-c $ &0 

[0031] 

£>y, /c/c—o©ie h-7° (J/[Jl>£££<ht^9) £§^U =E;^P-

^;uKft^ij^-r^7$yit!B^y (-&sB?y) tf±n--c&£0 

[0032] xn°h-7°<h&, ^JOu-i-^-KWifmm,^, 
iB^y. 7 $ y itiB^y ̂  ̂  ^ siimiMfr tc <£ y mm $ titers; 

http://www
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mm mm ̂  «b $ *> timn^ & if t< bti&0 
fimm&mz& ymm^ntc7 $ yurat uxnit^oHs^a^ 

t Z>Tyr £ <fc XfSer (CL fcO^SHMil. NH2S$L£f £ GIn£ <fc tMsn (C 

L/cNi^^JSil^ ̂ tttC tfOH«&g£#f£TyrUfcflfc 
ne^ u/c7$y mmwfo ift>tiz0 

[0033] t; KGas6±(C#Sr^.77$ yit^St^c^xt:0 K 

— Gas6g#ft<h©IPO"p^(Z)x tf h —t KGas6(Z)SHBG KP< 

< y x t? K-7°% ^ [sGas6®7 $ y @£1B?|J(DSHBG K-f >lC#fe 

•t£314N 315&t/316#@fre>M&'tl£/>&< «h 11-3)07$ 

xt°h-7\ H KGas6®7$ yitlB^y©SHBG Kp<-r >(C#S1-^314% 315& 

t/316#@fr£&£xt:0 h —7°;6^PHf <Qtl&0 

[0034] *fgB£©£itistf t: SGas6lC^-f gffl+fV KM 
£tci*mm%,&!mfe!fe(ELisk)tez%m^tz£ h 

GaseiC^T^^^Dro^^^ft^th/is ^/cliBicaco re $/XjA (v~-1'— ̂  

JUX^7*±M) >^01)4^^^111-Z> £ tifX 

$•2)0 Sfcx ^^©^iES^ft^iil/iWonoclonaI Antibodies-Principles and 

practice, Third edition, Academic Press (1996)% Antibodies-A Laborat 

ory Manual, Cold Spring Harbor Laboratory (1988)% "^-0 • — Vi/Cftllll 

-7~ILT)1, 7< vO (1987)]^,>:,^:||<^^i^b1±T5ilH 

t&Z.tlbX^Z> o 

[0035] t: SGas6©7$ y It^Stfclixe S-7°ti, t: 

KGas60—gp© >/^Stfi3fc0 K*-< 

SGas60gp^^ 

t; KGas607$yit^S^/c(ixtoK-7o^ $yAItMftMmm 
izxm^,Ltc\i KGas60^7> mmmm. 
frtitfezm ^ x x t? K - 7V y try ̂ £?r a c t iz £ ^ r & >*^-f £ c <5: 
•e^^o 
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[0036] t/c, t: KGas6©7$ 71113^0314, 31 

5^t/316#@©7$ JW%&(D?t>s '>&< \-D(DT $ 

/cfp^s hGas6(<_^)" UX|p*n'/:St4^.^|:l:|ffl/^tt^^1"'Qft'?) 

o 

[0037] t: KGas6(Z)^tb<h L"Ois Gas6;6*Gas6g#ft(Ci^ U 

nbtix^&o 

*%mz.&^Ts Gas6g#ft<h LTftftfttC&AxU Sky, Mer TK^W 

<Q tl£>o 

[0038] £ \Sas6(Dmt%:m^t Z>Zt-£$>-? T. 

90 Gas6<hGas6g#ft(Z)ip-n L/c$p^ Gas6g#ft©S 

lit&Gas6M(C<fc £Gas6g#ft;pgll«ft T'(^> 

£/c&Gas6»(Ci: £Gas6g#ft;pgIl«©» 

i^it©/Lii£»J-t btl£0 

[0039] Gas6(C^S^j(cip-n 1"'2) il <hs ^.t/Gas6<hGas6^#ft(Z) 

ELISA&£©&ft©ft^ft&di^ Bi 

aco re :> 7> 7^ A (S/—-f —^JUT* ̂  ZttM) & £f £ tc^M 7° ̂  X 

^ t.tc[tZ.tlb &Z.tlZ£V femt ZZLttf-Z^Z o 

[0040] ^^0^©i/Lft^Gas6ip-n (C<£tfi~^{jkiiCD 

stt-fb£»Jf*^ -t & £ <h © i^ # - * - ̂ v -tz s IN -c 
h;£tLO£7 

• —-9--T VltlbU^JU 

^aifvrmfe 

[0041] Gas6JC<fcSGas6^^^fl§©Jifflfl§li5il©/bJi?:WJ 

i"&%Mt & z: t u% yMu(omBinMT v -tr-< £mIN'TfilsSf & £ £ 
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LT«ft T-0DNA^ £)IJ fet&?5fete£:\1 b 

tl&o 

[0042] M©fy ̂ p— 

yMU(D$n.£ KGas6 

•?)hGas6^-®!• n~)E&'|4X(il4:|hb^Xs $• n~ tt X (i ̂  ̂  P /ill 

*3§BE(Z)J/ChGas6^ j Ou-j~Mn,fote. 

J/ChGas6^ J 0 P -^M/CftWGI (US7, 547, 767) t Jzb^T, hGas6^©^^|^ 

xfm IN ̂  ffl o 

[0043] Ay yP7"U > (J*l~F* Ig<hlllEt-•&) t: htfC 

IgAU IgA2% IgD, IgE, IgGU IgG2. IgG3 

, IgGASJimgmT'fVtUlZftm-Ztl&o T $ 7 $SB?U©*l|fl1£tfJ:b& 

ftliiilNlgGU IgG2% IgG3£<£tHgG4£|;PftLTIgG<h t^9o 

[0044] (Heavy chain, ^TH^IEf) (Light chain 

, J*lTL$t<hjlEf) t/c, HfKiN^ 

%>), (CL 
tn^nmm^n^o cmt^+i-yo^x 

Ztizs as ss £s rcm^biz, N 
<£ y CH1 K ;< -f X t: > V K P< -f X CH2 K P< -f X CH3 K P< -f >©£- K 

t/c, CH2KPW ><hCH3K;W >£#H±TFc 

^I±i^/c(i^(CFc<hlN9o CLtt, CAfla^t/C/clI^^piQtlTlN^o 

[0045] *fgBJ^c£tt£CH1 KPW X t: X^ KP< -f X CH2 KP< -f X CH3 KP< -f > 

c^t/FcTli^Kis EU'f 0 7v[Kabat et al., Sequences of Proteins of 

Immunological Interest, US Dept. Health and Human Services (1991)]tC 

<fcy, NMrnfrbOTSi 
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, CHHiElM 18-215#© 7$ JWM&k t: y^v 0 X 

216-230#© 7$ CH2&EIM 0 X231 ~340#©7 $ X 

, CH3&EIM y^v ̂ 7.341 ~447#©7$ 7 ItlB?U <h ^ tl£0 

[0046] 7^ 

Ki/Cfts t (i-MTs s t hft 

(Complementarity Determining Region; CDR) 

11 IN 9 ] £ <£ 1; h trite ft ^ © mfe? A. }/Cft t t tl £ 0 

[0047] H WXMWfa (#t KKtl) ©ftttCDVHfccfctfVL^ 

t: KK]^<h LTtis ~?0 

7,s =7V k /\AXO~s /W7"'J R! 

fg-e& tui\ IN t ̂  IN & ^ ^ #-c $ & 0 

[0048] /\-f7°'J x' 

PifMrotrC 
^tLfcfy^P-f-M/Cft£jt £t£»£l/N9o L/fci)^T> 

$ yMJ5!JjbN£>&£o 

[0049] £ ^ 7 £ • —^UtrCftSr^f £# t: 

©/\-f7"'J K — 7ct^ i^y £ •— ̂ M^ft©VH£i:t/VL£:=l— K1"£cDN 

A£®tf#U t; Sftte©CH£J;tfCL£=l- Kt^DNA^f 

0 — iz^M'tiffiA LT t; — &MML, Wfa 
At" £ ztiz^v fgSE£ H\ S^t" £ o <h tfu $ £0 

[0050] UK hiM^/Cft©VH£i:t/VL©CDR©7$ yitlB?U£t h 

iritis©VH^<£ tf VL©MJ&'t £CDRIZj&ffi L /c i/Cft £ ̂  9 o VH££ tf VL©CDR^l 

^©^I±i(i7 U-A7-^^I±i (J-MTs FR.h^lE'T^) <hffc£tl£0 

[0051] t: MbirCtistt. hK^ft(Z)VH(Z)CDR(Z)7$ yitlB^«h{3Em©H KKft 

©VH©FR(Z)7$ yitlB^y^^^^VH(Z)7$ K-t£cDNA<h, # 

t: KK]^Kft(Z)VL(Z)CDR(Z)7$ 7 ItlB?U <M3ES© t: h^ft(Z)VL(Z)FR(Z)7 $ 7 It 

KI-^cDNA^^L. t: hi/Cft©CH£ 
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mi % =1 - K t 3 DNA^:^ t z> fg£ * - £ ̂  ft ^ftjf A L T 

n K»MAt?>chiayM^t 

[0052] *fgB£<Dt: Mb£cft<h LTti, KM53201CM UT&, CDR1~3tf 

ft£ T7$ y ItlB^y^r'a tjNi/L'ft©VH^:'a'<^.% 

OCDR1 ~3^^tl^tllB^iJS^82~84-e^^ ItlB^ £#fr£ift©VL 

MbJ/tft^W e>ft£0 KM532HcMLT(i. CDR1-3# ̂ ft^ftSB^y 

S^85~87"e^^tl^7$ fr^CDRI ~3tf^ 

ft-?fftI3^yii"*§"88~90'T:'i^^ tl%> I7 $ y ItlB^Ll ̂ :'atjNirL'ft(Z)VL^:'a'tjs t Mb 

bftSo 

[0053] KM5320(CMLT. J2TF0 (a) VL 

(b) VH©'>£K MbJ/Cft^\ KM532HCHLT. J2TF© 

(c) VLW (d) VH©'>&< MbKIWW^ft^o 

[0054] (a) gB^y#-^105T'l|;fa£ft£ 7$ ̂ StlB^Js X&SB?lJ#-§-105"T?f^;b£ tl >5 

T7$ -/ItlB^y^CC^illilCDVaL 15#@®Leu% 46#§®Leu% 73#@®Leu% 78 

#@®Leu% StJt87#g©TyrAv^jSt£ft'i>/>:& < <h 11 "3>CD T7 $ J 

CD17$ y StStgfCSi^^ tl/c T7 $ J @tSB^U^:#tjNi/Lft©VL 

[0055] (b) lB^S^129-e^^ft^7$yitlB^. XttSB?y#^129-C^fo;*ft5 

T7$ y ItlB^y®2#@®VaU 9#@®Ser% 20#§®VaU 38#@®Arg% 46# 

@®Glu% 77#@®Ser% 93#@®VaU S ti^lUg ©Tyr£v ioMl/StlZ) 'Pfe < 

<h 11 -D (D I7 $ J $g|g tfffe <D J7 $ J MB& (C ^ftfc75 7 ItSB^iJ £ # 

trCtis©VH 

[0056] (c) IB^JS^156-e^^ft^7$ yitlB^J. Xl±SB?!l#^156-C^b$ft£ 

T7 $ J ItlB^y,:l:|®4#g CDLeu% 13#@®Ala% 15#§®VaU 43#@®Ala% 64 

#@®Gly% 73#f=!©Leii% 78#@®Leu% 85#l=! (DThi\ S.t/104#@®Vali)v 

$ J wmizw.m?ntc 7 
$ J itlB^'J ̂ rlafoi/tftCDVL 

[0057] (d) IB?y#^186-?r^;b£ft3;p$y@£gBR X(iS351J#^186t?^t>^ft« 
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7 $ J ©Va U 9#|=|©Sei\ 38#|=|©Arg% 46#|=|©Glu% 79# 

@©Sei\ 93#@©VaU 112#g©Valfr < £ fc 1 ^© 

y 7 $ y ffl%mzw&$titc 7$; ura 
[0058] *fgB£©KM5320t: tl£VL<h LT^ J2TF© (1) ~ ( 

7) ©VLtfi?3ilA\, 

(1) IB^y#-^-105"e^>b^tl^7$ y ItlB^y^©2#@(Z)VaU 15#@©Leu% 

46#|=|©Leu% 73#|=|©Leu% 78#|=|©Leu% ^.t/87#@©Tyr^\ ffe©T7$ J 

ffls&izw&ztitc mm*<3&m*(DVL 
(2) IB^y#-^-105"CII>b^ 7$ y ItlB^yi:|:|©2#@(Z)VaU 46#@©Leu% 

73#|=|©Leu% 78#|=|©Leu% $.t/87#|=| ©Tyr^\ ffe©7 $ y l£5i£(C 

tltc 7 $ y ItlB^y £#frJ/Cft©VL 

(3) IB^y#-^-105T'll>b^tl'i)77$ yitlB^y,:l:|©46#@(Z)Leu% 73# § ©Leu 

s $.t/87#|=|©Tyr^\ ffe©/7 $ y tltc7 $ y ItlB^y^'a foJ/L 

ft©VL 

(4) IB^y#-^-105"e^>b^tl^7$ y ItlB^y^©15#@©Leu% $.tf73#|=|© 

Leutf, yit^S(CS^^tl/c7$ y ItlB^^#^ft©VL 

(5) BB?y#^105-e^b£ tl£ 7 $ y ItlB^y^©78#@ ©Leu, S.t/87#@© 

Tyr^\ i&(D7$;m%mzw.^titc7$;mm%:<3tim*(DVL 
(6) IB^y#^105-e^^b^tl^7$ yitlB^y^©78#@©Leu^\ jfe©7$y 

ffl%&izw&$tlt£7$ y ItlB^y^r#^ft©VL 

(7)|B^y#^105-e^^b^tl^>7$ yitlB^y^©87#@©Tyr^\ jte©7$ y 

MISICS&;* tl/c 7 $ y ItlB^y ^r#^ft©VL 

[0059] fulEVL© T7$ y ItlB^y t LT(is SB?y#^105-C^b;*ft£ y 

ItlB^y,:l:|©2#@©Val^:I le(C% 15#@©Leu^:Ala(C% 46#@©Leu^rVaUC% 

73#@©Leu^:Phe(C% 78#@©Leu^rVaUC% ^.t/87#@©Tyr^rPhe(CS^1" 

,v t1^©B^^A^tl/c7$ yi£lBW#Hf £> 

tl'So 

[0060] 6{®©B^^A^tl/cVL©7$ yitlB^«h LT(i, 
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05T:'l^'b ̂  %> ~F $ J © 2# @ ©V al^:ILe(C% 15# § ©Leu 

JtklalZs 46#|=| ©Leu^rVa UC% 73#@©Leu^:Phe(C% 78#@©Leu^rVaUC% 

^.t/87#@©Tyr^:Phe(CS^ LtcT7^. 7 <Q tl£0 

[0061] 5{®©B^^A^tl/cVL©7$ JWmmt. LT^ 

OT© (D ~ (4) (D7^jmm-tfmibnz>0 

(1) IB^y#^105-e^^^tl^7$ yitlB^y^©2#@©Val^Ile(C, 46#@ 
©Leu^:VaUC% 73#@©Leu^:Phe(C% 78#@©Leu^rVaUC% ^.t/87#@©Tyr 

^:Phe(CS^ Ltc~F< J 

(2) IB^y#^105-e^^^tl^7$ yitlB^y^©2#@©Val^Ile(C, 15#mi 
©Leu^rAlads 46#@©Leu^rVaUC% 73#@©Leu^:Phe(C% ^.t/87#@©Tyr 

^:Phe(CS^ Ltc~F< J 

(3) IB^y#^105-e^^b^tl^7$ yitlB^y^©2#@©Val^Ile(C, 15#@ 

©Leu^:Ala(C% 73#@©Leu^:Phe(C% 78#@©Leu^rVaUC% ^.t/87#@©Tyr 

^:Phe(CS^ L/c/7^ 

(4) IB^y#^105-e^^tl^7$ yitlB^y^©15#@©Leu^Ala(C, 46# 

IH ©Leu^rVa UC% 73#@©Leu^:Phe(C% 78#@©Leu^rVaUC% ^.t/87#@©T 

yr^PhedS^ L/c/7^ 

[0062] 4{®©B^^A^tl/cVL©7$ JWmmt. LT^ 

OT© (D ~ (4) (D7^jmm-tfmibnz>0 
(1) IB^y#^105-e^^^tl^7$ yitlB^y^©46#@©Leu^VaUC, 73# 

@©Leu^rPheds 78#@©Leu^rVaUC% ^.t/87#@©Tyr^rPhedS^ L/cT7 

$ y itiB^y 
(2) IB^y#^105-e^^^tl^7$ yitlB^y^©2#@©Val^Ile(C, 73#@ 

©Leu^:Phe(C% 78#@©Leu^rVaUC% ^.t/87#@©Tyr^rPhedS^ L/cT7$ 

y ItlB^y 
(3) IB^y#^105-e^^b^tl^7$ yillB?y^©2#@©Val£Ile(C, 46#@ 

©Leu^:VaUC% 73#@©Leu^:Phe(C% ^.t/78#@©Leu^rVaUC®^ L/cT7^ 

j itlB^y 
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(4) BB^J#^105-e^b£ft£7$y$BB^©2#g©VaL£ILel;:, 15#@ 

©Leu^:Ala(C% 73#@©Leu^:Phe(C% ^.t/87#@CDTyr^rPhedS^ L/c/7$ 

j 

[0063] 3m(D^mtmX^tltc\ll(D7^ Jmmt LT(i, 
&T(D (D ~ (4) (D7^jmm-tfmibnz>0 

(1) I3^ys^105-e^^b^tl^7$ yitlB^y^©46#@(Z)Leu^VaUC, 73# 
@CDLeu^rPheds $.t/87#|=| CDTyr^rPhedS^ L/c/7 $ ̂  

(2) BB^#^105-e^b£ft£;p$ y$BB^y*©15#g©Leu£ALalC, 46# 

@(Z)Leu^:VaUC% $.t/87#|=| CDTyr^rPhedS^ L/cT7$ 7 

(3) IB?y#^105T'i|;b£ft£7$ yi£lB?y^©15#@(Z)Leu£Ala(C, 46# 

@(Z)Leu^:VaUC% ^.t/78#@©Leu^rVaUC®^ L/cT7$ 7 

(4) IB^y#^105-e^^tl^7$ yitlB^y^©46#@(Z)Leu^VaUC, 73# 

@CDLeu^rPheds ^.t/78#@©Leu^rVaUC®^ L/cT7$ 7 

[0064] 2{®©B^^A^tl/cVL©7$ JWmmt. LT^ 

OT© (D ~ (4) (D7^jmm-tfmibnz>0 
(1) BB^y#^105-e^b£ft£;p$ y$BB^y*078#g©Leu£VaUC, ^.t/8 

7#@©Tyr^:Phe(Cg^ L/c/7^ ^HlB^y 

(2) IB^y#^105-e^^tl^7$ yitlB^y^©15#@(Z)Leu^Ala(C, JkXfl 

3#@ ©Leu^rPhetC®^ L/cT7 $ J 

(3) IB^y#^105-e^^tl^7$ yitlB^y^©46#@(Z)Leu^VaUC, JkXfl 

8#@©Leu^:VaUCS^ L/c/7^ 

(4) BB?y#^105-e^b£ tl£ 7 $ 7 ItlB^y*©2#@ ©Va I £ I le (C, ^.t/15 

#@©Leu^:Ala(CS^ L/c/7^ ^HlB^y 

[0065] mo^mtmX^tltcMKDT^. Jmmt LT^ 
&T(D (D ~ (4) (D7^jmm-tfmibnz>0 

(1) IB^y#^105-e^^b^tl^7$ yitlB^y^©2#@(Z)Val^Ile(CS^L/c 

7 $ J itiB^y 

(2) IB^y#^105-e^^b^tl^7$ yi£lB?y^(Z)46#@(Z)Leu£VaUCS^L 
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MJ5U 
(3) yitlB^^©78#@(Z)Leu^VaUCS^L 

(4) |3^y#-^-105T'll>b^ tlZ> 7 $ J S£iB^y4q©87#@ 0Tyr£PhelCSl!l L 

fc7$y itiB^y 
[0066] t/c, *fgB£©KM5320t: tl£VH<h LT^ J2TF© (D ~ ( 

8) ©VHtf$?3ilA\, 

(1) IB^y#^129-e^^^tl^7$ yitlB^y^©2#@(Z)VaU 9#g©Sei\ 2 

0#@©VaU 38#@(Z)Arg% 46#@(Z)Glu% 77#@(Z)Ser% 93#@(Z)VaU ^.t/9 

5# S ©Tyr t\ ffe© 7 $ J W&&^£ tltc 7 $ 7 ItlB^ %VH 

(2) IB^y#-^-129"e^>b^tl^7$ y ItlB^y^©9#@(Z)Ser% 20#@©VaU 

38#@(Z)Arg% 46#@(Z)Glu% 93#@(Z)VaU >5.1^95#@0TyrAl> ffe©T7$ ^ 

(3) IB^y§"^-129T:'l^^b^tl'i)T7$ y l^IB^y,:l:|©9§§(Z)Ser% 46§§(Z)Glu% 

93#@0VaU $.TJ?95#@0TyrA^ ffeCDT7 $ J tltc7 $ 7 It 

IB?y£#frVH 

(4) IB^S^129-e^^b^tl^7$ yitlB^y^©46#@(Z)Glu, 93#@©Val 

, &tf95#g©Tyrtf, {&(D7 $ J MISICS&;* tltc7 $ 7 l£lB?y£#frVH 

(5) IB^y#^129-e^^^tl^7$ yitlB^y^©2#@(Z)VaU 20#@©VaU 

&tf95#g©Tyrtf, {&(D7 $ 7 MISICS&;* tl/cT7 $ J l£lB?y£#frVH 

(6) IB^y#-^-129T'll>b£ tl£ T7$ y ItlB^y^©9#@CDSe i\ 38#@(Z)Arg% 

&tM6#@0Glu^\ yit^S(CS^^tl/c7$ 

(7) IB^y#-^-129"e^>b^tl^7$ y ItlB^y^©93#@(Z)VaU S.t/95#@(Z) 

Tyr ffe© 7 $ J W&&^£ tltc 7 $ 7 ItlB^ £VH 

(8) IB^y#^129-e^^^tl^7$ yitlB^y^©46#@(Z)Glu^\ 

It^S(CS^^tl/c7$ y^SB^J^^OVH 

[0067] fulBVH©7$ JWmmt. LT(i, SB*y#^129-C^b£ ti£ 7 $ y 

ItlB^J^CC^illilCDVal^rl Le(C% 9#@CDSer^rProds 20#@(Z)Val^:I le(C% 3 
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8#g] 0Arg^rLys(C% 46#@®Glu^:Lys(C% 77#@ 0Ser£:ThrHIN 93#@0Va 

l^rThrlZs 7kXf95Wt^(DTyr%PhelZM^i~< tU'D 

(D&M&mx-z titers s it@3^y tfm-f bnz>0 

[0068] 8{m&&mA$titc\iwj7$ym.Mmt 
SB?!j#-^129T?^:b3y|flB^J4^ 2#@0Val£Ile^ 9#@0Se 
rltProlZs 20#@©Val^:ne(Cx 38#@0Arg^Lys(CN 46#@©Glu^:Lys(C 

, 77#@0Ser£Thr£% 93#@0Val£TMC, M95#@0Tyr£Phe(Cg^ 

Lfc7$y itiB^y if bti&0 

[0069] 6imzmrfmA3titcVH(D7$ym®m£LTiz, m&mziz* 
J-IT(D (i) ~ (4) 07$. ;mmt<mfhtiz>0 

(1) I3?y#^129-e^^ft^)7$ y|fSB^J^0s 20#@0Val£Ile(C% 38 

#@0Arg£Lys(C, 46#@0Glu^:Lys(C% 77#@ 0Ser£-Thr{C\ 93#[=l0Val 

^Thr(Cs S.t/95#@0Tyr^:Phe(C®i^ U/cT7^ ^ItSB^J 

(2) SB^S^129-e^^b^tl^7$ ^IIIB^0. 2#@0Val£Ile(C, 9# 

@©Ser^:Pro(Cv 20#@0VaL^;I le(Cs 38#@CDArg^LystCs 77#@®Ser^: 

ThrtCv S.t^93#@®Val^:Thr(CS^ btc7$ ^ItlB^O 

(3) lB^y#^129-e^^^tl^>7$ ^ItSB^y^CDs 9#@0Ser£Pro(Cs 20# 

@©Val^rl38#@®Arg^LyslC% 46#@CDGlu^LystC^ 93#@0Val£; 

Thr(Cs jS.tF95#@©Tyr^:Phe(CgM Ltc7 5 ̂ ItlB^y 

(4) IB?y#^-129-e^>b^tl^,7$ ^ItSB^y^©. 9#@0Ser£PrcHC, 38# 

@©Arg^LystC^ 46#@0Glu£;Lys(C\ 77#|=| 0Ser£Thr{C\ 93#[=l0Val£; 

ThrtCs Rt/95#@0Tyr^:PhetCg^ U/cT7 5 ̂ ItlB^iJ 

[0070] 4fgI©B^^A^tl/cVH077$yitlB^y^ 

J^T0 (1) ~ (4) 07$ ygfSSWW^tl^o 

(1) IB^y#^129T-^^^tl-2.7$ JWM¥\^(D, 9#@0Ser£Pro(C, 20# 

@®VaL^ILe(Cs 46#@0GLu^:Lys^Cv ^S.t>'93#@0Val^:Thr(CS^ U/cT7 

$ j mm 
(2) IB^J#^129lr^^tl^7$ yitSB^J^0s 9#@0Ser£Pr(HC, 46# 
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lilCDGlu^rLysds 93#@CDVal^:Thr(C% ^.t/95#@CDTyr^rPhedS^ L/c/7 

$ j 

(3) IB^S^129-e^^b^tl^7$ 20#@©Val£Ile(C, 46 

#@©Glu^:Lys(C% 93#@(Z)Val^:Thr(C% ^.t/95#@CDTyr^rPhedS^ L/c 

(4) IB^y#-^-129T:'l^^b^ tl£ I7 $ 38#|=| (Z)Arg^rLys(C% 46 

#@©Glu^:Lys(C% 93#@©Val^:Thr(C% ^.t/95#@ ©Tyr^rPhetC®^ L/c 

7 $ y itiB^y 

[0071] 3{®0B^^A^tl/cVH©7$ JWmmt. LT^ 

OT© (D ~ (4) jmrnttmibtiz* 
(1) IB^y#^129-e^^^tl^7$ yitlB^y*0. 2#@©Val£Ile(C, 20# 

gCDVal^rl le(C% $.t/95#|=| CDTyr^rPhedS^ L/c/7$ 7 

(2) IB^y#-^-129T:'l^^b^ tl'i) T7 $ J lUlB^y^Os 9#|=|(Z)Ser^:Pro(C% 38# 

@©Arg^:Lys(C% ^.t/46#@©Glu^:Lys(CS^ L/c/7^ ^HlB^y 

(3) IB^y#-^-129T:'l^^b^ tl£ I7 $ lUlB^y^^s 46#@(Z)Glu^:Lys(C% 93 

#@©Val^:Thr(C% ^.t/95#@CDTyr^rPhedS^ L/cT7$ 7 

(4) IB^y#-^-129T:'l^^b^ tl'i) T7 $ J lUlB^y^Os 9#@(Z)Ser^:Pro(C% 38# 

@©Arg^:Lys(C% $.t/95#@CDTyr^rPhedS^ L/c/7^ ^HlB^y 

[0072] 2{®©B^^A^tl/cVH©7$ JWmmt. LT^ 

&T(D (D ~ (4) (D7$jmm-tfmfbnz>0 
(1) IB^y#^129-e^^tl^)7$ yitlB^y^©, 9#@©Ser£Pro(C, RXf 

38#@©Arg^:Lys(CS^ LtcJ7 $ J 

(2) IB^y#^129-e^^b^tl^7$ 20#@©Val£Ile(C, R 

t>77#@ ©Ser^:Thr(CS^ L/cT7 $ J 

(3) IB^y#-^-129T:'l^^b^ tl%> I7 $ J 46#@(Z)Glu^:Lys% ^.t/9 

5#@©Tyr^:Phe(CS^ L/cT7 $ 7 ItlB^y 

(4) IB^y#^129-e^^b^tl^7$ yitlB^y^©, 93#@©Val£Thr(C, & 

t/95#@ ©Tyr^rPhetC®^ L/cT7 $ 7 
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[0073] ;mmt LT&S 

&T(D (D ~ (4) (D7$jmmifmfbnz>0 

(1) 20#@©Val£I le(C®^ 

(2) |B^y#-^-129T'll>b^ 38#@ ©Arg^rLystCS^ 

(3) IB^y#-^-129T:'l^^b^ tl£ I7 $ J 46#@(Z)Glu^:Lys(CS^ 

Lfc7$y itiB^y 

(4) IB^y#-^-129T'll>b^ tlZ> I7 $ J ItlB^y^COs 95#@ CDTyr^rPhedS^ 

Lfc7$y itiB^y 

[0074] t/c, *3§BE(Z)KM5320H 4tm*(DMWMt LT^ £IT© (1) ~ (3) © t: 

K IbJ/Cft & ̂  If b ti £ o 

(D Kft©vH^iB^y#^i35-e^^ti^7$ ymmRxf/xitm^ovi 

tfSB*y#^123-C^b£ft£ MbirCtt 

(2) }/Lft©VH^m8(C^£tl£l\"f J mRMJkXf/X&$tiW(D\IL 

Mbtrctt 
(3) Kft©VH^IB^y#^135-e^^tl^7$ ymmRXf/Xltm^OVl 

tfwizTjk^ti&^ftifroij7^ y itiB^y^#^^ Mbircft 

[0075] M(C, *fgB£©KM5321 t MbJ/Cft(C#£ft£VL<h LT&, J2TF© (D ~ ( 

7) ©VL;6^?£ lA\ 

(1) IB^y#-^-156"T:'ll>b^CDLeu% 13#@(Z)Ala% 

15#@(Z)VaU 43#@(Z)Ala% 64#|=| (Z)G ly% 73#|=| (Z)Leu% 78#|=| (Z)Leu% 85# 

|=|CDThi\ ^.t/104#@(Z)Val^\ ffeCD;7 $ J tltz.T $ J ItlB^J 

(2) IB^y#^156-e^^b^tl^7$ yitlB^y^©13#@(Z)Ala, 15#@©Val 

% 64#g(Z)Gly% 73#@(Z)Leu% 78#@(Z)Leu% 85#|=| (Z)Thi\ RXf\04#g©Va 

(3) IB^y#^156-e^^b^tl^7$ yitlB^y^©13#@(Z)Ala, 15#@©Val 
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% 43iil=| CD AI a% 73#@CDLeu% 78#@CDLeu% CDThr^\ jteCDZ^ 

y ffls&izw&ztitc 
(4) IB^yS^156-e^^b^tl^7$ yitl3^y^CD13#@CDAla, 15#@CDVaI 

s 73#@CDLeu% $.Tf78#@ 0LeuA^ ffeCD/7 $ J tltc~F $ J 

$BB^£^frtn;te©VL 

(5) l3^y#-^-156"CII>b^ 7$ y ItlB^y^CDISSgCDVaU 78#@CDLeu 

s ^.t/85#@CDThr^\ ffeCDT7 $ J tltc~F $ J ItlB^y^'a frJ/L 

ftCDVL 

(6) IB^y#-^-156-e^^b^tl^7$ yitlB^y^©13#@(Z)Ala, $.tM3#@© 

ALatf, yit^S(CS^^tl/c7$ yitlB^y^:#^ft©VL 

(7) IB^y#^156-e^^^tl^7$ yitlB^y^©43#@(Z)Ala^\ 

MISICS&;* tltc T $ y ItlB^y £^frtn;te©VL 
[0076] fulEVLCD T7$ 7ItlB^y t LT(is SB*y#^156-C^b£ft£ J 

ItlB^y^CC^illil CDLeu^rVa UC% 13#@CDAla^:VaUC% 15#@CDVal^:Thr(C% 

43#@CDAla^:Pro(C% 64#@CDGly^:Ser(C% 73#@CDLeu^:Phe(C% 78#@CDL 

eu^:Thr(C% 85#@CDThr^:Asp(C% ^.t/104#@CDVal^:Leu(CS^t-'i)B^^Av 

£ jltf '>& < 110$A£ tl/c7 $ 7 ItlB £> tl£0 

[0077] 9{®©B^^A^tl/cVL©7$ JWmmt. LT^ 

IB^yS-^-156T'll>b^ tl£ 7 $ y ItlB^y,:l:|CD4#@ CDLeu^:VaUC% 13#@ CDAla 

^:VaUC% 15#@(Z)Val^:Thr(C% 43#@©Ala^:Pro(C% 64#g(Z)Gly^:Ser(C% 

73#@CDLeu^:Phe(C% 78#@CDLeu^:Thr(C% 85#@CDThr^:Asp(C% ^.t/104# 

g (D Va I £ Leu (C L /c 7 $ J ItlB^y tfmf btlZ>» 

[0078] m<b?&M.tf&\-i$titcxi<DT5. ymmt 
&T(D (D ~ (4) (D7$jmmifmfbnz>0 

(1) IB^y#^156-e^^^tl^7$ yitlB^y^©4#@(Z)Leu^VaUC, 13#@ 

CDAla^:VaUC% 64#@CDGly^:Ser(C% 73#@CDLeu^:Phe(C% 78#@CDLeu^rTh 

r(C% 85#@ CDThr^rAspds ^.t/104#@CDVal^:Leu(CS^ LtcJ7 J 

(2) IB^y#^156-e^^^tl^7$ yitlB^y^©13#@(Z)Ala^VaUC, 15# 
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|=|CDVal£:Thr(;i% 43#@CDAla^:Pro(C% 64#@CDGly^:Ser(C% 73#|=| CDLeu^: 

Phe(C% 78#@CDLeu^rThrtCs $.1^85# @CDThr^rAspd®^ L/c/7$ 7 

(3) yitlB^^©4#@0Leu^VaUC, 15#@ 

(DMal^:Thr(;i% 43#@©Ala^:Pro(C% 64#g(Z)Gly^:Ser(C% 78#|=| ©Leu^rTh 

r(C% 85#@©Thr^:Asp(C% ^.t/104#@(Z)Val^:Leu(CS^ L/c/7^ 

(4) IB^S^156-e^^b^tl^7$ yitlB^^©4#@0Leu^VaUC, 15#@ 

(Z)Val^:Thr(C% 43#@©Ala^:Pro(C% 64#g(Z)Gly^:Ser(C% 73#|=| ©Leu^rPh 

ei/Zs 78#@©Leu^:Thr(C% ^.t/85#@CDThr^rAsptCS^ L/cT7$ 7 

[0079] 6fa(D&mtim\-$tltc\IL(D7$. Jimmt LT(i, 
ixTO (D ~ (4) (DT$ jmmmmibti&o 

(1) IB^yS^156-e^^b^tl^7$ yitlB^^©4#@0Leu^VaUC, 15#@ 

(Z)Val^:Thr(C% 43#@©Ala^:Pro(C% 64#g(Z)Gly^:Ser(C% 85#|=| ©Thr^rAs 

p(C% ^.t/104#@(Z)Val^:Leu(CS^ L/c/7^ 

(2) SB^US^156-e^^^tl^7$ yi£SB^CD13#@0Ala£VaUC, 15# 

@(Z)Val^:Thr(C% 43#@©Ala^:Pro(C% 64#@©Gly^:Ser(C% 78#@(Z)Leu^r 

Th r tcv ^.t/85#@ ©Thr^rAsptC®^ L/cT7 $ J 

(3) IB^yS^156-e^^b^tl^7$ yi£lB^(Z)15#@(Z)Val£Thr(C, 43# 

@(Z)Ala^:Pro(C% 64#@©Gly^:Ser(C% 73#@©Leu^:Phe(C% 78#@(Z)Leu^r 

Th r tcv ^.t/85#@ ©Thr^rAsptC®^ L/cT7 $ J 

(4) IB^y#^156-e^^tl^7$ yitlB^^©13#@(Z)Ala^VaUC, 43# 

@(Z)Ala^:Pro(C% 64#@©Gly^:Ser(C% 73#@©Leu^:Phe(C% 78#@(Z)Leu^r 

Th r tcv ^.t/85#@ ©Thr^rAsptC®^ L/cT7 $ J 

[0080] 4{i©B^^A^tl/cVL©7$ JWmmt. LT^ 

£IT© (1) ~ (4) ©7$ yitlBWW ZtlZo 

(1) IB^y#^156-e^^b^tl^7$ yitlB^^©4#@0Leu^VaUC, 13#@ 

(Z)Ala^:VaUC% 15#@(Z)Val^:Thr(C% 2&.tM3#|=|CDAla^rProdS^ L/cT7$ 

y itSB^y 
(2) IB^y#^156-e^^b^tl^7$ yitlB^y^©13#@(Z)Ala^VaUC, 15# 
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@CDVal^:Thr(C% 43#@CDAla^:Pro(C% CDThr^rAsptC®^ L/cT7 

$ j 

(3) BB^J#^156-e^b£ft£7$y$BB^©13#g©ALa£VaU;:, 15# 

@©Val^:Thr(C% 73#@©Leu^:Phe(C% ^.t/78#@CDLeu^rThrdS^ L/c/7 

$ j 

(4) IB^y#^156-e^^b^tl^7$ yitlB^y^©13#@(Z)Ala^VaUC, 15# 

@©Val^:Thr(C% 73#@©Leu^:Phe(C% ^.t/85#@CDThr^rAspdS^ L/cT7 

$ y itiB^y 

[0081] 3{®©B^^A^tl/cVL©7$ yitlB^y«h LT(i, 

&T(D (D ~ (4) (D7$jmmifmfbnz>0 

(1) IB^y#^156-e^^b^tl^7$ yitlB^y^©13#@(Z)Ala^VaUC, 15# 

@©Val^:Thr(C% ^.t/73#@ ©Leu^rPhetC®^ L/cT7 $ J 

(2) BB^y#^156-e^b£ft£7$y$BB^©13#g©ALa£VaU;:, 73# 

@©Leu^:Phe(C% $.t/85#|=| CDThr^rAspdS^ L/cT7$ ^ 

(3) BB^y#^156-e^b£ft£7$y$BB^©15#g©Val£TM;:, 78# 

@©Leu^:Thr(C% ^.t/85#@CDThr^rAspdS^ L/cT7$ ^ 

(4) BB^y#^156-e^b£ft£7$y$BB^aM3#g©ALa£Prol;:, 73# 

@©Leu^:Phe(C% ^.t/78#@CDLeu^rThrdS^ L/cT7$ ^ 

[0082] 2{®©B^^A^tl/cVL©7$ JWmmt. LT^ 

&T(D (D ~ (4) (D7$jmmifmfbnz>0 

(1) BB^y#^156-e^b£ft£7$y$BB^©13#g©ALa£VaU;:, &tf1 

5#@©Val^Thr(CS^L/c7$ yitlB^y 

(2) BB^y#^156-e^b£ft£7$y$BB^©13#g©ALa£VaU;:, &tM 

3#@ ©Ala^:Pro(CS^ L/cT7 $ J 

(3) IB^y#^156-e^^b^tl^7$ yitlB^y^©15#@(Z)Val^Thr(C, &tf8 

5#@©Thr^:Asp(CS^ L/c/7^ ^HlB^y 

(4) IB^y#^156-e^^tl^7$ yitlB^y^©43#@(Z)Ala^Pro(C, JkTfft 

4#@©Gly^:Ser(CS^ L/c/7^ ^HlB^y 
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[0083] Jmmt LT^ 
&T(D (D ~ (4) (D7$jmmifmfbnz>0 

(1) BB^J#^156-e^b£ft£7$ y$BB^J*©13#g©ALa£VaU;:S&U 

tcTS J 

(2) IB^#^156-e^^b^tl^>7$ yitlB^^©43#@(Z)Ala^Pro(CS^L 

tcTS J ItlB^y 

(3) BB^y#^156-e^b£ft£7$ y$BB^073#g©Leu£Phel;:S&U 

tcTS J ItlB^y 

(4) IB^y#-^-156T'll>b^ tlZ> I7 $ J ItlB^y^^SSSg ©Thr^rAsptC®^ L 

teTSJ ItlB^y 

[0084] t/c, *3§BE(Z)KM5321 t: tl£VH<h LT^ J2TF© (D ~ ( 

8) ©VH;6^?£ lA\ 

(1) BB^y#^186-e^b£ft£7$y$BB^©2#g©VaU 9#g©Sei\ 3 

8#@(Z)Arg% 46#@(Z)Glu% 79#@(Z)Ser% 93#@(Z)VaU JkZf\ 12#@(Z)Val^ 

, ffe©7 $ J ffl%&IZW&ZtltcTS; ItlB^y %t^VH 

(2) IB^y#-^-186"e^>b^tl^7$ y ItlB^y^©2#@(Z)VaU 38#@©Arg% 

46#@(Z)Glu% 79#@(Z)Ser% RXf\ 12#@(Z)Val^\ ffeCDT7$ 7It£§£[Z 

itiB^y ̂ ttvH 
(3) BB^y#^186-e^b£ft£7$y$BB^©2#g©VaU 9#g©Sei\ 7 

9#@0Sei\ $.T/M 12#@CDVal^\ ffeCDT7 $ 7 tltcj7 $ 7 It 

IB?y£#frVH 

(4) IB^y#-^-186T'll>b^ tl£ T7 $ J 4^91111=1 CDSei\ 46#@CDGlu% 

&tf93#g©Valtf, ffe© J ffl%&lZW&$ tltcT $. 7 l£lB?y£#frVH 

(5) IB^y#-^-186T'll>b^ tl£ I7 $ y 4^381111=1 CDArg% 46#@CDGlu 

, &tf93#g©Valtf, mCDJ7^ JfflS&lZW&ZtltcTS. 

(6) IB^y#-^-186-e^^b^tl^7$ yitlB^y^©38#@(Z)Arg% RX?46#@© 

GLutf, yit^S(CS^^tl/c7$ 

(7) IB^y#-^-186"e^>b^tl^7$ y ItlB^y^CD9#@CDSer% S.t/93#@CDV 
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a 1m(oy $ J mmntc? § ; ura £ttvH 
(8) |B^y#^186-e^^b^tl^7$ yitlB^y^(Z)46#@(Z)Glu^\ 

m%mzw.^ntc7$ J mm 
[0085] tulEVH©7$ ymmt LT(i, IB^y#^186-e^^tl^7$ y 

S^SB^y^CD2^gCDVaL^I LetCv 9#@CDSer^rProds 38#|=| CDArg^rLysds 4 

6#gCDGlu£Lys(C, 79#@ CDSer£Ala(C, 93#@CDVal£Thr(C, &t/112# 

@©Val£I letCS^t"< <h 11 o©&^tf$A£ tl/c 

T $ y itiB^y if IQ ti & o 
[0086] 7{i©B^^A^tl/cVH©7$ Jmmt LT^ 

IB^y#^186-e^^^tl^7$ Jmm^(D, 2#@©Val£Ile(C, 9#@CDSe 
r^rPro(C% 38#|=| CDArg^rLysds 46#|=| CDG lu^rLysds 79#@CDSer^rAlad 

s 93#g(Z)Val^:Thr(C% $.t/112#|=|CDVal£:I le(C®^ btcT7^. 

IfktlZo 
[0087] 5^CDB^##A£tl/cVHCD7$ SMEBfUt LZ&, M#MlZtt% 

J2TF© (D ~ (4) (DTS jmmtfmfbtiz0 

(1) IB^y#^186-e^^^tl^7$ Jmm^(D, 2#gCDVal£Ile(C, 9# 
@(Z)Ser^:Pro(C% 38#|=| CDArg^rLysds 46#@CDGlu^:Lys(C% Jktf\ 12#@CD 

Val^Ile(CS^L/c7$ yitlB^y 

(2) IB^y#^186-e^^b^tl^7$ yitlB^y^©, 2#gCDVal£Ile(C, 38# 

@©Arg^:Lys(C% 46#|=| CDG lu^rLysds 79#|=| CDSer^rAlads J5.T/M 12#@CD 

Val^Ile(CS^L/c7$ yitlB^y 

(3) IB^y#^186-e^^^tl^7$ Jmm^(D, 2#gCDVal£Ile(C, 38# 
@©Arg^:Lys(C% 46#@CDGlu^:Lys(C% 79#|=| CDSer^rAlads ^.t/93#@©V 

al^rThrdS^ L/c/7 $ 7 

(4) IB^y#-^-186T:'l^^b^ tl'i) T7$ y 9#§(Z)Ser^:Pro(C% 38# 

@CDArg^rLysds 46#|=| CDG lu^rLysds 93#@©Val^:Thr(C% 12#@CD 

Val^Ile(CS^L/c7$ yitlB^y 

[0088] 4{i©B^^A^tl/cVH©7$ yitlB^y«h LT(i, 
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(D ~ (4) <Dj>§ btiz>0 

(1) 2#@©Val£I LetC. 9# 

@CDSer^rProds 79#|=| CDSer^rAlad^ JkTf\ 12#|=|CDVal£:I le(C®^ L/c/7 

$ j 

(2) IB^y#-^-186T:'l^^b^ tl£ I7 $ 9#|=|(Z)Ser^:Pro(C% 38# 

@0Arg£l_yslC\ 46# @CDGlu^:Lys(C% ^.t/79#@CDSer^rAladS^ L/c/7 

$ j itiB^y 

(3) IB^y#-^-186T:'l^^b^ tl£ I7 $ J 9#@(Z)Ser^:Pro(C% 38# 

@CDArg^Lys(C% 46#@CDGlu^:Lys(C% ^.t/93#@CDVal^:Thr(CS^ L/cT7 

$ y itiB^y 

(4) IB^y#-^-186T:'l^^b^ tl%> I7 $ y lUlB^y^Os 9#@ CDSer^Pro(C% 46# 

@CDGlu^:Lys(C% 79#@CDSer^Ala(C% Jktf\ 12#@CDVal^:I le(C®^ L/cT7 

$ j itiB^y 

[0089] smoimifrnx^ntcvmys jwmmt. LT&S 
J^TF© (D ~ (4) (D7$jmm-tfmfbnz>0 

(1) IB^y#-^-186T'll>b^ tlZ> I7 $ J ItlB^y^CDs 9#@ CDSer^Pro(C% 46# 

@CDGlu^:Lys(C% ^.t/93#@CDVal^:Thr(CS^ L/cT7^ JW.WM 

(2) IB^y#^186-e^^b^tl^7$ yitlB^y^©, 2#@©Val£Ile(C, 38# 

@CDArg^Lys(C% $.tM6#|=| CDG lu^rLysdS^ L/cT7 $ JWM¥\ 

(3) IB^y#-^-186T'll>b^ tlZ> I7 $ J ItlB^y^CDs 38#@ CDArg^Lys(C% 46 

#@CDGlu^:Lys(C% ^.t>79#@CDSer^AlatCS^ L/c/7^ JW.WM 

(4) IB^y#-^-186T'll>b^ tl£ T $ J ItlB^y^CDs 38#@ CDArg^Lys(C% 46 

#@CDGlu^:Lys(C% ^.t/93#@CDVal^:Thr(CS^ L/cT7^ JW.WM 

[0090] 2{®©B^^A^tl/cVH©7$ LT(i, 

J^TF© (D ~ (4) (D7$jmm-tfmfbnz>0 

(1) IB^y#-^-186T'll>b^ yitlB^y^CDs 38#@CDArg^Lys(C% Jk 

t/46#@CDGlu^:Lys(CS^ L/c/7^ JW.WM 

(2) IB^y#-^-186-e^^b^tl^7$ 9#@©Ser£Pro(C, RXf 
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93#@©Val^Thr(CS^L/c7$ 

(3) I3^y#-^-186T:'l^^b^ tl%> I7 $ J 9#@(Z)Ser^:Pro(C% RZf 

38#@©Arg^:Lys(CS^ LtcT $ JW.WM 

(4) I3^y#-^-186T:'l^^b^ tl£ I7 $ J 79#@(Z)Ser^:Ala(C% R 

t/93#@0Val^Thr(CS^L/c7$ yitlB^y 

[0091] ;mmt LT&S 

&T(D (D ~ (4) (D7$jmmifmfbnz>0 

(1) IB^y#-^-186T'i!:fa^ tl& y $ J ItlB^J^CDs 9#@©Ser^:Pro(CS^ L 

teTSJ ItlB^y 

(2) |B^y#-^-186T'll>b^ tl^i) 38#@©Arg^:Lys(CS^ 

(3) IB^y#-^-186T:'l^^b^ tl£ I7 $ J 46#@(Z)Glu^:Lys(CS^ 

(4) IB^y#^186-e^^b^tl^7$ 93#@©Val£Thr(CS^ 

[0092] t/c, ^0^©KM5321 t: ittfiW(DMWMt LT^ £IT©(1)~ (6) (D 

t: btl£o 

(1) Kft©VH^IB^y#^195-e^^tl^7$ JmmRXf/X&tfifaOVL 
^iB^y#^i74-e^^ti^7$ \-4tm* 

(2) }/Lft©VH^mi0(C^£tl£l\T J mRMJkXf/X&$tiW(D\IL 
^iB^y#^i74-e^^ti^7$ yi£iB?y£#fr t: Mbircte 

(3) Kft©VH^IB^y#^195-e^^tl^7$ ymmRXf/Xltm^OVl 
JMbirCft 

(4) Kft©VH^IB^y#^186-e^^b^tl^7$ ;mmRX?/XmjiW(DVL 
^iB^y#^i80-e^^ti^7$ Mbirctt 

(5) }/Lft©VH^mi0(C^£tl£l\T tlAv©7$ J mRMRXf/X&$KW(D\IL 
tfBB^y#^i80-e^b£ft£;p$ Mbircte 
(6) Kft©VH^IB^y#^186-e^^^tl^7$ ;mmRX?/XmjiW(DVL 
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JMbircft 

[0093] t: hi/Efttis TU^S t: t^s 

7 7 — -i 7° "7 U — &<£ TJ*1: hh ̂ ^x n y 0^htyfthxb% b 

tl & $?iWH & "a ^ tl & o 

[0094] b StrCtttt, H h-r A7 Vmfe^^^-r^^^XCTomizuka K. 

et. al., Proc Natl Acad Sci US A. 97, 722-7, 2000.) (Cp/rS©i/bJ^^:^, 

£££tfa}5fe£0 t/c, t: 

L/cphage d isplay^ -f 7'^ U — lN£> d <h (C<£ y s p/rllCDln 

frfizt: ^m**kWr-n/5T±<2:/s got- rvT/Li4^<a:3SJ7\ 9 •oc.c t.\ ytisz.^n^j 9 t-

1" •!> tl <h yf)^"C $ & (Wi nter G. et. al., Annu Rev Immuno I. 12:433-55. 1994) 

o $blZs EBO-T pjfM©^ 

n. 

$••!> (Rosen A. et. al., Nature 267, 52-54.1977) 0 

[0095] t: t: L/c U 

, EB^-fJUX^£!§lfe£l±£o<h(c<J;^TT^bL/cti, On--y?tZ> 

m u tct&mwi * <fc y Mt & £ <h ^-e $ &0 
[0096] t: h i/bft 7 7 — V^> -f 7° "7 U — (is t h B||iS L fcijiftrnferf *k 7 

7JCjf Al"Z> Z t IZ£ y Fab, scFv^©Kftif^^^®(C^Il^1± 

/c7 7-^07^^7'j-ti)i.o ^7 u-<fcy, McSrS^fbUfc 

fgIlLT^£77-^£0JJXl-£o<h^T-$£o MlCfcfc? 

t o tf-e $ & o 

[0097] t: h^VT^x ~ y t: hi/Cftmfe?^?siK]^(Z)^ 

feft^(clI3Atti/cK]^^:^9o ^XESIfflJ^t: KKftlfe 

?^IAU §£ES«£ffi©^X©ME^*itm. 
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y t ht h7>^^i-Bi^#11"§i^tf'-e$t sircft 

©Pfi?LK]i"etT^btiT^^/\-r 7"'J y t: 

7'U K —"7^rlXt# Us o <h (C t 

o<h^-e$£0 

[0098] *f£n%<Dtt,fo<D\IU&£Xf\IL<DJ7§;&ffi&}£[sZ&s t; S&ttCDVHfc <fctfV 

L©7$yitl3^. hKiKft(Z)VHai;t/VL(Z)7$ 

tl hKiKft(Z)CDR^% ffi|t©t: h»7l/-A7-^Ciffilfct: MbirC 

ft©VHfcsi;t/VL(Z)7$ yitlB^y©^Ttl"et /\-r7°U K 

;mm. t Kimwov 
m£X?VL(D7$ yitlB^y, t: hJ/CftmH£i:t/VL(Z):P$ 

<Q tl'So 

[0099] *fg0£©J/Cft(C£tt£CL©7$ yitlB?y<h LT&, H hi/Cft©;7 $ y ItIB 

^yyitiB^y©^Tt: Ki/cft©7 

$ yitiB^y©c/c^^iN(iCA IA\ 

[0100] ^%Bft(D$n,W(DCH£LT&s -f A7 ^*P 7°U >(C)I'ttU£Vfr&£ t ©"£ 

tcfciNjb^ ifS L < y1 (IgG1) , y2 (Ig 

G2) , r3 (IgG3) , y4 (IgG4) 

[0101] fctm^mxttf^Ltcfcmsoy^on. FC 

<h5^C#£t£ u K£fc&S#ft<h^i^LfcFcS4^>/^|t H 
A7 7 K^>><h t^9) s *Si£©Fc1I^£S^£l±/cFcS^r^>A^ft^ 

t/c, 

»Pt£/c<!s/)(C, 7$ yit^S^B^U/cFc^I±i^^t^0^(Z)Kft(CffllN 

[0102] 

SliRmMft«hLT^ mtfH^©C7fciii6lC£tt£ 
'JiSyMS (DtKtk V)Vy • Ox)v\~y f (lysine clipping) ] % $.tJ^ U 

^7°^ WnMmlZ&tf &?)[/$ $ yB&(D $ > (pyroGlu) ^(D 
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[Beck et a I, Analytical Chemistry, 85, 715-736 ( 

2013) ] o 

[0103] Fab, Fab\ F(ab')2, scFv, diabody, d 

sFv, £>*150 

Fab(i% IgGtrCte% 0 >/W ft #$ggffi/O*-f >Tf&i L T?# b tl2> irK"© 

m&(D22mB(D7$;mm&-z'tm^ti%). 
-f Kfp-n (S-Sfp-^-) T'ip-nL/cs 

^ 1" £ trcte Iff fi"T? & £ o 

[0104] F(ab')2tt, IgG^^>/^K^?i#m^7%>>-eMiILTt#^tl^ir^©9 

t> (H|I©234#@(Z)7$ JWrn-Z'tm^tlZ) s Fab^H>^I±i(Z)S-SiS 

SZfT L T £ tltc fc © <fc y ^^ A $ IN. Hi»10^©irCJI^Ste £ 

Fab' ±=EF(ab' )2© t: >^±i(Z)S-Si^£« L/C^M^5^©J/LJ1 

^ 1" £ trCtis Iff ft T? & £ o 

[0105] scFvtt, 1*mH<h1*mL<h£4{®©Gly£<J;tjn{®©Ser5i£fr£>&£ U > 

ti- (G4S) z&mom&'Dtetftii) yti-^y0^- KU 

V*J- (P) ^ffllNX^L/c, VH-P-VLJ&lNOJiVL-P-VH^'J^^ KT\ JrC 

Diabodyte, i;t/c(iS^^scFv^2aft^ffML/cK 

s ft ^ 1" £ trCft Iff fi"T? £> £ o 

[0106] dsFvti, 7$yi£$lS£r>x^Mvgggics& 

L /c # U ^ 7° 51 K £ §£ *> X T -f > SIS H © S-SiS^ £ ̂  L T £ n- /c fc © £ 

[0107] VH£fcttVLCDCDR©'>& < <h fc 11M£l±£#A,-eli 

J5££tl£0 ^©CDR^r^O^^ Ktt, CDR^±^eSt/c(i^^^^7°51 

KUV^-^^LT£ 1± £ £ <h ^ "e $ £ 0 0S(DIZMKWCD VH £ <fc V 

L(Z)CDR^rZ| — K1-^DNA^^L. ^Wi 
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tim* * - ic jf A u §m&£.yn$>zwzn& 
mi£TZZ£tfl*%2>o %tcs CDR^r# 

K(is Fmoc)i, 

[0108] ipirot; 0 n-i~Mn,Wiz&s ^GasQiz^St&T: J 0 n 

[0109] trCtt:©l3i£{fc&* ^%B%(D fc; hGas6(Ci^=r1"^ =£ J 0 • t 

C^iy, trC^?^©jS^^S 

tebxfizmmteZtz. fettcoWM. 
oy^oMs tmwMs ztcizmmMtnz* 

[Kftx^AP^, mxmm vm)i izxyzztiz 
£Vmi£T2>Zttfi*%2> o 

[0110] |fc4 ^^0^© fc KGas6(Cip-n 1"•!> ^ y7 • — ~)~iV^KW^-tc^^(D^KW^\ 

Jn£=l — Kf •SDNA.hs Kt"£ 

iAU fg^$1±£»{5?l^ft#&J:y£!^T£c:£tf-C$£o 

[0111] Mttt^H£7i;ll<h L"a£, inIn% 131I% 125I% 90Y% 64Cu, "Tc, 77Lu£/c&211At 

t/c, ht£t]|t£J/L 

<fclN0 dp U— h^y<h LTtis 1—r V^tisJ7*- h^<>^ 

[0112] ^^(DMntLTte, 7)\s*M\M. -hPV^b7i, ftUfStrC&k 

instill. tli7J^P^ K, h/1"W 7*^—tfPM&k 

:PPV*—tfPM&k PUg^S PM&k Simile M 

ssPM&k 
tt (1996)], Sfc(i/\'f KP3-f 7X 7°U K —t/Vft^fiDX^CK Kftl 
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JflfrJftk ymoajuy Ji-^$ys fo%>\Mt<7 [s^i/^y® 
<fc 9 ftJ/CfcT^ $ 

tt (1982)]&<^W£>ti£0 

[0113] irCHs&l*: UTtt, 7$ 7 ^X^^X $'t))l;< 

Vy(DTIC)% hPi'i>7^^-K 

), 7> h U7° hx/i>>. K\ -f^T^T^k 

y (BCNU)% • AT^XCCNU), Kdp y JUlf :> > (7 K U :>>). x fcVU 

fc':>X ^At/^eX^A+f-^), ^yJUfc^X 7°P^>/U/<^>. "7 

-f hx^f:>X S/^fcTX i h'fi/ h\ ;>< h h Udp-tz—k 5-7JU:fr P7 

7s>Jk 7JU;tP7^:>,'k kTy^X^X 7°U^^-r 

*>X ^7y^M:>X ^7°Px^f:>X i7h7A7fX A^'J^dp-tz 

M^dpy-ju), K-tr^dr-trjK^dr7^7)s /Jl'fT.P'f dpy% 7^/^7 

dr^---tr\ 7~7>>'U7 77>. ^dpHt U 7°^51>S 

y, ^7K'JtfX ^>7°h^i>>s 10-fc KPdpW-x^JU-^ >7° h7^> 

XSN38), 7P^7'jyX 7;uy^fc>. fcKPdpi>7U7s -f^OUtf 

*>y, *xi~s -f'jSTtiyCCPT-11), ;^TAX uwhpx K 

^T^y, P-f7°P'Jk ^*XhP-Jk ^17 77X ^;U^7°h70|J 

y, fc KPdp:>;b,/U/<$ k 7°U^^^i>>s $ h^X — if 

s ^VhX^fX fc^^P^y. ^;Edri>7x>% ^tl/'JX U ^--7° 

PU">% 7JU^$k "r-tfis k rXh7^hX f^^7-X 

^^yJUVT.*—k fcV UJUfc'y% ^P7A7%>Jk /\-fKP=l-

^x/>s 7°U K —x/p >s ^^-)\y-J\y K-x/P>. fc'V^^V, -AXf> 

% -tzATv^X ^^iy^fc'Vs KAT^^^TVS Z+fis^Vy^ UF1\ ^-dp+fP 

-?=?Ty. *f-J4=f---m lsyy-)s -f V^ = 7(STI571), xjUP^-7\ F 

MS-like tyrosine kinase 3 (F L13) PiSF^k vascular endothelial growth fa 

cotr receptor(VEGFR)PiSF^k fibroblast growth factor receptor(FGFR)Pi 
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-f ^JHzA'&^fCDepidermal growth factor receptor(EGFR) 

PM&k is=l-Jlss 17-7'J Jls7< S-17-^y isy 

s TA+tO'jys *-Jls- "9" 'J K7-f 

K\ K7-f K\ 7tXhPV*-ik 7 7 KPV-Jk l/hPV*-Jk 

xdp-tz^T^X 7%>^$X 

70|JX $x/'Jfc'X :>^P7^'JX fcKPPJU^V'X 

^dp^xX 0 X/X 7°P^7 

^>11, X7hPy>II, /t^hPV-JK/'J^T1^^), P-f7°U> 

, 77fc°U>s -fVK^**>X "trUPdri>7\ ^":>^$X 

— k "7u-rp;u7x- =?$x ^pp71-7$x 

, hL/fy^X ^ItP^X fittHs #;U^x/$7\ 7P^'jy-Jk ^ 

, ^^'JXPY^X P-fP/K'JX ^"hPtV-Jk 

, 7^$X PW^x>y-f 

[0114] UTtt, j^U^fc K 

iftffolf btl£o 

[0115] mj-ffr^FCDMMt LTtis tf'J xfuv^u p-MOT. PEG^IEt^). 

ZW^X 7^7 h^X 'J t dpS/X^ U X 751 U U -f >ItP # 

'J7-, /^'Jt-j^p'J FX fc°^>P^U^—S t/c(ifc KPdp->7°P 

fc°JU^7lUU7$ 

^-hEipDp, JSJII»/£ (1993)]0 mtf, PEG 

x&, vmtmmnt$-t±&if ̂ n&[/w ̂  P >v^ t 
-hiifp, miw»/£ (1993)]0 PEGitmmmtLx^ wycoe-ys 
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J (DMm m B§61 -178926), 7 X / ¥ y It £ <fc X? 0" )l 0 $ > It (D tl 
JU#dp*>Jus^CD{MmHBS56-23587)s t-tctel7 )l¥-y(D 0*7-*J J 

(^r^¥2-i 17920) & 

[0116] UTtt, -f Ay 7V=LJ^y h<h ^X^WbtlX^Z^m^X^ 

X ^y7<7>K t,tc.l*a13=?<7 h^JU-tz^ K(KRN7000)fc£tf£>lf£ 

tl'So 

[0117] LT^ NKlfflR 7^P7 7-A 3i 

£fcizmm*y<o 

[0118] +t>r bjj>r>$>z^&mMm:FtLz&s <yo-7IPV(JJ(T 

, IFN<hlEl")-as IFN -/3% IFN -y, -f V*-CK dpX^lT. IL<h§Et)-2 

, IL-12, IL-15, IL-18, IL-2U IL-23, (G-CSF), 

0 • 7 7 — V =1 • - ? (GM-CSF) % t /c &V £ • 7 T7 - V =1 

• --$ij)i(H^(M-csF)^^^^tfe>nso nmoy^ontbxtt. 
, *>* 7 T- 'J T h dp *> X % fc &0NTAK& £ft1h If b tl. m^mffit Z> tcSblZ 

*y/<owiz&m%mxLtc*y/<ommt$£ti&o 
[0119] L"Ois $KW(D%ua (C<£ y 7^ h — Sfi 

fr£ (c £ trCH JCMf £ irCtt £> If £ tiZ 0 

[0120] y 7# LXlts cluster of di 

fferentiation(i^T% CD^IESt"•2>)19% CD20% CD2U CD22% CD23, CD24% CD 

37s CD53, CD72% CD73, CD74% CDw75, CDw76, CD77% CDw78, CD79a, CD79b, 

CD80(B7.1)% CD8U CD82% CD83, CDw84% CD85, CD86(B7.2)% human leukocyt 

e antigen(HLA)-Class II% j£/c(iEpidermal Growth Factor Receptor(EGFR) 

btlZo 

[0121] mm<DmmMmzMt>ztt.m£tc&ftmmffi*m&T2>$ifa<D$im£ LT 
CD4% CD40% CD40 'J tfy K\ B77 7 $ >J -ft? (CD80, CD86, CD274, B7-D 
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C, B7-H2, B7-H3, £/c&B7-H4)% B77 7 $ 'J-ft?(D 'J K(CD28, CTLA-

4S ICOS, PD-U t/c&BTLA)% OX-40, OX-40U^>K\ CD137, tumor necros 

is factor(TNF)g#ft7 7 < >J ~ft?(DR4s DR5S TNFRU t/c&TNFR2)% TNF 

-related apoptosis-inducing ligand receptor (TRAIL) 7 7 $ 'J TRA 

IL7 7 < <J 7 $ <J -(TRAIL-RU TRAIL-R2, TRAIL-R3, £fc 

(£TRAIL-R4)% receptor activator of nuclear factor kappa B ligand(RANK 

), RANK 'J tfy K\ CD25, +M K tl -f >[IL-1 a, IL-1/3, IL-4 

% IL-5% IL-6% IL-10% IL-13% transforming growth factor(TGF) /3% 

TNFa&^fL ZtlbOy-J \-t>-{ y(D§L^Ws >T=£t<y{ SLC, ELC, 1-309 

, TARC, MDC, t/c(iCTACK^^)% %tcl&Z.tlb(D>T=£t< 

tl£>o 

[0122] LXlts vascular endothelia 

I growth factor(VEGF)% angiopoietins fibroblast growth factor(FGF)% E 

GF% hepatocyte growth factor (HGF)% platelet-derived growth factor(PD 

GF)% insulin-like growth factor(IGF)% erythropoietin(EP0)% TGF/3% IL-

8, ephrin, SDF-U btlZ>« 

[0123] 

£ =1 - Kf •ScDNAtC0 /c&J/CftEiKc#££ =1 -

K-r^cDNA^^^-tt, 

M&ZV& imw-izffiAbs 
tiz&vfggE£n\ 

[0124] mkmMtbTi*. j&G;?<Dmm%$mt2>z£iz&?T£.mzwmt2>s 
mall interference ribonucleic acid (siRNA) JpmicroRNA^<^:(Z)^It^:'a 

frEHnW&tfbtl%0 Th17«©^7^-$E¥H^R0Ryt£»J 

T•2>^ItlMil<hCD=l yV =L>f— hbti&o 

[0125] L < immnfetz&mtz 
Mas L< it&fflj 
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ft*ti±i t tctffotfbn&o t L T r 
Jit) 'J 7**7 yO-iz's ^JUt^Syy-ifs £>£^WJU:>7 x^--tttaZ 

(D^Ms 7^'J^-7Ai^TJk foZM&n? 4 yteiffDfzytMiWs £tc 

(i7){/^ Hz-f y-f vJ7^—h (FITC) „ <fo%>^(ix- h ^ ̂  3~)\/• — 

v?x*/7*- h (RITC) 
[0126] fc KGas6(Cip-n 1"•&^ y7 • —~t (D^KW 

UTtttSx fc KGas6M^M©)^^(CM-r^o t/c 

% fc KGas6(C|p-n T&^ y7 • — i~)V^KW^.tc['X:t(D^KWM\}^£ 

fc Masm&1&&(D%tmi3felZMtZo 
[0127] fc KGas6LT^ fc SGas6Xttfc SGas6jg^{£#Hil-^t" •S^lH 

&£LT&. IgAH^ btl&0 

W&tL Ttt. ^ 7 ^ frW 

bti&0 £.tcs W&Bt LTftftfttcte, Bf&s ¥LDffi* #PI4^ fuiiU^ 

BBlm. Wm. ^'J^77Xh-7 ttElfmibti50 ffefiDgii^ UTtt, 
f$Mifn.^fiL Sftll 

£>ft£o 
[0128] 

iritis t /c tt§£i/CftIff £ # fr fc © T? £> o T fc <fc ^ ®^ ft (C 

fF^£ft£ 1 J2Lt©jStis£-*tlC$I^U M^©M^lf(Cfc^NT^P© 

><JS^L/cEliS^y<h IA\ 

[0129] ^ic&UTgfc&mft&fc©£teffl-r£©tfM3iu<. m 

• }£^ t/c&PM. Sli^s ^T, 

Lxtis ps®^y. ti-fizj^L ^y. M. mmt */uvzf#i %%L m 
si. ait^Js $^*s e>^0 
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[0130] @ft<ht£>£ll^ll. ^ 

HI iit^A1B^feyi0jLtg/kg~10 mg/kg 

[0131] hGas6^ P-^M^ft tfc&Wcfttr^#^ 

tz* Gas6©*f|±lfc L < t/c&fc KGas6 (Ci^-t^y <PU 

-^;UKftt/c(i|^ft|ff^^:ffl^/cGas6(Z)^l±lt L < l*mfcl5felZMt 2> 

o *f£tfttZ&^T£\-G>as6%:&\h£tcteMMT2>l5fet[,Ttes 

(0?5)£tffctf>btlZ>o t tz ¥ tfh if b tl 

^ o 

[0132] 

imfcufetis-az. mimmmm%,mm:& (RIA) , ( 
EIASfcttELISA) , (FIA) , ̂ ^)iy^)i( luminescent i 

mmunoassayh 0 >7°P V btl%> 

O 

[0133] hGas6(Ci^1"£^y ^P-^M^ftX&§£Kfttr^£^J$ 

fitLGas6M^j§©§#tfil £tc&fc SGas6lC^f £^y 

^7 P - f- j U}/[ft X tt §£J/Cft Iff ivT Gas6 ©*f ft1 /c M £ £ t Z> Z. t % 

#&\ Gasm&^BOl&m^&lzmt&o if0S©ty^P-tMnftt/c 

(iWcftlfr^ffl^T. ±§E©^lCfi£lNfc KGas6;6^I!Lfc!fflJ®£*i!±!t 

fcrai^-r^^iCcfcy, fc sGas6#iiigt-££i^s#itrt"£ 

o 

[0134] *fgBJ^c£lNTfc KGas6^^tl±lt/cM^'r^m^:^^^ftiS^^: LT 

(is 11111% IfflSSs ifli/Ws JZK% HIIL HIIIJSS 

m&£:\ fc SGas6Xttfc KGas6^H fc © 

-e %> ft ic PS:^ £ ft & i\, 
[0135] y s 
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l5o *i!±!ffl§S^<h LT^. 

tltc—^^KW, L/cSS^^© 

a t (D ft*t i±i t tc izmMfe iz E ̂  b n & ism tfh if b n & 0 
[0136] L < &W^MOMi3.(Dtct£)(D^ J/L 

fc h Gas617 ^ • --f J Uj/tft t /c & Weft Iff © {£ (C M f & o 

iilT(C% ^^0^©iri;ft(Z)M3a;73/is ^HCD>n^:>3/£s £<£t^llCD!i#llT:>3 

ft(Cmntz>« 
[0137] 1. 

(D w.m<omm 
trCJl^^Sfc KGas6(i% fc hGas6£J|£=1 - K1"^cDNA 

Alia. ®S. 1416, 
ALtct ^Gas6mMmf&frbmmtZZ£?1§btlZo £fcs fc KGas6^r# 

M(C^IlLT^^^fflfc fc KlfflR fc hlttifii^fc KGas6£ 

WMTZZtlZ^iZb^ZZttftHikZo Fmoc)i, t/c&tBoc;£ 

fc£aMb^$&lC<fcy fc hGas6©^lfl?U£^-t£^J5£^70?1 K£11ML 

% KJJi (C ̂  lN £ £ <h & T'$ •!> 0 fc KGas6j£/c(i fc KGas6(Z)pP^IB^[J^:;^"t•& 

^^7°^ Rett, C3«t L < &N3«(CFLAGt L < &His&£'©£^P(Z)^ ̂  

[0138] 'btl'S fc KGas6(i% Molecular Cloning, A Laboratory Manual 

, Second Edition, Cold Spring Harbor Laboratory Press (1989)JpCurrent 

Protocols In Molecular Biology, John Wiley & Sons (1987-1997)&IZ 

^yx.t^T(Z)^")i(Ci; y, §£fc KGas6£=l-K 

1"£DNA£?si«^--efgIl£l±T, 

[0139] £ts fc SGas6£=l-KT£SB#£^fr^£ScDNA£jg^fcfg3E'<£*-

(D 7°• ̂  — 0 ~(DTffilZ jf At Z> Z. £ IZ £ y, t £o 

±iB^ScDNA©f^t>y (C, ^ScDNA^rt ^ tC ^'J^7° 

51 K£r • — Kf •?> •P^^r'a CDDNAIffjn lNT & <£ lN0 /^(C% t# 
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b ntc mm ^ <? $ - £, o * - iz L tcm iz mAt & 
^7°^ #-c$ *0 

[0140] mM"<00-£LTH* 
^(DtiiZ&frtfprffi-es K^: =l — K-t£DNA£$E^-e$£feS(C, 

ft 7°• ̂  — 0 — JklkM L T IN £ fc CDZfoft &V t ft fc m & £ £ #*e $ 
^ o 

?si««hLT^ @ 

£> ft &V "f ft fc IN £ £ £ ^ o 

[0141] 

7°m^-^-. UTKV-AIS 
1^133^ M KGas6£=l-Kf^SP^^^ODNA, 

<7$—-£$>%> IAN0 t/c, 
&<&-fu©eT^iE^imiB^^iBs-r^o 

^biz, 7°P;E-^-£»P't£m 
^T,^/Nt fc <£ l/N0 

[0142] LTti. u#7-Ai^iB?y-e&^>w > • yju# 
;uy|B^y (SDSB^y ^ t IN 9 ) <hK><h©P^(0!J*.tf6~18 

J^S) (CliiHL/c7°^X$ UIN0 

t/c, SGas6£=l-Kf£DNA©j*gBB?y£ UTtt, ^ift-CCDfgSElC 

gjgj&zi dfttCcty @ft<hf 

SGas6©£j^£[P]±;*-t±£;i£tf-C££o 

[0143] m^w-tLzu. 

fttiVlf ftfcffilN.g) z. 00*. pBTrp2% pBTacU pBTac2(i^l±% • 

i/i-yO^Xr-f'^^ttSK pKK233-2(7 7 JbVi/J'ttWs PSE28 

0(-T>^hP^x>ttM). pGEMEX-1(7°PP<^ttM). P0E-8( + 7^>ttl) 

„ pKYP 10(^111]Bp58-110600)^ pKYP200[Agr icuIturaI Biological Chemistry, 

48, 669 (1984)], pLSA1[Agric. Biol. Chem., 53, 277 (1989)], pGEL1[Pr 
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oc. Natl. Acad. Sci. USA, 82, 4306 (1985)]% pBluescript II SK(-)(7>h 

pTrs30[^|iaJM109/pTrS30(FERM BP-5407) J; y MWs pT 

rs32[AHaJM109/pTrS32(FERM BP-5408) y pGHA2[AHaIGHA2(FER 

M BP-400) J; y liMs ^H0§60-221091], pGKA2[AHaIGKA2(FERM BP-6798) 

<fcyiilk ^IPIBS60-221091L pTerm2 (US468619U US4939094, US5160735) 

, pSupex, pUB 110% pTP5% pC194% pEG400[J. Bacterid., 172, 2392 (1990) 

L pGEX(7 PET£/c&pME18SF 

btlZo 

[0144] 7°U^-0-£ LZte, 

trp7°P;E-^-(Ptrp)% lac7°P;E-

0-s PL7°P;E-^-. PR7°P;E-^-. t/c(£T77°P;E-^-ft <>:(£>, A 

113^7 t/c, P 

trp£ 2 VfA^Pf-0—, tac7°P;E — 9 —, 180177^^ 

— $—s let l7°P;E-^-^^(Z)A^ft(C|SI+B^^tl/c70P;E-^ 

- & ̂  t m i^ # •T? $ & o 

[0145] AliaXL1-Blue, AHaXL2-B lue, AHaDHI 

* AliaMC1000% AliaKY3276% AliaW1485% AHHUMI09, AE!ll!HB10U 

AElHiNo.49, AliaW3110% AliaNY49^/c(iAliaDH5at&£1$1h\,ibtl%> 

O 

[0146] LZte, M1-^?si»^DNA 

MTLISS 

>^:ffll/N'2)73/i[Proc. Natl. Acad. Sci. USA, 69, 2110 (1972)% Gene, 1 

7, 107 (1982)% Molecular & General Genetics, 168, 111 (1979)]#^^ b 

tl£>o 

[0147] m^w-tLzu. m*mm*z 
mtt%nZ^&^(DZfotl^ttlibm^Z>Z.£.t><Z^, pcDNAI 
„ pCDM8 (7^"P 5>ttM) % pAGE 107 [^HIp3-22979;Cytotechnology, 3, 

133 (1990)] , pAS3-3 (^^2-227075) , pCDM8 [Nature, 329 
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84 0 (19 8 7)], pcDNAI/Amp (j > tf h • V x. >ttM) , pcDNA 

3.1 (-r >tf KP^xVttM) s pREP4 (-f hP^i>ttM) . pAGE103[J 

. Biochemistry, 101, 1307 (1987)], pAGE210, pME18SFL3. pKANTEX93(W097 

/10354)^ N5KG 1 vaI (US6, 001, 358) , INPEP4 (B i ogen-IDECttM) h 

(WO2010/143698) £>ft£0 

[0148] 7°nT:-o-t LT&, li$i^j]&^T$tg£fggT££fc©T&fttfiN-f 

tlfcffll/N£ d t A*T$\ y~4 h ̂  #P 7 -f JUT* (CMV)CD i mmed iate e 

arly(IE)m{s?©7°P;E-^-, SV40©M 7°P "E-^-, bhP^^Jl/T, 

CD^P^E —•£—, * 0 

*—, SRa 7°P ^E —^ —s t/c&zEP--^77>filfn#IrM,'U7>©70P;E-

feSlNJixy/Wit — #£>lf £>tl£0 t/c, t: KCMV©IEm{s?©x>/\ 

>+?"-£ 7°P ^E —* - INT fc <fc INQ 

[0149] ?si«<hLT&, t hfiM«Namalwa«, +^U«C0S«, ^ 

-f ^ — X • /\A7v^— IP^i|ffliSCH0i||6(JournaI of Experimental Medicine, 

108, 945 (1958); Proc. Natl. Acad. Sci. USA, 60 , 1275 (1968); Genet 

ics, 55, 513 (1968); Chromosoma, 41, 129 (1973); Methods in Cell Scie 

nee, 18, 115 (1996); Radiation Research, 148, 260 (1997); Proc. Natl. 

Acad. Sci. USA, 77, 4216 (1980); Proc. Natl. Acad. Sci., 60, 1275 (1 

968); Cell, 6, 121 (1975); Molecular Cell Genetics, Appendix I, II (p 

p. 883-900);), *J\L K (J^"F. dhf r tmiZTZ) 

LfcCHO HIS (Proc. Natl. Acad. Sci. USA, 

77, 4216 (1980)), CH0-K1 (ATCC CCL-61), DUkXB11 (ATCC CCL-

9096), Pro-5(ATCC CCL-1781), CH0-S(Life Technologies, Cat # 11619), P 

ro-3, =?y S$xp--7^fl§YB2/3HL.P2.G11.16Ag.20(SfettYB2/0^fclN-p) 

, ^77>$xp—^Iffl^NSO, 7^^$xp-^|ffl^SP2/0-Ag14, 

AX 0 -»BHK% tc &HBT5637 Oftm0^63-000299), & £tffo 

[0150] LT&, KMJ^CDNA^At" 

^^")iTS)tltiXN-ftifc^i/\^c(h^T$, MTLISS x^ hP/t^-^a 
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>;£[Cytotechnology, 3, 133 (1990)], 'J yMJjJl,*/ 7 Afe (4^^^2-2270 

75) , 'J *J\7 x 7 a >/£[Proc. Natl. Acad. Sci. USA, 84, 7413 ( 

1987)]&£rtf&tfe>ft<5o 

[0151] J^±0<fc9lc:UTf#e>ft£fc KGas6£=l-
\5kM t Z> £. tc ft if (Dm ^ 

Ti£#L, KGas6££j5£^i£i±, bWMt Z> Z 

t;sGas6£iii£-r£c:£tf-e$£o 

O 

[0152] 

fc hGas6£f#£iI£tf-e££o 

[0153] £.tcs Gas6©Gla KP< -f XCr - 2JJU<K=£S>^U* $ >@t^S (GLa) 

L/cGas6-^>A7 Z>tc8b[z% ^j^$>iiS©r 

*>;Mbiciii-£r£gi!-e&£fcT*$ VKI#:£$/(VKOR) 
- (GGCX) £>IA LtcMB^m^^ £ <h 

£o &£L<&, &7C^t:*5 VK©g§$£{££T£fc&lCfc:*$ VKl#* 

$/ Kby^^-"tf=l>70U>> OX+f-JzL-y K1 (VK0RC1) &tfGGCXCDM:££ 

IA\, 

[0154] £tc, VKOR, VKORCI&tfGGCX^ LTtt, »ft(CGas6-\Gla^S^^A-e$ 

<, th, 7'>K "7£3.&£flN-f 

<fc <, £££#"?££ 

o £f£L<&, t: K0VKORC1^^GGCX0afs?^^AL7t«^ 

INT, G lalb£ tl/cGas6^^Mt"ZZL tittl* 2>0 

[0155] ^ —TJ^HIE^ L 

j&glCJ&^Tf >TJ-^-^i[:il]0UTt)<tlNo W 

&l£% Iac 7 ^ - 0 ~ £ l/N ^ /7 ^ _ T^IIIE^ L £i£# 

77°P fc^U-zS-D-^tf^ h fc°^ 7 :> K&<>:£:, trp7°P;E 

- ̂ ^ IN tam TL^ o o - z%m$m u tcM±m ztemtz iz & < 
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[0156] -m. 
(CfJ^^tlTlN'2)RPMI1640i:S±te[The Journal of the American Medical Asso 

c i at i on, 199, 519 (1967)], Eag le©MEMi£ife[Science, 122, 501 (1952)], 

yjU^y=l&^MEMi£ite[Virology, 8, 396 (1959)], 199i£ife[Proc. Soc. Ex 

p. Biol. Med., 73, 1 (1950)], Iscove' s Modified Dulbecco' s Medium(I 

MDM)i£±fe, (FBS)^^^»{stcttmttEiffo 
IfbtlZo t&m&s atpH6~8, 30~40°C, 5% C02#£"F& £©£#~F-C1 ~ 

7B^tT9o t/c, J^UT, U 

[0157] fc KGas6£=l— FTZi&fcTCDfeZiljfet LT(i, 
Jt^Ii&^fCDj^MMolecular Cloning, A Laborator 

y ManuaI, Second Edition,Cold Spring Harbor Laboratory Press (1989)]^: 

fc KGas6©^^)i^: LT(i, 

ffflt 

£££l±£fc SGas60*t5££^*.£C:£l;:J;y, 

[0158] fc KGas6;6*?si«ftX&?si»^fll±(C:£jt£ft£Jii^, ^-JUVV 

<QCD:>3}£[J. Biol. Chem., 264, 17619 (1989)], • ̂^CD^MProc. Natl. 

Acad. Sci., USA, 86, 8227 (1989), Genes Develop., 4, 1288 (1990)], 

JftlH¥05-336963, £ fcttWO94/23021 d IZ£ y, 

fc h Gas6 £ m ft (C ft (C £ 1± £ o <h 'T? $ £ 0 

[0159] t/c, VM (^^¥2-2 
27075) mm LT fc KGas6©^M;&±#^1±^d(ht-e$^o 

tf^tl/cfc KGas6(i, J^"F0<fc9tCUT^SI, d £ 

[0160] fc KGas6^«^(c^?^ii-e^iiL/cii^(c(i, ^mmjmzmm^ 
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7b>^7°U7 

, Ko v -+f—% 

U £ tlZJ:^ m 

&£'lzj:zmft}£s BftMfes ^if^7$yxfjK 

DEAE)-iz7 7 n-X, DIAION HPA-75 ( = M<k¥4±WL) t£if<D 

Pi-r^V^^^PT S^7 -T ->£, S-Sepharose FF (7 7JUTvTttSSO 

h^7^-;£, 7>JU"tr7 7 P 

-7.S 7x-JU-te7 7P-X^^®U^>^ffl^/ci®7Kt4^PT h^77< 

77^-T^-^P7^77 

#££*£&&£Z t tfv$ £o 

[0161] £ hGas6&fflffifilZ^%#&BmLT&mLfc®'£&> ±§3«h|Wl*i(C« 
^mm^tLxmn sGas6® 

o [HJRL^^fc SGas6OT^tt£*>/^fC^tt3!]"CRn§ 

4bf30 I£fc SGas6£IE^& 

±l3«hH#0^ltlim^d;''J/1-s|J^7o51 K®ff^I 

Fa%mz>zttf-?^&0 

[0162] fc KGas6S/c(i^0liMfPft^^(Z)!^ft^|ffli§^(C^^tl/cii^(C(i 

. i£#±;ilZ£VTl$i£ SGas6t/cli^©f)IMfpft^^©M«ft^[s]J]XT^ 

ctiayi£pngtt!i#fr^ ±i3«hiwi*i®#iiif^ 
IN & £ £ (c «fc y, Italian £*§& z£tf-e$z>0 

[0163] t/c, ^^|0^tCi>lNTffllNp,ft^ fc SGas6&% Fmoc;£, £/c(£tBoc;£&£' 

(D{k¥£l$)£lZj:-3T:bmikrz>Zttf-?^&o %tcs 7h*A'>Ah^Aj 

/N°-^r> • UR-ttE 7 7 JUT^T7#®^ 7°Px-f>x^y 

P y •-f > 7, K )V* y S *t§k >-fe-fe JU -^2f *t£k I<--fe 70^ 7"*±lk J 
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[0164] (2) 

3-20®=?v (1) "C?#£> 

W&TZo %tcs -?OXGas6J *t 070 

[0165] f&mzs 7CK> 

\z(D^±7Vnj<y k £tc&7kmkJ7Ji>$-ryA?ji>t~gBv%mr7 03Ly 

KT&£il^C&, BSA (OSySSa.MTJ^^» s £/c&KLH(Keyh 

ole Limpet hemocyan i n)&£:(£> dp-\? 'J 70 OM^ m yi/n.f— h 

U% tl il U'C^l/N'So 

[0166] irCJI©£-5tt, mm<D^<om. 1~2M^£SIC5~10[I]?T9O 

~7BS£|g]gflMiUy$JfilU ^©m;f©K{«^gm^)iy^)i[Antib 

odies - A Laboratory Manual, Cold Spring Harbor Laboratory (1988)]& 

^ L/cK^^rStnt^o 

[0167] trCJl©g$|^m3~7a S IC, ^ L/cK^i: y 
£#frM££^!±! U IN£*§£•£& 

s JSC L/ctis js/O^HLs £ LTStnfflJ/b 

50 

[0168] (3) #iSSfi«©HM 

t. LT(is "7^'M#bl/N% $yx.fc£\ 8-T7 

+f ̂  7- £ X (BALB/cfi5fc) #iSSfi«*fcP3-X63Ag8-U1 (P3-U1) [Cur re 

nt Topics in Microbiology and Immunology, 18, 1 (1978)], P3—NS1/1 —Ag4 

1 (NS-1)[European J. Immunology, 6, 511 (1976)], SP2/0—Ag14(SP—2)[Natu 

re, 276, 269 (1978)], P3-X63-Ag8653(653)[J. Immunology, 123, 1548 (19 

79)], t/c(iP3-X63-Ag8(X63)[Nature, 256, 495 (1975)]&£tfffllN P,ti£ 



WO 2016/063522 53 PCT/JP2015/005291 

O 

[0169] [^Jk^X 2-/JUti7°h±0J-Jlss Vx. 

FBS, £<fctf8-;p+fy7->^JPx./cRPMI1640^±fe] U 
s «S^©3~4Bfu(Clti£ife«ftU S^^B2X107{®^±©«m 

•So 

[0170] (4) 0 •—7°'J 

(2) Tt#<Qtl'Srai'n(3) 

um Essential Medium (MEM) jgjfeS /c&PBS ('J >M—i~ h >J 0 A1. 83g, 'J 

>m~tl U t7A0.21g, &j£7.65g, ^g7j<1 "J y Mk pH7.2) T?<fc<Sfc&U 

. : #Mffi^JS=5~10:HCfc£<fc9$I^U 

±mzm<o aifc«^(t<sci/di 'fjif 
p-JU-1000(PEG-1000), MEM £t?is * TJIXJIfrJris K0JI 

)S£370CT\ !S#b&tfe>j!]D*.£o £e>lCl~2£f^CMEMi£ife1~2 mL£$t 

0JPA./cti, MEMi£ife£j!]P*.T£fitf50 mUC&£ <£ 9 (Cl"£c 

±;i£P&<0 

icHATigife [fc#*+*-:/^x ^$^x £<^7$ y 7°^U >£Jpx./cit 

i&ife] o©K;S£5% C02-f >dpzL^-^-

370C-e7~14B^iM-r^o 

[0171] ttmtk, i£#±;i©-SP£}£$lX1'>U 

®/\-r yj y% fc hGas6£#fr}/[JIUCJ5J^U fc KGas 

£tcs 

fc hGas6<hAxl&£,©Gas6g#ft<h©i^£Pi#-t£j/Lfc KGas6 

PS^^JCcfcy 

u T & © s§& £ ft fc fc © £ ̂  y £ • - - J-
JUirCftj^/W 7"U K —"7£ LT)UK1-£o 

[0172] (5) 

7°lJ XO >MIM [2, 6,10,14—j- h ̂  ̂  ̂ Jl/^yO T^tl y (Pr i stane)0. 5 mL 

251^1^1" £] Lfc8~10^i=r(Z)^X£/c&;R-K-7-5 
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(4) 0 P—f 7"'J 

MTZ>o 10-21 S-e/x'T 7"'J £c £©^Xfr£>It7j<£: 

40-50% »7>^-t7A-e^/fL 

, t 7° 'J DEAE-tz7 7 U-7st^ A, 7°PTM yk-t^AfoZ> 

^ A(Ci: IgGdfe'i) 

[0173] S/c, (4) ^ yj K —"7£, 10%FBS 

^)»LfcRPMI1640^i-fe^^-ei«U/cms ®/5^lt(C<i:y±;i£[&$. Hyb 

r idoma L% 3—70Pe^ipS't50 t#<Q 

IIUs <£ y 7°P7M >A-^^At/c(i7°Px-r >G-;fr ^A(C<£ 

IgGjS#£^«>, 

£c &fc\ Hybridoma =fGF21 £ <h 

[0174] <W 7^ 

^flll^tCcfcytT-Po P-U-)it/c(i280 nuT© 

[0175] (6) t; ̂ P—^JUirCftfiDjliR 

^ y ^ p - -t Mm <D te&T iz ̂ t iz j; & / < •-< > TM 

t/cti|^77>>-tr-r^:^Hcd;ytT9o £ ft £>©;£;£Bi a 

coreCg^^DtC^'SKinetics^^T^^HCi; y ^ J 0 P — 

t/c, ^^P©^)i[The Prostate, 67, 1163 (2007)]tcy 

. trCtis(DmftJ/LJI £ IH fct Z> Z. £ Xt7 ̂7 p - f •13 o <h £ T? 

[0176] (6-a)A^f y^f< yO J7V iZ'f 

trCJ!£UTtt. (DTlf^n^t KGas6£p-K1-3cDNA£#frfgIl^^ 

i#Ss h^\mwuu^zmxLx%bnt^) 
z\y£i-y u ^7°^ 

£93#^ iaJItf'J ^y¥t-y Wyj^OWXfo&Wtt; 

ICtt, FLAGt/ctiHis^^©^ y*m«ftT^Tt <U\ 7"?1 
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K BSASfcttKLH&^CD** 'J TO y^OWt =1 yVz-f-

[0177] J/LJ1£96^IJU7°U-h(C^>£U 

<hLTifn;fs /W^'J K-^©i£#±;i £ 0 n — j-)\,l}ifote£ 

©$®ltlft£#£U PBS3ifcttPBS-Tween&£-e. <fc < &;# L 

/cti. LTfc^X 

tiiL/c^AyyP7"'J >J/Cft£^ELTJ5J^£l±£o PBS-Tween-e<fc< 

izixifot&^s Ou-i~Mn,i*%:M$Rt&o 
[0178] Ifc, ^^0^© fc KGas6(Cip-n 1" •& ^E J 0 • —)\z$KWtf§na 1" ~b x fc° h 

-7°£#frifc° h-7±^©/<-T 

^#^^7°^ MtSc <hTlXt#-t£o<h^--e$£o 

[0179] fc KGas6(Cip-n 1" •& ^E y 0 • —)\z$KWtf§na 1" ~b x fc° h 

— 7°<hs ^Uxeh-^Ci^-t^/Cft^ 

ftfcirCttCDx fc° h - 7°£|W]£ U Lfcx fc° h - 7©93#ftfc 

^^7°^ K\ t/c(ixfc° K-7°©Iimi^(cMII^1±/c^^7051 vm* 

#iu, ixtf-r^o^^-e^^o 
[0180] (6-b)|^7>>"tr-r 

(1) fc h Ax fc KIgG1 fillet 

Smm-SOyytOM (hAx 1-hFc) %m&tZo hAxl-hFc&, fchAxl«^K 

t^yt igGi mmfensm t © ut^tt 
<fcl\, t#(Qtl/chAxl-hFc^:96r>x>/U70U—K(C^)ELS gttHbf£o &IC* 

/\•-f 7° U K-'vi£#±;i t /c(iffM^E y ^ ( 

im#£>ft£^ytt$hGas6©;Fb^)^£^iJUC^£U J5J&£1±£O PBS 

t/c(iPBS-Tween^^-ei:<^}f L/cm, <h Lt^fX 

\k¥%%^Wt.tc[&WLM$%{knW££XWM,Ltc±.l?,0 0*lz.ttT 

)ELTJ5J^^1±^O PBS-Tweerrei: < &}# L/cft, *£l±!fflJ/Lft©*I!^)lt(CJ^ 
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U fc £ ft hGas6 hAx 1-hFc <h (D ~i~J \,fcW % 

[0181] (6-c)Biacore(^®l^M)(Cj:-i)^'f ?r-f 9 

Biacore(g^^I) T100£El\ foffitW&WlfifDffifD&'&lZ&ttZljj 

TV7 h7l7T«t§ 

o XIgG^ft£-fe> +J--51 v 7°CM5lZT$>tJV 7°U >K <fc y @ £ 

Ufc^s /N'T 7"U K-Tt£S±>itfc^iS^ J 0 u—t)\/$KWt££(DWk 

U Mto£j£iaft©^gfclj£©&jg£^u t£^r 
v #^tlfcf-^«#l©V7 h^XT^fflk 1:1/< 

-f >^7^uic<fc y £*fl¥#r£fti\ 

t#T•So ZfclAs fchGas6, K\ K£4f* 'J 7^ 

V/^Jt£ =!>*>* n.tf- h Ufcfca)£-feV+J—7°±(CS $1*.# 

v 7'j >^c j; y ssi/ct, y on-i-ju 

fiift&ffibs fe»nfcT-^^i^I©V7 

h7i7^fflt\ M'-f A'U> K^y >xV $7, 

[0182] 2. 

UTs l^TOcfc fc Mb 

[0183] (D 

fc StrCtisfiDCHdScfc^CL^Zl- Kt£D 

ICfc M;aft<DCH£d;T/CL£l]- KT ̂ DNA^:^-tl^tl v7 • —— V^lT^tLfhtC 

.tyiitsiih^so 

[0184] fc h&tt©C^Uiffit©fc hfttt©CH£<fctfCL£E^£C:£tfT££o ffl 

7L&, fc SiaftCDr 1 V?<7 =? 7><D®\&&Xf K <7 7Z<DCLte£%m^Zo fc 

h^ftfiDCHi><fctfCL£=l—K1"£DNAtC&* cDNA£El^3#% x^yy£>fV 

K • yfPbt^^b |fefeftDNA£ M £ 0 ~ (C 
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t Cl <h ifXl* •So pAGE107[Cytotechnol., 3, 13 

3 (1990)], pAGE103[J. Biochem., 101, 1307 (1987)] , pHSG274[Gene, 27, 

223 (1984)], pKCR[Proc. Natl. Acad. Sci. USA, 78, 1527 (1981)], pSG1 

bd2-4[CytotechnoI., 4, 173 (1990)], j£/c(ipSE1UK1Sed1-3[Cytotechnol., 

13, 79 (1993)]&££ffllN£0 *-<D 9 t> 7°P ~ 

tJiyy\y+f--iZtts SV40(DmS7°U^-O-U. Biochem., 101, 1307 (19 

87)], ^ — "7 0 X -f jU7vLTR[Biochem. Biophys. Res. Commun., 

149, 960 (1987)], £ • 7" U >Hgt©7°P -[Ce 11, 41, 47 

9 (1985)] <hx>/\>Ht —[Cell, 33, 717 (1983)]&££ffllN£0 

[0185] —0 — (D 

£&£f©j&jbN£>, © 

0 — -tlZfettT & 0 -f 7° (<£ V^AM) 

*- [J. Immunol. Methods, 167, 271 (1994) ] 

0~-tlZfel±tZ>0 4 ^y=r 

0 -iztes pKANTEX93(W097/10354), pEE1 

8[Hybridoma, 17, 559 (1998)]&££ffllN£0 

[0186] (2) fc SJ^©IJ]^E3fe©^ft©V3iJt£=l —Kt"£cDNA0®tf#£ 

#fc hJ/Lft©VH&tWL£p- Kt" £cDNACDS5tf#£ 7"$ 7$SB?U©Mr 

<fc 9(CLTIT9C^^$§0 

[0187] #fc SJn;te£jg£-r£/W 7"U K-vflffljj&J: y mRNA£ttai U cDNA^^ 

1~£0 -£rJ5£L/ccDNA£7 7-^t/c&7°^7> $ —P —~ 

LTcDNA^'f 7' ^ U — :&'f^Mt"'2)o %%=? -f 7' ̂  U — <£ y, "7 ^7 T^/EftCDC 

Kt"•2>DNA^r7°P —7<h VH&&IN 

&VL£p- K-r^cDNA^^-r^M^A.7 7-^t/cM^A.7°^X$ K£r^ 

ft^MMTTSo i!SM7 7-s>*SifcliiiilM^7 7$ K±0gftj£f£"7 



WO 2016/063522 58 PCT/JP2015/005291 

tc&\iL(D±7$i jmm%:zn:?n&'Mtz>o 
[0188] #fc 7"'J fc h£l^©E!]tHC& 

s /\AXO—s t-tcte? fc> htz¥%:m^&£><s 

c:^^Rrfg-es>n^ 

[0189] /W 7"'J K-^«fr£>©£RNA(Z)ilS^C&, h 

'J A)i [Methods in EnzymoL, 154, 3 (1987)] „ j£/c 

&RNA easy kit (*7<f>4±W 

[0190] ±Rnkfrb(DmRHk(DmmiZ.tes t <J =f(dT)@;^fb-feJl/P-A2j =? A;£[Molec 
ular Cloning, A Laboratory Manual, Second Edition, Cold Spring Harbor 

Laboratory Press (1989)]% ^/ctiOligo-dT30<Super> mRNA Purification 

(g&j$H) Kit %tcs F 

ast Track mRNA Isolation (Jllij^lO Kit {-i y fc' h • V JL >ttM) % ^ 

ZctiOuickPrep mRNA Purification (Jllij^lO Kit (7 7 & 

[0191] cDNA©^^i;t/cDNA^-r 7"^ U&£]©;£&[Molecular CI 

oning, A Laboratory Manual, Second Edition, Cold Spring Harbor Labora 

tory Press (1989)% Current Protocols in Molecular Biology, Supplement 

1, John Wiley & Sons (1987—1997)]^ j£/c(iSuperScript Plasmid System 

for cDNA Synthesis and Plasmid Cloning {-i y fc' h • V>ttM) % &>%> 

IN(iZAP-cDNA Synthesis (®®^i) Kit (7, h7^^->ttl) tZ£(Dlr 

[0192] cDNA^7^'J-©^M©^ /W 7V £>ft|±! L/cmRNA£i| 

mt LT^L/CCDNA^M^TA^^0-izizs 

ZAP Express[Str 

ategies, 5, 58 (1992)]% pBluescript II SK(+)[Nucleic Acids Research, 

17, 9494 (1989)]% A ZAPII(Stratagene£tM)% Ag110^ Agt11[DNA CLoning 
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:A Practical Approach, I, 49 (1985)], Lambda BlueMid (<7U — y~ryvO 

ttM) . A ExCel I, pT7T3-18U (7 7^7^>7ttl) , pCD2[Mol. Cell. Biol 

., 3, 280 (1983)], t/c&pUC18[Gene, 33, 103 (1985)]&£:£ffl^£o 

[0193] 7 7-^£/c&7°^X$ K^^-(C<£y|iil£tl£cDNA^K7^lJ-;& 

|£cDNA^-f -?=> U t 

MTL&S XLI-BLue MRF' [ 

Strategies, 5, 81 (1992)], C600[Genetics, 39, 440 (1954)], Y1088, Y10 

90[Sc i ence, 222, 778 (1983)], NM522[J. Mo I. Biol., 166, 1 (1983)], K8 

02[J. Mo I. Biol., 16, 118 (1966)], t/c&JM105[Gene, 38, 275 (1985)] 

[0194] cDNA^-T 7'^ <JKJ/CftCDVHt/c&VL£ =1 - Kt" £cDNA^7 • -

jMV K-7°S)^^(i^^IielL/c70P-7,;&ffl^/c=l •-

Htc\&-?=7 — <7 • /W 7'J •&—*/a > 

;£[Mo lecu lar Cloning, A Laboratory Manual, Second Edition, Cold Sprin 

g Harbor Laboratory Press (1989)]&£: 

[0195] t/c, mRNAfr^j^LfccDNAt/c&cDNA^ ?=> <J 

LT, Polymerase Chain Reactionary, PCR)i<h|^IE't&s Mo 

lecular Cloning, A Laboratory Manual, Second Edition , Cold Spring Ha 

rbor Laboratory Press (1989), Current Protocols in Molecular Biology, 

Supplement 1, John Wiley & Sons (1987-1997)]£rfj9 tl t. y VHj£/c(iVL 

£=l- KT£cDNA£!lli-r£ ££=£,-?££0 

[0196] )UK£tl/ccDNA£, pBluescript SK(-) (X 

h7^4>-Vtti) K(C^ P-" Ls 

<fc y ^cDNA0^SSB5!J 

ICtt, 0!l;Ltf, ^^dri/)i[Proc. Natl. Acad. Sci. USA, 74, 5463 (1977 

)]&£©J5J&£fro;/c&, ABI PRISM3700 (PE/W * AXttl) 

A.L.F.DNAi/-^x>Ht- (7 7^7^>7ttl) ft 
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[0197] i\ 

CD if/Eft CD VH& JtZfVLQikJ7 $ J ItlB^J [Sequences of Proteins of Immunol 

ogical Interest, US Dept. Health and Human Services (1991)]<hJ;b$X't'2) 

d t tz£ y, 
iktZ~F< J£ =l — K LTlN£> ti^Wtho JUB 

^y£^fr^ti50VH£J;tfVL©^£&7I£IB^CM LT&, ll%WCDj/Cft©V 

Hfc^t/VL(Z)^7$ yitlB^y[Sequences of Proteins of Immunological Inte 

rest, US Dept. Health and Human Services (1991)] t.ibt&t"•& tl ii (C<£ y 

£o tfc, VH£<fctfVLCD&CDR© 

7$ SSft©^ti50VH£J;tfVLCD 7ItlB^y[Sequence 

s of Proteins of Immunological Interest, US Dept. Health and Human Se 

rvices (1991)]££b&f ££££cfcoTBtfit"£0 

[0198] t/c, mbntcvmjtxfvLQ^tej7$ swiss 
-PROT £ fc &P IR-P r o t e i n & if CDffit CD ~ 0 ̂ ~ X (C M L T BLASTS [J. Mo I. 

Biol., 215, 403 (1990)]&£©*||l1£&fil£?Tl\ VHfccfctfVL(D^±t<t7 

$ y itiB^y& (D fr&wmx $• £0 
[0199] (3) fc 

(1) Tl# b tl 2> *. irCtefSSEffl * - © fc S ©CH 3i fc & CL £ 

=i-K-r^^ti^ti©a{s?©±^ac, ^ti^eti#fc hj/cftmHtfc&vL^ 

=1-K1-^cDNA^^tl^tl^P-->y-r^d^:T\ fc 

^ <7 $ -%mmr #-c $ *0 
[0200] #fc hJ/[ftmH£fc&VL£=|-K"t£cDNA(Z)3' fc KJ/CftOCHt 

fc(iCL©5' 

I££=i- K U ^iS^^iJPSSm^SB^Jtc^i) <fc 9 ICsSft UfcVH£<fctfV 

KDcDNA^^MI-^o ftl^ftfcVHfc <fctfVL0cDNA£, 

hJ/Cft©CH3;fc&CL£=l- K"t£^tl^tl© 

©±3&(C ? tl h tmx%lit" £*§(C ̂  tl?tl<7 • — - > V L. 



WO 2016/063522 61 PCT/JP2015/005291 

[0201] t/c, #fc hJ/[ftVH£fc&VL£=|-K1-£cDNA£, 

IB^Uzmmz^tzCTJ^DNA&m^xPCR^(1)xmb 
n z> $m TL s<tf-iztn-=>?Tzztt,x$z0 

[0202] (4) fc MbJ/Cft©V$I^£=|-K1"£cDNA©*iil 

fc MbJ/Cft©VH£fc&VL£=l-K-t£cDNA&, &T(DJ: ? IZ LXmMTZ 

ZtrfX^Zo 

[0203] #fc KKft©VHt/c(iVL(Z)CDR(Z)7$ fc hj/tft 

©VHt/c(iVL©FR(Z)7$ M^-r^FR©7$ J 

ItlB^Cte, fc hJ/Cftfi5fc©t©T£>tU£\ ^ttl(D$>(DX$>m^Z>Z.£tf 
X?*Z>o Protein Data Bank&£: CD^ — $S< — XlZ^iM.^ tlXl^&fc 

hKft©FR©7$ yitlB^y. £/c&fc hJ/Lft©FR©£Ht7^U-70©^a:P 

$ -/I^IB^y[Sequences of Proteins of Immunological Interest, US Dept. 

Health and Human Services (1991)]&£: 

#P X&tctsb, jt(D^KW(D^W £ /c (iVLCDFRCD 7^7 ItlB^ «h T? $ £ /c ^N*@ 

in 14 o&< <ht60%^i±) ©FR^z^yitiB^y^M^-r^o 

[0204] M^L/cfc KKft©VHt/c(iVL(Z)FR(Z)7$ 

©CDR© 7$ fc MbKft©VH£/c&VL©:P$ JWi 

m^^ti^tiimt&o m-fLtc7$ 

(C % b tl & • K >©f^ffi#IS[Sequences of Proteins of Immunological Int 

erest, US Dept. Health and Human Services (1991)]^:^J* LTDNAfB^KC 

t K^Kft©vHt/c(iVL©7$ K-r^DNASB^y^^n 
?tllxl+t" 5o 

[0205] f£!+L/cDNA|B^CS-^ 100J^Sfum©S^^^^^«©^DNA^^ 

J5&U ^tl^ffl^TPCRJSJ^ft^o d©*I^ PCRJ5J^T©J5J^W;W 

fcftLOiVH, VL^^C^NT^^I^DNA^ 

sSIfTSo £££, »(C{iS1-^^DNA©5' gfcli3' 

g||©§^IB?y£>IA1-£d<hT\ fc Mbftte©VH3;fcttVL£=l- K1"^cDN 
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A £, (1) xm b n & m.& A. m*mm 

[0206] PCRSJ^A^S luescr i pt SK(-) (7, h7^^->ttl) tZ£(D 

•--y<f U y 

. ̂ SIB?U£>££U mM©fc h^Kft©VHt/c(iVL(Z)7$yitl3^^=i-

K1-^DNA|B^^^-r^7°^X$ K£S5tf#f£o 

[0207] ISI+L/cDNA|B^(cS^$, VH£g£ 1 *©S8t 

DNA<h LTML/ct©^ ±§EPCRi^ijgtHCft;iTffl^£ d t 

£ d tVs 

fc Mbfttt©VH3;fcim£3-KT£cDNA£, 

izOu--y<ftz>z.ttfTj^z> o 

[0208] (5) £ Mbtn;ft©V^ii©7$y$EB^J©&^ 

fc MbirCtttt. #fc S&ti50VH£J;tfVL©CDR©^£fc S&ttCDVHfc <fctm. 

©FRCiiL/c/cinit ^©MC^S1£tt7c©#fc StfCttlCtb^TiST 

TZ> [BIO/TECHNOLOGY, 9, 266 (1991 )]Q fc MbirCtt:"Ctt, fc StfCftCDVHfc <fc 

tfVLCDFRCD^S SSJ/LJI <h 7It 

m&s cdm7$;mm&ttmwmT%7$;mm&s 
5s£*t*#u r^mzw.mtfo^^zm^-bx^^i7^yit^is^^u 
?tib(Dy$ yit^S^7u(Z)#fc ;&&&izw&tzz£iz& 
y. ®TL £±#£ n- & d <h A<-e $ &o 

[0209] yX$g^HMr[J 

. Mo l. Biol., 112, 535 (1977)] t/c&=l > fc°zL-^-^ ^ 'J >y[Protein 

Engineering, 7, 1501 (1994)]&£: d <h (C<£ y, ^W(D\lW\Wsk(D 

t/c, ^n^nrotiitistC^lNTlSciS© 

U £ d £ £ fc KIbtrCft£®tf#"C $ 

^ o 

[0210] fc KKft©VH^t/VL(Z)FR(Z)7$ yit^Sti. l\T (4) IZ 
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§Eii©PCRj5j&£fT9PCRj5j^ti©±^ 
mm^z.-D^T(2)iz$m(Dj5mz.£i>js i&mm 

[0211] (6) H \>\mw%i^oo-(Dmm 
(1) TI# b ti & A. mtmm ̂  * * - © fc K mt ©CH t fc t^d £ 

&VL£=|- K-t£cDNA£^ft^tl^P-->yU fc -

[0212] (4)&£x?(5)Tjmbtiz>t\-{mi*(Dvu3.tc&\iL%mmtz>mz. 
»(C{iS1-^^DNA(Z)5' £fc&3' 

^-©fc Stn;te©CH3;fcttCL£=l- Kt" ©±;,fac^ti£> 

fc^-cfgSEf £ 9 (c ti^eft ̂  • - - > y 1" £0 

[0213] (7) 

(3) (6) Sfctt^ft 

<Q £: B&|£ L fc^ii^ 0 0 — ^ ^N T £: ft l\ 

^MLfc#ffllS©fc fc 

I¥jI1"£d<h;6*-e$£o 

[0214] fs^tfr-zmxtzm^Mmizi^ 
i»T£>tU£\ ^A^cC§liTtffl11S0!l*.tfCOS-7flifflj!& 

[American Type Culture Co I lect i on(ATCC)#-^-: CRL1651 ] IN£> [Methods 

in Nucleic Acids Res., CRC press, 283 (1991)]Q 

[0215] C0S-nm^(D%l^OO-(DmXlZ^s DEAE-^dpX h ̂  >)£[Methods in 

Nucleic Acids Res., CRC press (1991)]% j£fc(i 'J tf\7 x. 0 is a >/£[Proc 

. Natl. Acad. Sci. USA, 84, 7413 (1987)]&£:£ffllN£0 

[0216] %i^oo-(Dmx^ 
J^|p"n/!§tt(ii#^^,^^/L'ft/i[MonoclonaI Antibodies-Principles and pract 

ice, Third edition, Academic Press (1996)% Antibodies - A Laboratory 
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Manual, Cold Spring Harbor Laboratory (1988)^ ^-0 • — Via ft Hit "7 — 

=L7)1, x>^w 7< vO (1987) ] 

[0217] (8) 

womm 

iz&xtzz t tc j: y 

z£&-et*z>o 

xb^ KP/Klx—S/a 

2-25789U Cytotechnology, 3, 133 (1990)]&£: 

[0218] m 

ft %m% $ -tt z> z t tfv $ z> ?s T? & n ^ ̂  & & «•T? t JB ^ & d 
£tfV$Zo CH0-K1 (ATCC CCL-61), DUKXB11 (ATCC CCL-9096), Pro 

-5(ATCC CCL-1781)% CH0-S(Life Technologies, Cat # 11619)% ^ y K$x 

P -'7«YB2/3HL. P2. G11.16Ag. 20 (ATCC#^: CRL1662, t tc &YB2/011, ̂  

V)s "7^7. $XP— ̂ |ffl^NS0% 7^X$IP-"7|ffl^SP2/0-Ag14(ATCC#-£j 

:CRL1581)% T 0 7>P3X63-Ag8. 653« (ATCC#^:CRL1580) , i/'k KPli 

hydrof orate Reductase. J*l~K dhfr <hf^§S"t'£>) 

L/cCHO|fflJMProc. Natl. Acad. Sci. USA, 77, 4216 (1980)]&££ffllN£ 

o 

[0219] gfcs KGDP-7 3-7>(D'£J$IZM-$TZ&M%:¥<D* 

y/WM&ZWZN=T> K^^M^©S5u^4ffi©N-7-tz^JU^ 

>6D6fi(C7P-X© 1 

(D^y^OMs gtc&ffllfeftl&ztls*?- KGDP-7P-X©P%^ft^©$ii 

a 1, 6-7 P-Z&&8mj&{x?&XmLtcCH0MB& (WO2005/035586, WO02/31 
140) % U ̂  Vlttife^rStt# L/cLec13[Somat ic Cell and Molecular genetic 

s, 12, 55 (1986)]^^,;&ffl^^d^:t-e$^o 

[0220] m^w-cDmxm, Mfc?M&x.in;ft&£fcizmmT&Mn$s&m£ 
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m-Zimt&Z.tlZl:Vm$RTZ> (^¥2-257891) 0 

[0221] RPMI1640i£±fe (-f>fc> P^iVttl) . GITi£ 

ife (B^MHttM) . EX-CELL301i§Jte , IMDMi£ 

±fe (-f s Hybr idoma-SFMi^ite {-i y £ ^ p >£tM) 

^£ 1±£o ip#±/f^(Dmfe? X.%KW(D£<£TftfijWs$••" 

SttttELISA^^tCcfcy^-e^So t/c, dhfrSfc^i^i^ (^¥2-25 

7891) ^ft3te&&©g£T£»{5?M&*ftte©fg3Efi£ 

[0222] 

•!> [Monoc lona I Antibodies - Principles and practice, Third e 

dition, Academic Press (1996)% Antibodies - A Laboratory Manual, Cold 

Spring Harbor Laboratory (1988) ]Q Jfc, -f ~t y^^O • "7 h 

^7 7-f 

[0223] 

'J TO lUUZ^ KWBfl^i^MNature, 227, 680 (1970)], 

0 y 7°P y -f > ̂)i[Monoc lona I Antibodies - Principles and practice, 

Third edition, Academic Press (1996)% Antibodies - A Laboratory Manu 

al, Cold Spring Harbor Laboratory(1988)]&£:^K>'TMJ/E:'t'I> tl 

^ o 

[0224] 3. %m^;on-i-)\sfowi£tcte?Qfowmft(Difc\'mm 
J o u-i-

[0225] fc KGas6(C^f •2>lp'n/c§tt(£s fu^©1-(6a)=ES©/<-r >fV>^7 v "tr 

-< &£X? (6c) IE® ©B i aco re (g^^I) /c^® 7°^ X=t > 
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[Cancer Immunol. Immunother., 

36, 373 

[0226] fc hGas6<hGas6g#ft<h©i£i^.iSStt&s fu^©1-(6b)=ES© 

v -t? -f z> z t #-c $ &0 

[0227] 4. ^^©trCfc KGas6^7 ^ 

^Ot; 0 n—j-)\,fafo£tcl£:Z(Dljifoffifr&s fc hGas6{£#ft&lffl 
IN-fftCDfc SGas6HIJg£j§ 

(<- •?> <_ $ •?> o 

[0228] *^0^y ^ 

^ <h L T CD t /c &Iff CD ft £ #t CD T? £> o T fc <fc IN 

lf(Cfc^NT^P©^)i(Ci;''JM^L/cE^M^y«h 

[0229] &P&-5, t/c&PM. Sulfts Sli^s ^T, 

t L< ^tls LTtis P*®S. 

t7°-tzju£y, M, n&Sk ^p>>70s, ?LSI. aiti, 
, £fc&T-7$U&t?tf$>tfbtlZo 

&P£-^cjg^&£!&ytt. ?LSI. tiZfiz)\s$L ^y. M. 

£ tc &IIf££J 

[0230] ¥L5y£fctts>P v 7Ks *>aiL VJUfc'h-JU 

&£ IN&IMg& £(D'm^ 'J X^ U > V 'J p-)lfoZ> IN&7°P fc° U > y U 

p-JUft^'oyj P-JHI. dt>4s ^ 'J-?')&& 

% p - fc KP^>£I^Itx<>:(£>t/c&7> hP^U-7 

U-/<-£>£IN&/<A-$ > h^^©7 LTffllN 

Tlltl»o 

[0231] ^7°"tr;U^ &<>:&, ?UJt. ^>a» 
Jry-fy$>Z>^l£77)\slrym.1- K U ^A 

ft £0jiJg&k XX 7 U ^ **> £ A& £ IN&j? )\,/7 & ̂ f©Jf)R%\^ 
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'J fc'-JUZJUP-Jk fc KPdpi>70P 

om^n, i-tz>j 

o 

ailit ikmfas 7"K7li;§;Ss £ fc ^ © i^£ ©;I^ti <b ft 3 Jlft 

jm. 7j< £ fc & £;u t< y it ft ^ ©lift £ IN •x t 
^ o 

[0233] Pi®£y&^#^©pi£&i:tm3if£fli£»i±t\ ou 

£ n- £ JS ft & £ £ IN -c^iif ̂  o J!ft<h LT tt, 00 x. «?UJt £ fc & y 'J -te 

U Vft^ffllN^ tfc. xZPVOUtfcti LTMjal"^ 

iiB^PSltcaiNTt, ifciPl£^c^ftS^T^M<h LT 

lfc^iJlt5i:i:t?$5o 

[0234] 5. *fgBJ3©tn;fc KGas6^7 ^ P-^M/Lft£fc&^©J/Lfttr^£ffl^fc^§i 

©f#®W;£ 

^7 P-^U^fttfc&Kftfr^ffl^T, fc KGas6tfc(i 

fc SGas6tff&^Lfc^]]&£&ai3ifcl«£T£d£lCj:y, fc hGas6HIJg£ 

B&mmtzz £&-?$& o 
fc hGas6M^M"e^^gtfc(i^0(Z)i#iT(is ^yx.^a#ft^(c#s 

1" £ fc h Gas6£%m*£ft#>£(C <£ y *i|±11 fc M£ L Tft 9 d <h if X $ £0 

tfc, M^ftft©«{CfgIjELTU3fc KGas6£7P-+M K ^ MJ-ft£' 

© ft ^ ft#>£ £ Ivx *£ I±112> d <h (C <fc y §#ff £ ft 9 d £ tfX $ £ o 

[0235] ^^Ufc^JlSfctttrLft^ffllN-c, irCftfiSfctt 

tt,Mm%&ih£tcimMT2>i5fe-e$>2>o mztf. mimmmmf&mm 
fe. o^xoy-fnv 



WO 2016/063522 68 PCT/JP2015/005291 

[0236] mm s fc&% m% b fc mm ft 
t?izs $bizmmmmzMb 

ytioyo-u & o 
[0237] mmftmmfefei*. 

£ b IzWMZMb tc$n,4 Ay Vu-J 

o K^y^ELISA£ft££ElN£o 

&SP mmftmmnfe, w^rnvz (1987)] ommmm,^^^ 
Z.t1fX^Z> o 

[0238] 0iRl£x 'J 7*X7 ̂ ^--tf^Iiis ik>7 
I7-W %tcte\£^1-ymw<££ikm^z> o K'T v^ELISA&tt, 

(C l/Cft ̂ ISl^l+fcti, *£!±i£fc&}iy^i^&3}/Ljl£ 7°£1± 

. ^ 7°£ftfc}/[JIUCig2©|/Lft£J5J^£l±£:fr}£T&£o ^ELISA^-eti 

s ^HHLfctNJjiJJi^§&If$t~£Kft^fc(£KftllTj=!rX&>-oXs J/EJii 

Jlft^SII^Jjift^tp'lii Us ^CD9^>S H1 CDljift^fc^J/Lftlfr 
^£^<ft7°U-h 96r> xjU7°b-h) ^(CH2©Kft 

t/c(iKftif^^FITCft^(Z)^^Ks £fc 

& tr* 51 >ft ̂ -cuigg u T & < 0 ±§5©}/cftM* u tc 7° u - h ic, £{*?g 

±;i. JfaM, «. J^Jciifctt|g$ft££J5J&;*l±fc&. WMbtc^JOu 
-i-)l$KWtfc(il/Lftlfrin ZJxIfc£i±s *If$t)St(Ci^ b?0 

}lJt^P©#LJFS £l£febft tc^|R U X b tc&MM& V s > 7°;u^ (D 

^.rn'Mfk^w-tht^o y-y v3LE.\-is^zm^z>m*£bx&, ^u^p 
— -f )l$KWt.tc\l-£=£ J 0 p— -f)l#iW(D^ttl%:M^X:b £ <s Fabs Fab' 

, ^fc(iF(ab)2ft^©Kft7^yy > S^ffllNTtcfclNo +f > K-f y^ELISA 

&xm^&2mm<D$m(Dmfr£frv:t b-ciz, 
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• <fciN U • — 

•f M/Cft£=£JO • —f JUtfcftttc&I/Cft irK"(DtI3^to1±"Cfc <fc 

[0239] ft ;®MJiiS^[MonoclonaI Antibodies-Principles and practic 

e, Third edition, Academic Press (1996)% ^.*7 • — Vi/tft^lil'T' — J. 7)l> 

s vo (i987)]ft^(ciE®^ti/c^)i"e)iy^'r^o 
g^ftrai^[^trcft^, 77 

(1983) ]© IN £C1 FITCSfcttRITC 

[0240] n^S42, ftjn»/£ a 

LTtis 7^'J^-^AxXTJk P7<> 

[0241] (Kf 

K U ̂  A) -PAGE (tf\ U T7^ >J JUJ7 $ K^JU) [Antibodies - A La 

boratory Manual Cold Spring Harbor Laboratory (1988)]T^® L/ctils §£ 

>fJ U £ # U 7 v 4b fc'- U x>( PVDF) II £ /c & - h • "tr J U • - XIIIZ 7" • v T 
O^U ^ll(cKJl^|^-r^Kftt/c(iKftif^^SJ^^i±, |QtcFIT 

ctezfomytmn. so\sx**>?—etez<Dmmmwt. 

tzztiz^-ozmfetzo 
[0242] -^y^^Ttc^-To 

T0.1 -30 Mg£SDS-PAGE;£(C <£ y Hfcifl t Z>0 &Ii £ ft fc * V / ft £PVDFH 

(Ch^>X77-U 1~10%BSA£#frPBS (£IT, BSA-PBS^IEt"£) 

^"C30£fai £ Jfc £ H- 7° • V dp > ^?o d d T?*$&BJ!! ®f^p-t 

JUl/bft^rSJ^A^'tis 0. 05~0.1%(Z)Tween-20^:'atjNPBS Tween-PBS<h|^ 

§E1~£) "C$fc& U /><>'U^dpi>y--tr>imu/c-\7^x"t77>IgG^:^^-e20t 

PelSJ^A^'ti'So Tween-PBST/7t/# Us ECL Western Blotting Detection Reage 
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nts AttM) Lfc/O K£ 

*i!±! 1"£ d <h (Cy, IB?U#^4(D7$J*kMt£# U ^7°^ K£*i!±! 

1" •So LT(i. 

m(DlL&Mlk £L T IN ft IN 'J s< 7°^ K tZ IS^-e $ £ triteIN P, tl £ 

o 

[0243] trCU'efeSt; SGas6^^^©^7 ̂ P-f" 

)H/Cft £ /c &^ ©l/CftIff K" £ % ̂  £ tt £ d <h (C <fc y £ JFM £ -tt T , 

££££<£y?T9o LT, ^ 

^JiaiUS (1998)] ft££ffllN£d£:fc-c$£o 

1~1 AtmgJS©# U 7^ U 

y^f^-v 0 Xtz£(D$J: y J/bJJiJ/Lft 

U H^(ii'>t5o Z(D 

mt * $&%&.$> & ̂  ^uT^ai-rsci^^cfcy > T% * 
(D }/[Jl>j§Jt ft £ £ )iy ̂ t50 

[0244] fc hGas6^IlLTlN^-||^(Z)^tl±lt/c(i}iy^(i, 

£ SIN 

t tc ttgfttftteifefe&ft £%m^zz£ tm t L IN0 

[0245] fc hGas6£fgIlLfc«ft£'£*:PgB£©^7 ̂ P-^M/L 

7°PTM >G-t7 7P-XftW 

A7^P 7'U 

Pf^1±£o SfcttJ^Tro^-pft^tCcfcoTtft-p ELISAffi96 

*mmtLtcm. BSA-PBS(ci:y ^p^vy-t^o mmK 

K - v ip#±;f ft ^ (D ft M £ tiX IN ft t \ t£H •*e & & if^r (c &s JrC •v ^ 7 -f A 

y^P^'JX K7'> h^AyyP7*'JX 7°P7M >-At/c&7°P7M >-

G ft £ £ h b 3bN i; to EL I SAffi 96 7 i J U 7° U - h (C @ lb L. BSA-PBST? 7" P >> ^r 

>yL/cm, /W7'J K-^iM±;f^^)ELTi^^1±^o BSA-PBS 
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JxlfcZV&o J: < Ltcm©7°U- S J: y £SDS-PAGE^> 7° 

JUA'y 7 7—U ±§E©£:L7* V7P y<?iz£ 
[0246] }/[JI£fgijiLfc«2;fcM§IS 

ft ±I^C iot fcfctfctt© m < 1~£ ^ ^ J ~ 

juft^-e&uiufc^ £p-^ju#cft£RjS3-G\ ^ICFITC 

ft £©£3teHi& ^ JU* * v y •—tz'ft ^ ©sgn*ifi £ fc & tr* ̂  >^ft £ 

mtkRJUitL, Bm.$sblZTm$sbtZl5fe-e$>2>o tfc. ^*I§t©}/Lft<^ffl 

l&£ixjS£1±\ 7P-+M M-^-(CT$?*/Tl~£^Kftlfefe}£[Monoclon 

a I Antibodies-Principles and practice, Third edition,Academic Press ( 

1996), @iiM±+M7 -r v7 (19 

87)]tcj;y^ai^ft9£Bc, fc hGas6(ci^-t&, *3§0£© 

=£J 7 p — ^-;Ul/Cft^fc(i^©|/Cft|ffin (is ^^^fteSrfe^fCcfc y ^$lii© 

L L T 1,N £$fflj®©;&di *e $ £0 

[0247] £fc% FMAT8100HTS*>7>xA (77°^ 

T^AfcttO ft^ffl^fcit^Cti, 

-UTUNftV,N®H(D^Cft t fcli^Jl £ Z> Z 

<hft<, KJlMtfc(il/CftM;&)iy^"e$^o 

J^T. *m8*mMimz.£vmwfoizmmTz>£>\ *f%w&T&ni&Miz 

[0248] [HJte^JI] Gas6y-y^7^S (J^~F s K0£=mt&) ^77©A# 

^ p ~ v 7 fct J: <J Gas6^-x P KOT 7 X©if £liA Ufco liA UfcGas6^ 

•xPK0"77 7 © A" y 7 7*^ 7 > Kti129/SvEv-C57BL/6T?feofc0 S^^Uj7 

tt(CXs ^§£Gas6^ P KO V 7 7©$i?£C57BL/6NJcIT 7 7.©IP?«h 

Ht^-ttfc^ Ui/fc°x> hv7X(Cg|f#P^MUT{?^t#fco t#e>tlfcfr 

ICttU ^DfflMT-yi; *<f tf>^?:ftlNGas65tfe?3bV >>777 h £ 
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tlXGas6 *^K0T 0 X%:%tc0 

[0249] imMtim £«Gas6 

(CFLAG-tag^rfajQ L/c fc K t — ^ V VJkXf-^Z 0 7v(Z)Gas6i||^A. 

0 L/co li-lTs ^tlzftlhGas6-F% cGas6-F% rGas6-F% ^.t/mG 

as6-F<h§Et"o 

[0250] (1) hGas6-F^Il^^^-©ti^ 

hGas6-Fa{s?IB^^I«^3Attl/cS!]^ilffl^Il^^^-(i, fc KGas6©» 

{s?IB^[J (IB^S^3, GenBank/7^ iz v i/ a >#-^:NM 000820) 

tl/c7°^7v$ K (Invi trogenftM) 9 L/c0 

[0251] hGas6-F»{s?£#frDNAtfm£s ±§E7°^X$ <h U 7°^K^-1 

. 2 (IB^S^U 2) tr'^llJ5J^(PCR)(Ci;''J±^^L/co P 

CR&, ^7°^$ K\ £-10 pmol©±IE2ffl|I(Z)70^-rT-, ^t/KOD FX ( 

Mftfattm) £#fr20 ML©S]»£11MU 94°C-e2^^{^L/cm. 94°C 
-ei5#p^ 58oc-e30#rP^ &t/68°c-e2.out LX3QV^( 0)i 

mbntcPCRm^%7fin-x?)inm*mzi&L, oiAquick G 
el Extraction Kit (^T^f>£tM) lNT^2kbp(Z)±Hf|1iDNA|)fj=!r (hGas6-F 

mfc?£#frDNAtm ^SJlXUfco t#^tl/c±^^iDNA|ff^^% ZERO BLUNT TO 

PO PCR CLONING KIT (^VtfP^xVftl) ^TpCR4-B lunt-TOPO^ 0 

-iCjfAU 7°^X$ KpCR4-hGas6-F£#frJ5J»£t#/c0 

^T®t©^)i-eAliaDH5att (TOYOBOttM) ?#£>ftfcjl2ft3te 

&{*:<£ kK 7°^X$ KpCR4-hGas6-F^ai±l L/co f#btl/cpCR4-hGas6-F(C^ 

l^Tl&s PCR(C^BHt"Amfe^lB^y^r^t"%>0 • — y%:M$R L 

[0252] )XIZS pCR4-hGas6-F^$iJ®i#mEcoRI^t/BamHI-eg*MiIL/c0 

)\/M1%%M^Z\^Ltci1k-. OiAquick Gel Extraction Kit 

T#J2 kbp^DNAIffjn (£IT, hGas6-F- EcoRI-BamHIJXL/c0 HI 

miZs iM£)»fgIlffl^^-pKANTEX93 (WO97/10354) £EcoRI&t/BamHI-e 
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BijaiLfco OiAquick Gel 

Extraction Kit INT^9. 3kbp©DNA|ff^ (£IT% PKANTEX93-EcoRI-BamHI 

£0JJXL/co t#^tl/c2ffl|I©DNAif^^Ligation High ver.2 (Mft 

m±m) tkm^xm^^s ^§£J5J»£ffl^T*llgDH5att dOYOBO) £ 
fttmmLtco t#^tl/c^K$E^fti:1'JhGas6-FS!]M^Il^^^--e^^ 

pKANTEX-hGas6-F£t#/c0 

[0253] (2) cGas6-F^Il^^^-©ti^ 

cGas6-Fafe?^I^3Attl/cS!]^«^Il^^^-^, &T(D?5)£zmM 
L/co Ht>/UGas6m{s?©^ ? 

^HtJUGas6»{s?£#frDNAtfm£PCR(C<J;<<,li^iL/co PCR&, mMXJbZti 
-0 4y-)lBm^(Dcmh (CytoMolttM) s £10 pmo l(D 7°^ -f V-3, 4 (SB 

?U#^5, 6) , KOD-plus- (H^ttM) . &t/2%DMSO£#fr20 AtL0J5J&& 

94°CT2^^^L/ctts 94°CT15#^S 65°CT30#^S &t/68°C 

T?2. 5£f^£ 1+M £ JU <h LT35Ht-f £JUfr o /cQ &m*(1) £ 
pCR4-Blunt-T0P0^^-(Ci^iDNAtf^(cGas6»{K?£#frDNAtf^)£|fA 

L/c 7°^7>$ KpCR4-cGas6£t#/c0 t#<Qtl/c7°^7>$ 

t#^tl/c^-^^Ht^Gas6(Z)J^SlB^^IB^S^7 

(c, -o^y-jiGasmy^ ymmzmm 
-^•8(C^ L/co 

[0254] cGas6-F»{s?£#frDNAtf^£PCR;£(C<J;yi^i£l±, 

Ilffl^^-pKANTEX93(cM<^3£A,/c0 PCRtt, i|Sy-e^)^pCR4-Gas6, £10 p 

molCD7°;7'f ~?~5% 6 (IB^#^9, 10) % IkZfPr imeSTAR HS DNA Polymerase 

£#fr20 v.L<D&fc%L%m§kLs 94°C "C5^Plft/M L tc 
ti, 98oC-ei0#rP^ 68t>T2#20#F^£1+M£JU£ UT35+M£JU£frc>;/c 
o 

[0255] ?#£>ftfcPCRjgti;RtfpKANTEX93fr £>, (1) <h mmCD^Xmmmmit L/c 
DNAIffj^ (cGas6-F-EcoRI-BamHI^.t/ pKANTEX93-EcoRI-BamHI) £0JJXL/co 

t#'Q tl/c2HIS©DNA|ffj=!r^:% In-Fusion HD Cloning Kit {0 • >7^ V 
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NTEX-cGas6-F£IXt# L/c0 %btltc<9 0 — PCR(c£BH1"£^S 

L/co 

[0256] (3) rGas6-FfgI!^^-(Z)|iil 

rGas6-Fafe?/)^I^3Attl/cS!]^«^Il^^^-^^T(Z)^)i-e^ML 

tCo 

rGas6-F»{s?£#frDNAtfm£s PCR;£(Ci: y i^i^1±/co PCR&, mMX 

K/5liX(iSTiia5fe(Z)cDNA(^^^/<-r^ttM)s £10 pmol©7°^ 

•7-7. 8 (I3^#^1U 12) , &t/K0D FX £#fr20 

J»£11ML. 94°CT2^^^L/ctts 940CT-15#rel 58°CT30#^S 

68°C V2. 5£f^ £ 1 y- -f £ jU £ L T30Ht -f £ JUft o /cQ 

[0257] (1)<h^]*§(Z);^£T\ pCR4-Blunt-T0P0^^-(CPCRTi^i£l±/cDNAtf^( 

rGas6-Fm'fs?^:'a tj'DNAIffjn ) Ls 7°^7v $ KpCR4-rGas6-F^rf#/c0 % 

btltc70=7 KZ^lf'i) "7 KGas6®JMSS3^J(is GenBankT7^ -fe y :> a > 

#^:NM_057100"e^^tl^^>> KGas6©J^Sl3^ (I3^S^13) <h-^L. P 

CR(c£BHf LT^ft^d <h £i?ls§ Lfco 

t# <Q tl/cpCR4-rGas6-F^r t <h (C LTs (1) «h pKANTEX93(C rGa 

s6-Fm{s?^:lf A Ls rGase-Fii^ill^^ii^^ $ — T^5'2)pKANTEX-rGas6-F 

^rt#/c o 

[0258] (4) mGas6-FfgI!^^-(Z)|iil 

mGas6-Fafe?/)^I^3A £ ft/cKMJ^H^0 *)J^"F (ClESt £H 

)i-e^ML/co 

mGas6-F»{s?£#frDNAtf^£PCR(C<J;yi^i£l±/co PCR&, &§!!-?£>£ 

"7^7vRiiX(iS$fi^©cDNA (ambionttM) % £10 pmol©7°^'f T—7% 9 ( 

I3^S^11M15) ©7°^K^-. &tM)D FX £#fr20 

®JxJ^;S£PMLs 94°C-e2^^{^L/cm, 940Cei5#^, 58oCT30#rel 

^.t/68°C-e2. 5£f||£1+M <P)lt LT30Ht-r OM'j-otc.o (1) 

T\ pCR4-Blunt-T0P0^^^-(CPCR-e±^^i^1±/cDNAifK(mGas6-Fa{s?;&# 
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frDNAIFfjn") tkWA Ls 7°^7v$ KpCR4-mGas6-F^rt#/c0 -pXS. K 

7vGas6(Z)±mSlB^[J(is GenBank/70 iz v i/ a 019521T 

^^n^-7^AGas60^SSB5!J (IB^S^16) <h-^U PCR(c£EHf 

i; T IN ft IN d <h £i?ls§ L fc0 f# e> tlfcpCR4-mGas6-F £ t <h (C LT 

. (1) <h^*§(M;£TpKANTEX93(CmGas6-F»{K?£}iAU mGas6-FE!]M 

J&fgSE'* <7 0 ~ T? & £ pKANTEX-mGas6-F £ ?# fc0 

[0259] (5) hGas6-F££fgH«tttf)®5i 

hGas6-F©S^H»tt;&®Ii'r^fcto, (1)-e^MLfchGas6-F^Il^^ 
PKANTEX-hGas6-F£% hP^U —:>a >)i[Ht'f J ni?—s 3 

,133(199)]£ffllN-c, J2TF0<fc 9 (C LTdhf rtf&JR LfcCH0« [Proc. Natl. 

Acad. Sc i. USA, 77,4216(1980) ] (C >1A L fcQ 

[10% JS^/TFBS (GIBCOttM) . 1 XHT 

/§}& (invitrogenttM) % 50yu,g/mL Gentamicin (j~ti 

OIMDM (InvitrogenttM)] Lfco mfc?^Am©»©«®C&50 

nM% 200 nMt L O£500 nM(Z)methotrexate hydrate (Sigma-Aldrich£tl^) 

(£IT, mxttmtz) ^ttsS»fe(MTXi^)^f i Lfco IN-fn©^ 

jj&fc, 37°C% 5% C02^#T"CHSipSLfco 

[0260] 10yu,g ©pKANTEX-hGas6-F£#fr7°^X$ K^&[(1)Tf#£ftfcpKANTEX-hG 

as6-F£MM7KlC^$£l±fci£>$]£il^ h ntfis — */ a K (B 

io-RadttM) (CjfisiP Lfco §£^rn./Ns,y h(CK-PBS [137 mmol/LCDKCL 2.7 mmo 

1/LCDNaCL 8.1 mmo l/l_CDNa2HP04% 1.5 mmo l/l_CDKH2P04% 4.0 mmo 1/LCDMgC l2^r 

"eiiMLfcSXIOWmL^lffl^M^^JPA.. ;FbfflL fcm. G 
ene Pu Iser (BIO-RAD) INT AJU7.BE350V, BE#M250yLtF©^#(CTm 

fco 

[0261] a{s?^Am©«M)S^50 mL©HT}^^#tftlNS^±-fe(CM^1± 
, 96-^7 xjU7°U-K5^(Cl00ML/t7xjU-eSffl Lfco i&^m&14Bft 

£50 nM MTXigifelC, 220@(C200 nM MTXi£ifelc£& L. MTXItMMfc©)! 
tfe^ft-^fco ip#350 @ =1 •--^fiilHT^fclfflJ^^C'^NT, human G 
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as6 ELISA kit (R&DftM) ZM^Xs ^(DhGas6-F(D%mm^M^ L 

tco hGas6-F©^IlM^^tt£24t7xjU7°U-h(C}j£*U *£#^££420^ 

(Ci£±fe£500 nM MTXigJtetC^Ufco 500nM MTXItttlfflM^C^NT, ±§E<h 

ip#±;f ©hGas6-F©^§iiii£:MJ£ Ls #thGas6-F(Z)^iiM 

Ltl^Lfco 

[0262] (6) cGas6-F% rGas6-F, &t/mGas6-F££fgIl«*fc(Z)^M 

(2)~(4)-e^ML/cpKANTEX-cGas6-F% pKANTEX-rGas6-F% &t/pKANTEX-mGa 

s6£% (5) <h Ls cGas6-F% rGas6-F^.t/mGas6-F 

±§ECD^OO-INttii$yPSg*MU 11 ̂ m ̂ xmm&wt zztiz^ 
yi7i^b^i±/co 7xy -;u/^ • p/ix>/uAtti±is.t/x^ j -Mkmz^-ix 

$-%mmu mrn^z^m^-^xmmz{&istc0 
ip#-t/W|:l:|©cGas6-F(Z)^iiM(is human Gas6 ELISA kit (R&D£t!^) £^IN 

XMMbtco l£tcs rGas6-F^.t/mGas6-F(Z)^iiM(is mouse Gas6 ELISA kit( 

R&DttM)£ffl^X)iy^L/c0 

[0263] (7) =jv KVKOR&t/fc hGGCXfglj^ -©till 

SttMGasW yWttYMtZ>tMZ[&, Gas6CDGla KP<-f 

$ y®kB&(Dri±(DjrzMti\ GiaibMfrMjS®l|-e£>£GGCX(ci: y 
t/c, GGCX©St^b(c(i, MTUfc ^ $ >K^{& 

$MTS>ys M7ufc^$VK(i% VKOR(vitamin K epoxide reductase complex s 

ubunit 1)(C<£ y fc'^ $ >KX7t\^r5> K^MTU^ tlTT?'•& [Journal of Thro 

mbosis and Haemostasis 3, 1873-1878 (2005) ]Q ? Z.X\ /!§ttSyGas6^:t# 

Ztctsb, fc KGGCX (J^"F, hGGCX<h§E®t"•&) JkX$=> v KVKOR (£IT, rVKOR 

tmmtz) %l^^^-^mLtc0 
[0264] t'T(1)«h^l*i(Z)^)i-erVKORa{s?;&pCR4-Blunt-TOPO^^^-(cM^3A^ 

, 7°^X$ KpCR4-rVK0R£IXt#L/co PCR&, mMX&Z =7 V MFFHS&CDcD 

t$±m)s £10 pmol©7°^-r T-10, 11 (IB?U#^18, 19) (D 

7°^^ "7—.Rt/KOD-p lus- {Mftfoftm) 
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tco %btltcX=>X< GenBankZ^-try^a 

>#^NM_203335T^£tl£^y KVKOR(Z)j^SlB?U (IB?U#^20) 

pcRiz&mtz>T&fc*&m&£.\:T^te^z£%:femLt£o 
[0265] U RggfUH i nd 11 I&t/SmalL /c pCR4- r VKOR MU PS®*"eMiI 

L/cpAGE249fgIl^^- (J. Biol. Chem., 278, 3466-3473,2003) (C, (1) 

<h^*§(M)£T}iALTpAGE-rVKOR£t#/co pAGE-rVKOR£*g||C lalTl# 

UMilL. 5' >mtLtc=m<D'£j£X V zfDNA (7°^KT-18, 19 

) (IB?U#^38, 39) (1)£IH^©;&&-epAGE-rVK0R £ 

Xholgm^-r h£}fAL/c^^-pAGE-rVKOR (Xhol) £f#fc0 

[0266] (1) <h^]*§(Z);^£T\ hGGCXm{s?^:pCR4-B lunt-TOPO^^ ^ 

/c7°^X$ KpCR4-hGGCX£IXt#L/c0 PCR&, fc hMfi5fc©cDNA(ambiontt 

Ls 10 pmo I (Z) 7° ̂  'f "7 — 12% 13 (IB?U#^22, 23) ©7°^T 

-MKOD-plus- {Mftfoftm) £#frJ5J»£ilMLT^i^C{*L/c0 mb 

tltcX=>X< K^1-^hGGCXa{s?l3^(is GenBankZ^"tr >> *> a >S^NM_ 

000821-e^^tl^hGGCXafe^lB^y (IB^S^24) ©145#@©*> h*>ytf7 

=>-y[zm.^tltcW,¥\Xh-otc0 LfrU £ft£>CD^gSB5!HCj;oT=l — 

K^ti^hGGcx©^^ jmmmzm-zfo-otctcisb, mm^tc 

L/co 

[0267] $iJPSg*SalI^t/SmaI-eg*)i^ L/cpCR4-hGGCX£, |W]$iJpSif^-eMiI L 

/cpAGE249^Il^^ ̂  -(C (1) <h |fUH©;&&-Cif A LTpAGE- hGGCX£f#/c0 

pAGE-rVKOR (Xhol) <h pAGE-hGGCX£^ tlXhoITH^MH Ls (1)<h^]*§ 

(Dj5/3k~£' pAGE249 S^©7°P;E — ^ — iSJtisE £ "a fohGGCXBr jn £ pAGE- r VKOR (Xho 

I) (C}fALTpAGE-VK0R-hGGCX£t#/co 

[0268] (8) £fflGas6-F££fgH«^©pAGE-VK0R-hGGCX(Z)3lA 

%fe.m<D&mGas6-F<D£Mf£%tm%ftmTZ>tcisbs (5) t^m(Dj5:&Z\ (5 

) RXf (6) -eftm L /c£fflGas6-F££fgIl«*^C (7) L tcG MbMfrM 

gS¥ffifg^£*-pAGE-VK0R-hGGCX£$ALfco 

[0269] 10 mL©500 nM MTX^±fe(CM L. 125 cm^ 
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i£lfe£MTX • /\-r ^PT^>>i£iM500 jug/mL 
(WakottM) £#fr500 mM MTXigifc] U 

#J1 tl B mz 175cm2 7 7X3 L fc0 ?# b ©£«G 
as6-F££fgIl«*fc •So 

[0270] (9) &i|fiGas6-F©j|i£jJ 

(8) -e®IiL/cSttSy©£fflGas6-FS^Il«tt£. MTX-zW^PT 

ifOjitipiMEX-CELL 302 (Sigma-Aldrich£t!^) (C6mM L-Glutamine (^fVtfh 

P^x^ttl) % 100 ng/mL fc^$>K3 (i~t ̂ -i s 500 nM MT 

Xs 500 ixg/mL /x^f ^P7-f i/V, 100nM 3, 3', 5-Tr i i odo-L-thyron i ne sodi 

um salt (Sigma-Aldr ich£t!^) &ju,g/mL Gentamicin^r^jQ L/cip±fe] 

50^iLfcll i£Jfe£[I]J|XUfco 
t# <Q tl/cip#±;f £0. 22 yu,m7 -f — (Thermo Scientif icttM) 

Hf/JlJi/il L/C0 

[0271] 0JJXLfci£#±M£ffl^T£-fflGas6-F£*iML/co liS^C&ANTI-FLAG M2 

Affinity Gel (Sigma-Aldr ichttM) it%s^ L/c^" — 7°>^ ̂  L/c0 

¥§Hb3fSi)M50 mM Tris (^7^7^ 

ttM) s 150 mM NaCl (j~t ?-f . 0.5% 

U-(pH8. 2) 

&>#L/c0 rf'j Is-

L/cm, )§l±lMii5S[0.1 M^'j^v ( 

(pH3.5) tLOi. 3 M^b7^^^A (^^K 

•xT^ttM) ]£ffl^T£fflGas6-F£)^|±l^1±/co t#^tl/c£fflGas6-F)^(i 

% NAP(GE^s>/U7v/!r77;y:M)Mlfi^£Gas6^$illr;S (20 mM Tris, 150 

mM NaCU pH 8.2) ICS&U 0.22 yu,m7 < Lfcfe 

s §i»CffllN/Co 

[0272] *>/<?n<DWftffi&lAs (P 

rote in Science, 4, 2411-2423(1995)) 0 hGas6-F$.t/cGas6-F(Z)P$7lc#i&(i0 
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. 95TS) o fc0 t/c, rGas6-F^.t/mGas6-F(Z)PM#|^(i0.89-eS)^/co 

^ Nanodrop(Thermo Sc i ent i f i cttM) ^NT)IU 

"M. L/co 

[0273] im wy3] Ax l«^ K -f > IgGI MM.Mt (Dm^W(Dim 
(1) fc hAxl«^K;W ><hfc KIgG1fifI£t1M<h(Z)*t^ft (£IT, hAx 

i-hFchiEi-) 

[0274] hAxl-hFc£#&SI{s?lfl?U (IB?U#^28) pMD19-hAx 1-hF 

c*mtc o IB^S^28(C^^tl^J^SlB^^ 5' 3« 

A^BgLII^MLuI^iJPSgm^SB^ fc KAxl©«^ Kp<-r >£=l- K1" 
(iB^y#^26-e^^ti^fc KAXI^S^P-vt&ikmm®? 

1~1314#@t-e©J^SlB^) , BamHI, Sa lI&t/EcoRI»g||§^|B?U 

ft£>tHcfc KlgGlfifl^t^^P-

[0275] pMD19-hAx ^ -PKTABEX-Tc26. 2 (WO2013/005649 

) £$iJPS®mBglII^t/BamHI-egmMiIL. P-XW«SU7j< 
KHClrt L/ct^s OiAquick Gel Extraction Kit tl^ftl^2 kbpCDDN 

AWfJ=V (£IT, hAx 1-hFc-Bg HI-BamHI <hlE"t) S^9. 6kbp©DNA®r>n(J^"F. 

pKTABEX -Bglll-BamHI.hlE'r) £f#fc0 

[0276] ±§E2HH(Z)DNA|)Tj=!r^:Ligation High ver.2 £ffl^NT$n-n£ 

1±\ . ̂ Jfe0J2(1)£|l^©;&&ThAxl-hFcM&*tefg^£*-pKTABEX-hAx 
l-hFc£f#/c0 

[0277] (2) HtJUAxl«^ KP< -f ><h fc KIgG1fifI£t£I±i<h(Z)*t^ft (J^T. cAx 

l-hFchlEl") 

cAx l-hFc©flM (C <h ft £ ^ ̂  - £ tin L fco (C ̂ »y2 (1) 

t t — ̂  -f "t^Ax lm{s?£pCR4-B lunt-TOPO^ ̂  

3£^c7°^7^ K£IXt#L/c0 PCR&, &§!!-?£>£ t-V -f •+^H?Jifi5fc(Z)cD 

NA(CytoMolttM)s £10 pmo l(D 7°^ -f "7-R 15 (IB^S^30, 31) , KOD-F 
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x (mmttm). 94°c-e2^ 
{%)& L tcm. 94°CU15#Pel 60°CT30#pel &t/68°Ct?3. 5^ £ 1 +M 

t LT30Ht-f OM^-otc.a %btltcX^7s$ 

si3^£i3^s^32(c^L/co t/c, 

•tfJUAxlCDT7$ y £IB?U#^33(C^ L/co 

[0278] t#^tl/c70^x$ K£iisy«h LTPCR£ft9 ;b"^ 

•+^UAxl«^K;W >£=l- K1-£^SlB?U£#frDNAtf^£i^i£l±/co P 

CR&, SiSH^AS K\ 7°^T-16, 17 (IB?U#^34, 35) ££-10 pmol£ 

c^t/Pr imeSTAR HS DNA Polymerase ($ tl ̂ tt±M) £#fr20 yiiL(Z)J5J^ 

94°C-e5^^{^L/cm, 940CT-15#rel 55oCT-10#rel 68°C-e 

1^40#r^£1Ht-r LT30+J"-f ^MT-^/CO PCRjt^ZtfP-XWB 

SU^kKHC#^ Ls OiAquick Gel Extraction Kit (dp/7^rffll/NT^1. 

3kbp ©DNAIffj^ (J^"F, cAxl-Bglll-EcoRI.hlE'r) £f#fc0 

[0279] t/c, (1) -e^ML/cpKTABEX-hAxl-hFc£, frlPSgfUBg UI&tfEcoRI-C® 

UMIL/co OiAquick Gel Ex 

traction Kit INT^9. 6kbp©DNA|ff^ (£IT% pKTABEX-hFc-Bg HI-EcoRI 

•hlEl") £t#/c0 

[0280] M'&lZs In-Fusion HD Cloning Kit (Ony^V 0#M) £ffl^TpKTABEX 

-hFc-Bglll-EcoRHCcAxl-Bglll-EcoRI^IfALs cAx 1-hFclI^A.ft^H^^ 

^-pKTABEX-cAxl-hFc£t#/c0 pKTABEX-cAx l-hFc/j^f£ cAx 1-hFcCDJ^SlB 

?U£IB?U#^36(C, ^|^SlB^y/)^lt^^tl^cAxl-hFc(Z)7$ 

IB^S^37(C^L/c0 

[0281] (3) =?y KAxl«^K;W ><ht: KIgG1fifI^^I±i«h(Z)^ft (£IT, r 

Axl-hFchlEt) 

rAx l-hFc©IiM(Cj&g <h ft £0 $ ~ %)ZkT tCifl«g t Z> L 

tco GenScr i ptft(CTs ^ "V hAx iCDill^^f. -f XDi^SlB^U^r^'n J5jc Ls p 

UC57 7°^X$ K(CM<^^/cpUC57-rAxl£t#/c0 =j V hAxl©«^ KP< -f > 

CDi|lSlB^lK£% IB^y#-^-40"eil>b^ tlh ̂  V KAxlCDiHglB^lJ (GenBank/7^ 
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V#^NM_0317941) ©1 ~1329#@ L/c0 

[0282] m^Xs pUC57-rAxl£t tiZ LT, (2) <h rAx L-hFcM^^L 

ft^H^^^-pKTABEX-rAxl-hFc^tf/co PCRtt, ®§Mt LTpUC57-rAxU £ 

10 pmol©7°7-r T-20% 21 (IB^#^42% 43) , &tfPrimeSTAR HS DNA Po 

lymerase (•£ t) £"a£jN20 Us 94°CT5^^ 

L/ctt, 94°CT15#Pel 55°CT?10#^, 68°CT?1 #40#F^t Jit 

LT30Ht-T rAxl-hFc©J^SlB^£IB^S^40(C, ^§£j^SlB?U 

A^lt^^tl^rAxl-hFc(Z)7$ yitlB^£IB^S^4HC^L/c0 

[0283] (4) a;rF 

„ mAxl-mFc<h§Et~) y7 $ — ©$§§H 

mAx l-mFc©flS^C £ ft £ /? $ - £ tCiB«K1" £ L 

fco IB^S^48-e^L/cmAxl-mFc£#^SlB^£^ 

*nJ5^Ls pMD197°^7v$ K^CiH<^3A^fcpMD19-mAxl-mFc£^#/co mAxl-mFc(£% 

5' ^XAxl(Z)«^ KP< -f >£=l-Kt" 

£^SIB?U (SB5!J#^46-e^^ni>-7^AAxL©^SSB5!J©9^. 1-1329# 

@©J^SIB^) , BamHI, Sa I I&t/EcoRI§^|B?U ft bmz^ 0 TJgG 1 MMfe 

t^I±i£=l- K-t£^SlB?Ufr£>ft£0 pMD19-mAxl-mFc£»|#||BglII& 

t/BamHI-eg*MiIL. (1) t |W]^i©73/iTpKTABEX-Tc26. 2(C|f A Ls mAxl-

mFclI^* —pKTABEX- mAx l-mFc£t#/c0 

[0284] (5) hkx[-hFcRXfmkx[-rnFc^'M%imm^(Di^m 
hAx l-hFc&t/mAx [~rnFc(D^%im^Wmt Z> tcisb, 

^-^lAlfc, hAxl-hFc^t/mAxl-mFc^Ilffl^i«,h LTCH0-K1 (ifffi 

) £ffl^N/c0 4 mM L-Glutamine (invit 

rogen£t!^) ^.t/50 ju,g/ml_ Gentamicin (^"^] "y ^ £"a foEX-CELL 

325 PF UfKA'^t^i>Xttl)(l»)^ffllfco t/c, » 

{s?^Att©3Stfe0t^(i3yu,g/mL Cycloheximide Ready Made Solution (SIG 

MA*±gu) (CHX^) ^ML/CO 37°c, 5% 

C02^#TTlJ5^9iML/co 
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[0285] 

(1) -eiXtfL/c 10yLtg OpKTABEX-hAxl-hFc, 20yiig(Z) h 

(WO2010/143698) TPEX_pMug<h§Ei6t"£) 

JL [y ^ h • U — a ^P ^ h (Gene Pulser cuvette, Bio-Rad£tM) 

(C;»L/c0 PBS-eiiMU^XlOMi/mKDCHO-Klilffl^M^^^^xL^^ K 

(C400JU,LJPA./CO KL/cfis Gene Pulser (BI 

O-RAD) £ffllNT/^UXBE300 V, BE#M500yLtF(Z)^#(CTm{s?^A£ 

fiofco 

[0286] dpzL^>> h^©«£20 mL©S^±-fe(CM^1±, 96t7x 

)i7°[s-M^c200ML/^ijuTSfflL/co 

i£#29B@(Ci£iWltfe<^feL 

/c«*fc£24-^7 M(C3BP^#L/c±;i£ffl^ThAxl-hFc(Z)fg 

Lfco 

[0287] hAxl-hFc^^IlM^Jiy^-r^/ctotC, £lT©ELISA£fto /cQ 96^ xJU7°U 

— h (NuncttM) 1/^l/bft<h LTs PBST750{n^lKL/cGoat anti-human 

IgG(H&L) (Amer ican QualexftM) &50/J,L/O xJUT^JE Ls 4°CT'—0&ifS L 

T@*HbUfc0 7°U-h £0.05-0.1%©Tween-20£#frPBS (£IT, Tween20-

PBS.h^lE'r^) (WakottM) T50&& U 1%BSA£#frPBS (£IT, 1% BSA-
PZStm?.TZ>) (^-^7-r^X^ttM)£100ML/^xjU-eELISA7oU- h(C^ 
au ^atCT20#r^St"Sil^tCcfcy 7°P >>dp>y£ft^/c0 7°U-h£ 
Tween20-PBS (WakottM) T50&&U LT1% BSA-PBS(CTltfKL/c 

iM±;f£50ML/t7xjU-e^)EL. 10t^ifSL/co ^pnp(c(i^P©fc hlg 

G1*/Cft£ffl^/c0 Tween20-PBS (WakottM) T50&& 2«^ LT 

% 1% BSA-PBS(CT2000{n L/cGoat anti-human IgG(H&L)-HRP(American 

OualexttM)£50yu,L/r> xjUT'^JE Ls 1 B^P^HS L/c0 Tween20-PBS(Ci: £ 

/9u&^ ABTS (2, 2-Az i no-bi s(3-ethy Ibenzoth i azo I i ne)-6-su Ifon i c acid)( 

Thermo Fisher*±M)£50ML/^ iJUT':fr>E LT3§fe£l±/co 5% SDS}^£50 

ML/^iJUT':fr}ELfgfe£{¥±L/co +tyy°J^M^5 nms 'J7 7I/VXS 
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S490 nnHC^tf •i>P$7lclS: (415 nm-490 nm) £7°U — h 'J — 

L/c o 

[0288] h/)^125 mLH^ 7 ̂ X=l^<hJIII 

/^IJA^LS Mt/hAxl-hFc^iiM£/l!J!^ L/CO 

LTI^L/C0 

[0289] IfUHlC, (4) -eiXt#L/cpKTABEX-mAxl-mFc£ffllNT, mAxl-mFc£:£fggMiffl 

SStt£t#/c0 mAxl-mFc(Z)^iiM(is ±§E<h in^CELISA^CTMl^^rfr^/cQ 

LT, PBST'100{n^lKL/cPolyclonal Rabbit Anti-mouse Immunog 

lobulins (DakottM)£f^ffl L. 2^ft,h LT1% BSA-PBS(CT400fe(C^|RL 

/cPolyclonal Rabbit Ant i-mouse Immunoglobulins HRP (DakottM) L 

tco *I^pnp iZ &£^P CD ~7 0 X IgG1 mW £ ^ /co 

[0290] (6) cAxl-hFc^t/rAxl-hFc-i®tt^Illffl^©^M 

cAx l-hFc&t/rAxl-hFc©-i®ttfgIltt£^Mt" &/c<ft, 

^^-^iALfco 

cAxl-hFc^.t/rAxl-hFc^ii^:fsii||^(h LTCHO-S (Life Tecnologies£tM 

) £ffllN/co mM L-Glutamine (invitrogenttM) £"atjNFre 

e Style CHO (invitrogenttM) L. 37°C, 5% C02^#TTlJ5^9iM 

L/co 

[0291] (2) "e^ML/c1.25mg CDpKTABEX-cAx l-hFc£20mLCDOpt i -Pro SFM (invit 

rogen£t!^) t,Zs j£/c% 1.25mLCDFreeStyle MAX Reagent (invitrogen£t!^) 

£20mL©Optipro SFMtC^-tl^ftl}^? Ls L/c0 ±§E— 

Ma Ls ^-ei5^rPmsL/c0 mM&&te*c\\o-si&mmzffiT[;. cAxi-h 
Fc-i®tt^Il»tt£t#/c0 |W]^i(C LTs (3) -e^ML/cpKTABEX-rAxl-hFc 

ttm^Ts rhxi-hFc-m^mmmfotkmtco 
[0292] (7) £fflAxl-hFc&t/mAxl-mFc(Z)fiM 

(5) -eiXt#L/chAxl-hFcMmAxl-mFcS^Il»tt£. 

=ny^xz\x7BmmmLtcms 
L/co 0JjX L/cip#±;f Ls t#^tl/c:fc£ii±;§ £0. 22 yu,m7'f,iU 
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|W]*§©# 

)iiX\ mAxl-mFc£#k\t£i|±;§£jpl^ L/c0 

[0293] £/c, (6) -eiXt#L/ccAxl-hFc^t/rAxl-hFc—mM©L-

Glutamine (invitrogen£t!^) L/c Free Style CHO (invitrogen£t!^) 

CISL, E^77XPt5B^#L/ci, i£#±;i£H]J|XL/c0 ®J|XLfc 

ip||-t/§£j34>:frit Ls tf'Qtl/cipftijf £0. 22 ju,m7 -f )U$ — 

d. <hT'cAxl-hFc£'atjNi:S#±;f £IMIM L/co rAxl-hFc 

£#^iM±;f£IiML/co 

[0294] ilML/ci£#±;ifr<^ y £fflAxl-Fc£ffML/c0 

(iHiTrap MabSelect SuRe (GE L/c0 %btltcMWk 

MIT17 <;u^-£ffl^TMa5iiL/cti, 

/co mmmz o) 
L/co hAxl-hFc% mAxl-mFc% cAxL—hFci?ctt/rAxl-hFcCDP$7lc#i&(is ?tl? 

tl\. 38% 1.54, 1.42£<fctf1.8-e£>ofc0 

[0295] [^Jfe0iJ4] ftfrirCt: KGas6^y^P 

(D 

US7547767^I^0^|ffl»(C|E®^ tlX ^£*/[Gas6^ J 0 U~i~ Mn.it WG1 ©VH 

RXf\ll(Dik&Mm (US7547767^0Mffl»©SEQ ID NO : 25, 27) £t<h(CL 

Xs mmw (j-^Ts cNTo^ft.hiES'r^) 
^^)i-e^ML/co IDTtttCT. mom*(DVmtf\IL(Dikmm(D±^f$%:t:j 
l\ RcM^&A^Co CNT0Kft(Z)VH^t/VL(Z)J^Sl3^£, ? 

63(C§Ei6L/c0 £/C, CNT0*/CftmH&t/VL©7$ 71113 

^tl^tll3?U#^62, 64(C|ESL/co US7547767(C£^TI3?U#^25-e 

^^^tl^WG1©VH© ikmm (D 305# @ tf N £ IE® £ tlT ̂  tc tc £>, tl/<V 
hCDt: h J/Lftl3^lJfji$lx (Sequences of Proteins of Immunological Interest 

, US Dept Health and Human Services (1991) ) &^ti^S#!!!CDiHS<h P 

K>£ffM-t£304, 306#S©^SSB5!J<fcy. 305#@CDiUSt LTf 

^IfflL/co fgIlffl^^-pKANTEX93 (WO97/10354) CDjg^&ftSlC&fc]© 
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}£ T'CNTOl/tft CO £ If A U CNTOftftfg^^-T'&SpKANTEX 

-CNTO^^U/co 

[0296] (2) 

^l»J2 (5) dhfr^^|IUfcCHO«tC, (DTiiMLtcp 

KANTEX-CNTO£^A U CNTO|/Cft£^IjE«tt£^M Ltc0 

[0297] o) mom^o'rnm 
(2) 500 nM MTmtuzmmis m 

^(Cs inEX-CELL 302 (6mM L-Gluta 

mine% 100nM 3, 3', 5-Tr i iodo-L-thyronine sodium salt% 50yu,g/mL Gentamic 

in £#fr) IC&&U 5B r^iLfct, i£#±;i£0J]X L/c0 0J$L/ci£# 

±/f Ls ±;f£0.22 ix m7 4 ){/$— ZiM't & Z. tX'CNTO 

$m L tc0 

<ty, ®^0^)i^CNTOKft£|fMLfco MabSe 

lect SuRe (GE L/c0 0.22 

Mm7 §i»Cffl^/c0 CNTOj/CftM^il 

1.431:'$) z> fc0 

[0298] [^»y5] JrCt; KGas6^7 ^ 

(1) 

^Wy2 (9) -e^L/chGas6-Ft/c(irGas6-F£% Tl# tl/cKO^ 

-?OX(D$&mztts TVo.j'sy K <h L'OKiit'fbT^U^ — ^ 

Ix (Antibodies A Laboratory Manual,Cold Spring Harbor Laboratory,p99, 

1988) , M0P^7^f> *m^tco 

[0299] 1 t-J 80 ixKDy^mitT^S-O A, &T/5 ML©S0D£ 
hGas6-Fgfc(i rGas6-F£<Dmffifa%MULtc0 m&71 

•J 30 M.g®hGas6-FS/c(irGas6-F^-^^n^d;9s 1^>1)S£K0 7.(D 

SI^^(c|S^U/co 

[0300] yV=LJ<y Us h£#<5/)Tf+40 

ll^fco hGas6-F©<7^£ft,^(Cffil/N/cS¥<hs rGas6-F <h hGas6-F t 
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tco m^Ltcnm* utmrn H>fc>p^x>ttM) ^-e^L/cm, 
(1200 rpm, 5£f^) IZ£ V 0JjX Ltca mbtltcB&MB&M 

ft&s TfcdRM&'afcZ. tfrbs RED Blood Cell Lysing Buffer ('y^^ttM 

) »JPU 37°CT-J5J^1±T^M£P&£L/CO MEMi£ 

mx-2Ett&Ltcm, mmm^z^tco 
[0301] (2) 

S-yWT-yM'^OX #iSSfi«*fcP3X63Ag8U. 1 (P3-U1 :ATCCi: <<JIi 

A)£s 10%FCS (MOREGATE BIOTECHftM) £#frRPMI1640 (WakottM) lZXt% 

SLN £- LXl/N/c0 

[0302] (3) /W 7"U 

0)x-mbtitc^oxmm,t (2) Tl#e>ftfc#iisfi«£8: I©sy^-e 
Ma U ia/t>^SI (1200 rpm, 5£f^) L/c0 («£¥) iZ 

LTs 0.5 mKZ)^1; if UV^'J P-JU- 1000 (P:>ZL • 7>f 

L&^IQS ^^(CJPA./CO &IC, 37°C©7j< 

>§©^-eMMt(Cl mL ©MEM£1^^Pi-e50JPx., ftti(C45 mL CDMEM£Jp 

7Ltc0 ?(Dm. ia/t>^Si (900rpm% 5£f^) L/c0 %btltcftMWft («£¥ 

) HATi£±fe (10%^^^^;!L/cRPMI1640i^±te(C, HAT Media Sup 

plement('f > If h P £/lsJP L/cip±te) 

5Xl0Wplate(CliML/co x )V7°[s-h tC200 Ml_-f^ 

SfflU 37°C% 5% C02©^#T-eiML/co 0 x U 

(cjg L /c«i&(c ft £tu B ic, HATi£±fe£IN'XimZ£&Ltc0 

[0303] (4) /\-r 7'J K — -?(DXt U — — 

(3) tMlfcA'f 7°U K — 7C^^T, fc v h©Gas6<hAxl<h 

SA)i(C Tjlitft L /to 

[0304] 96-^7 xJUCDELISAffl 7°U-h (NuncttM) (C, 2 jiig/mL CDhAxl-hFc 

^ (^»y3 (7) T?SX?#UfchAxl-hFc^&£, PBS (t^7^T^^ttl) 
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£50 AtL/*iju-e#£u 4°c-e-^ifSLTPM^i±/c 

o l^7°u-h £Tween20-PBS-e50^)f L/cti, 1% BSA-PBS 

ttM) £300 1x1/0 xjUjPx.% ^;m"C10t^|fSLT7°P Ls Tween2 

0-PBS (WakottM) -e50}^}f Lfco 

[0305] ^T©^)i-eiiML/cJ5Mt£l^7°U-h(C50 yu-L/^ x jU"e^)E L 

s L/cfis Tween20-PBS"C5[s]}7lc/# L/co 100 ng/m 

L 0hGas6-F}^ (HMJ2 (9) T??#e>ftfchGas6-F^&£1X BSA-PBS 

LfcS§&) £s /W 7"U K-^©i£#±;iX&/W 7"'J (Pitt 

£#fi-f^ii^L. 4°c-e30^iis-r^d^:-eiiML/co 

[0306] LT1% BSA-PBST'2000{nL/cMonoclonaI ANTI-FLA 

G M2-Peroxidase (HRP) antibody produced in mouse (Sigma-Aldrich) £% 

50 ixl/O xJUT'^>3E Ls iSt'1 L/c0 d.CD7°U — h £Tween20-PBS 

T50&&L. TMB (Sigma-AldrichttM) £50 fxl/O xJUfSflp LTJ5J^£1± 

tco jS^ft0#^-eiN (WakottM) £50 ML/t7xjU^PLTJ5J^£{¥± 

nm% >J 7 7 U yX}fcM570 

nnHC^tf •SP.ST'GIS; (450 nm-570 nm) £7°U — h 'J — £ffll/NTMJ£ L/c 

O 

[0307] hGas6<h hAx I <h CD£Pi#"f" •&J/bftA*/\-f 7° U K-

ttiT^/cif^i, §£i£#±;i£;^Jp L/c^ xjK£>P#^;Jt& 

. ̂ tWM£»L/c^xjU(Z)P«Si:l'J fct, ltt)ttl£ 

^JP L/c^xJUi: y tP^S/)M£^r>xjU£)l^Ls ^l^^xjKC^JP L/c 

i£#±;i lcttJ&-r£/W 7°U K-T£)1^L/CO 

[0308] |t|^©^-e, rGas6(h rAxl^CDip-n £^§#1"£ J/Lft£jllj£t"7°U K 

— T£J1IR L/c0 y-y?J\stLXmMM2(9)s ^Wy3(7)Tl#^tl/crGas6-F 

, rAxl-hFc£f£ffl L/co 

[0309] (5) ®ffiKJl£ffllN/cGas6i^Stt)iy^ELISA 

&TlZtmtZ>mWs^£LIS^Z&y, (4) T?]14R Lfc/W 7"'J K-T 

CDipSiM^CDl/bft^s hGas6-F^.t/rGas6-F(C|p-n Ls hGas6<hffi|W]ttCDi^l/N 
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fc KProtei nS$.t/FLAG-tag(BAP-F) (Ctilp-n tl <h L/c0 

[0310] ELISAffi7°U-h (CP&*£ 1±£LT, ̂ Wy2(9)"effM L/chGas6-F 

% rGas6-F% hGas6<hffi|W]ttCDi^l/NHuman Protein S(fc hlfil/itl±l^s Enzyme Re 

search Laboratories£tl^)X(£Carboxy-terminal FLAG-BAP Fusion Protein 

(£IT. BAP-F^IE*^) (Sigma-AldrichttM)£M Lfco 

[0311] 96-^7 xjKDELISAffi 7°U-h (NuncttM) 2 jLtg/mL©±|Btn;Jl^ 

& (£}/[Jl£PBS -eflML/ct©) £50 ML/^UU 

4°C-e-^lfSLTPM^1±/co Tween20-PBS-e50^)f L/cm, 1% 

BSA-PBS £300 ML/^IJUJQPU ^-C10#F^flSU 

T^P^V^U Tween20-PBS (WakottM) T?50MLfco 

lt<h LT/W 7"'J K —£50 juL/-} xU ̂̂ 10#^ 

iiLfci, Tween20-PBS-e50^)f L/co 1% BSA-PBS£ffl^T2000fe 

(C^fKL/cpolyclonal goat ant i-mouse immunog lobu I i ns/HRP (Dako, P0447 

) £% 50 ML/^xjU-e^JEL. ^-ei0t^HSL/co 7°U-K£Tween20-P 

BS-e50^)fL. TMB (Sigma-AldrichttM) £50 VLL/O XJUfSflp LTJ5J^£ 

1±. 1N mk (WakottM) £50 fxl/O xJUfSflp LTJ5J^£ 
Ht>7°>'U^S450 nm% 'J 7 T7 U >7.^^570 nnH;i£tf •i>P$7lclS: (4 

50 nm-570 nm) £7°U — h U — (Spectra Max, Molecular Devices£tM 

) £ffl^T)iy^L/c0 

[0312] (6) /\-f7"U K-7©^ • — 

(4) (5) -e^L/c/x-r^U (10%£ 

:>In fulfil/its 1% HT Supllement (^ > fc'h •'vx >£tl^) % 0.2% Gentamici 

n Sulfate Solution (1~ t) ̂  4 "r X $±M) £^JPL/cs I7^P> • -^P 

-">y^zL-A (i-f^7ttl) ) £ffllNTPSfM&JGRU 96-^x^7° 

U-K(cSfflL^P->^£ft^/c0 £p->jb(ii0©«^ft^/co J*Lt©& 

(C ^ % fc KGas6(Cip-n Ls ^^(Cfc h v KGas6<hAxl<h 

0^£PI7°U K-7£ziflU 

tc0 
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[0313] (7) /W 7"'J 

(6) tfllfc/W 7'U K-"7£, X10W100 mL9 

(CSffl L/co ip±fe(C(i5%(Z)Fetal Bovine Serum-Ultra Low Ig 

G (^ > If h •'vx >£tl^) £#foHybr idoma SFMi^itl} ('f > If h • S^x 

M) £ffl^/c0 «£370C-e7B^|fSi«L/cm, «£#fri£i-fe£0JlXL 
fco 0J|XL;/ci&Jfe£^/t>#SlU t#<Qtl/ci£#±;i £0.22 yu,m7 < -£ 

ffl^T3i§L/c0 

[0314] 7 y, 7°U K —"7 

hGas6^7^ J OU—tMtW KM5320|/[ft (£IT% KM5320-mK 

mn.its KM5321^ft (J^"F, KM5321-mKG1*/[ft<f tlESf &) 

£ffML/c0 UyXiProtein G Sepharose 4 Fast Flow(GE Hea lthcare£tM 

) £f£fflL/c0 0.22 yiim7 < JU^-£ffl^TSilfc 

^(CffllN/co ^Wy2(9)(C|ES©^)i-eP«#m£^l±l'r^^:. KM53 

20-mKGItrC^ KM5321-mKG1*/[ft(Mft#iSU£s ?ft^ftl. 54<^ 1.45"e^ /c 

o 

[0315] [^Jfe0iJ6] ;?»Jl£ffllN/cGas6i^SttM 

J^TJCiB^-rS^ELISA^^ffllNT. <£ y 5^Ci£^fi(Z)£fflGas6(C>tf 

1" £IXt#l/Cft©i^tt£5i§;g L fco 

[0316] £t\ 96-^7 xjKDELISAffi 7°U-h (NuncttM) 2 yiig/mL ©trCFLAGtrC 

ft[MonoclonaI ANTI-FLAG M2 antibody produced in mouse (Sigma-Aldrich 

ttM) £. PBS (t^)7^TX^ttl) -e^lKL/ct©]£50 jLtL/^xJU-e^ 

;iu 4°c-e-^iisLTPM^i±/co 1% BSA-PBS 

(j~lj T- £300 ML/^ xjUjpx.% IlI^T'l 0tl!t]ffS LT 7" • v 

*y<fL, Tween20-PBS (WakottM) T?50MLfco 

[0317] 1 yu-g/mL ©£fflGas6-FX&BAP-F)!§M^«y2(9m# £> tl/c£fflGas 

6-F}§)SX(iBAP-F (Sigma-AldrichttM) £s 1% BSA-PBS T'ltfKL/ct©] 5 

0 1x1/0 xJUT'^EE Ls ^/m"C10t^|fS L/ct^s Tween20-PBST'5[s]}7lc/# L/c 

o KM5320-mKG% KM5321-mKG^t/CNT0^ft£Biotin Labeling Kit-NH2 
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(DOJINDO1% BSA-PBST^ft>j§Jt(CilML/ct(Z)£50 

1x1/0 Ls L/co Z.(DZf\s— h £Tween20-PBS"C 

L/c tils 1% BSA-PBST'200{n^lKL/cStreptavidin HRP Conjugate (R 

&D*±gu) £50 ixL/O JLJIU^-ei0t^HSL/co d©7°U-h£T 

ween20-PBST'5[s]}7lc/# Ls TMB (Sigma-Aldr ichftM) £50 fxl/O U 

TJ5J&£H\ 1N (WakottM) £50 juL/-} iJUflflP U 

TjxJfc£telt£l±\ Ht>7°>'UM450 nm% 'J 7 7 U >7>;$S570 nnHC£tt£ 

P«Jt (450 nm-570 nm) £, 7°U-h U-^-£ffl^T}iy^ L/c0 

[0318] £/c, I3tf§l/Cft©fc h7°PTM ^W05 (5) <h^*§(Z) 

ijfe-emfcbtco 
M5320-mKG% KM5321 -mKG&t/CNTOj/Cft £ 1 %BSA-PBS&}j§Jt (C HfK L T {£ 

fflLfco LT, 1% BSA-PBS-e200{^|KL/cStreptavidin HRP 

Conjugate (R&DftM) L/c0 

[0319] £^HCIE®"T^o KM5320-mKG1|/[ft. ^t/KM5321-mKG1^ft(i, fc KGa 

s6-F% JUGas6-F% ^ y KGas6-F^.t/"7 0 7vGas6-F(Cipn" L% fc h Protein S 

^.t/BAP-F(C(ifpcT /cQ KM5320-mKG1 }/[{* MKM5321-

mKG1|/Lft(i% fc KGas6% "tJUGasB^ ^,vhGas6% JkTf'? 0 7vGas6(C^#S^](c 

[0320] t/c, KM5320-mKGlKft^t/KM5321-mKG1^ft(Z)fc KGas6-F(C>tf 1" 

fete. trC^I®0.0003jLtg/mL T?*£di£ft. 0. 04JLtg/mL-eg^S'l4^ii L/c0 

CNT0tn;^©fc WasG-HZtttZ&'&fSmZ. l/Cft>j§Jt0.04jLtg/mL-e^ 

!±! £ ft, 5Atg/mL-e fc KM5320-mKG1KM5321 -mKG1 

(^1-A) o KM5320-mKG1 }/[{* MKM5 

321-mKG1 }/[{*&. CNTOirCflsJ; y fc^^HC£fflGas6(Ci^-t £ d £tf^Sftfc 

o 

[0321] [^»y7] ^Gas6^ 7 ̂  •-^M/Cft©Gas6<hAxI <h 

KM5320-mKG1^ft, KM5321-mKGlKft^t/CNT0Kft(C^^T, HMJ5 (4) 

£ [R]IH(DX\ £fflGas6Ax I <h (Z)ip*n"P§.tt£)iy/E U/c0 
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100 ng/mL©£fflGas6-F}^ (^«y2(9m# tlfc£«Gas6-F}^£1% BSA 

-PBS-e^lKL/c}^) (^»y4(3)^t/^ 

BSA-PBS-C^ufct©) 

[0322] iSm£^2(C|ES'r^o KM5320-mKG1^ft, KM5321-mKG1^ft(i, fc k V~)l 

s 7'?K &t/T^XGas6<h^tl^tl(Z)fflfi5fc(Z)Axl<h(Z)i^£PiSLfco KM 

5320-mKGU/LftTiis 50 ng/mL© fc hGas6(C£t" Ls $*j200 ng/mL 

Lfc^C, fc KGas6<h fc hAxl<h©i^£&&^u^CPI# Lfco fc KGas6©^ 

?m^70 kDa, 140-150 kDa 

tes mWtGas6m:-\(DT:JimJkbtX'h^t^lZs KM5320-mKG1J/Cft&. fc KG 
as6<h fc mmz, KM5321-mK 
GlirbftT'tis 50 ng/mL© fc KGas6(C^)" Ls $*J60 ng/mLLfcPI^C 

, fc KGas6<h fc KAxl<h(Z)i^£&&^u^CPiS Lfco ft. fat 

Gas6tf1:2<D=E)\,m&tk-Z$>Zt%lZs KM5321-mKG1^ft(i, fchGas6<hfchA 

x 11 (D ^ (C PI# t Z> d 1£ tlfco 1 (Dmt (C ft *2#? © 

KM5321-mKGlKft(i#t(C^lNi^Stt£^'r^ d 

*J\ tl/Co 

[0323] CNTOirCtttt. teltfUfc&tfclJtlCfclNT. £fflGas6<hAxl<h(Z)i^£ 
£<PiSLftfr-3fc0 

£Lt<fcy, KM5320-mKG1^ft, KM5321-mKG1^ft(i, CNTO^ft <fc y fc&;*J & 

[0324] [^wy8] Gasmfefommpiv71-iiiztttzmmmvftm 
Gas6CD§:#ft<h LTtis Axl(D{&IZ, Sky&tfMertffcQ £>tlT^£0 Gas6M 

izf%$t Lfc^izm^tzts «ftT?&^IZ&nwtkfr Lfc$/ 
Ste-fb£ ti£o £ ©flfflJSft*>JMsiiiztttz 

(Dftm Zfemt Z tcSb. INfc U #- * - 7 
^•fe-r^^SteLfco 

[0325] Gas6^#ft(Zmir>^i-JUi^MlZ 
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Egr 1 (Ear Ly Growth Responese 1) CD^SeilB^y 

t/c, ^*-*©Egr1s§I$SB^y©T^CttJU 

Gas6^±IE©lffl^±©G 

as6^#ftEgr-1© 

EgrHiEgr1|Hle||3^[J(Cip-n Ls JU:> 7 x ̂  — izmfe?©^; 

H£i^P£l±£o Lfci)^T> 4M^tlfc;k>7x7-^0^3t3IS^ 

l±l 1" £ d £ IZ J: y, Gas6» (C <fc *> 

feMTZZttfVZZo 

[0326] (1) GasGggfamM^tf-vmm 
£t\ fc hAx KDmM^t # — &MMbfco 

— l3^LlS"^"26"T:'l^>b^tl£ fc KAxl(Z)m{s?l3^Ll (GeneCopo 

eiattM) (GenBank/7^ iz v is a >#-^NM 021913) t£$%_fo?h~£.tltcZf ^ X $ 

K£iisy«h LT^TtClES-r^^i-e^ML/co K\ £10 pmol 

(D 7°7-r^-22% 23 (IB?U#^50, 51) £ «fc tfP r i meSTAR HS DNA Polymerase 

(^^Ay^ttM) £#fr20 ML©J5J»£11MU 94°C-e5^^{^L/c 

ti, 98oc-ei0#rP^ 55°c-e5#p^ 72<c-c3#30#^£i+MUT30+M 

tJWDPCRZfj^tco tf^tl/cPCR^^Z^P-X^UBE^KtC^L. QIA 

quick Gel Extraction Kit (=^7^7 >£tM) lNT$^2. 7kbp©i||[|iiDNA||Tj=!r 

(hAxl(Z)±mSl3^[JtjNDNA|)fjn ) £0JjXL/co t/c, 

O $ - SrEcoRI&tf BamHI-eSfH^b U 715• -X ̂ UBE^K]IZ& 

L/cf^s OiAquick Gel Extraction Kit £^K\"C @ ft^DNAIffj^^^llX L/c0 

t#(Qtl/c2HIS©DNA|)rj=!r£In-Fusion HD Cloning Kit {0 • V ^ttM) 

hAxlM&^ft^^^* —£?#fco 

-^C#£ti£fc SAxlfcfc^SB^lC^lNTMrUfc^dS. !3^S^26-e^ 
fc hAxia{s?©1546#@©^ k>>^$^>(CS^tlT^/c0 

LfrU ftfiD^SSB^yiC^lNTtu yItlB^y^lW]— (Gen 

BankZ^-tz^^a >S^NP_068713)-e^y, IH l^SlB^y 

£t£d<hfr^ Lfco 
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[0327] 

fc PCRCOmmtLT, !3^S^52-e 

fc hSkySfc^lB^ (GenBankZ^-tr^^a >S^NM_006293) ) tf 

h* ^IfflLfco PCRlCtt, ± 

K\ £10 pmol©70^T-24% 25 (I3^S^54% 55) £<£ 

t/Pr imeSTAR Max DNA Polymerase t) ^"ttM) £"atjN20 ju,LCDJxJ/5 

98°C-ei0^^{^L/cm, 98°C"C10#Pe1s 55°CT5#^S 72°CT 

1 #30#F^£ 1+M £ LT30+M ©PCR£?rofcQ ?# £^^ 

-(C#£ti£fc hSky©j^g|B^C-^NTMfL/c<hd3. SB5!J#^52-e^fe 

£ft£fc KSky©J^Sl3^(Z)2168#@(Z)5l$y>A^> k> > tlT l^/c 

o LAvLs tlCDi^SlB^y(Cd\T fc, J ItlB^y^fH— (G 

enBankZ^-tr^^a >S^NP 06284) T?£>y, |f| L^SlB^CDmfc?#^ 

[0328] $-izmfrZs 

fr, fc KMerM^A.ft^Il^^^-£IiML/c0 PCR©^7°^X$ K<h LT 

s IB^y#-^-56"CII>b^ tl£ fc hMermfe^lB^k (GenBank/7^ iz y :> a ># 

^-NM 006343) ) ^I«^3Attl/c7°7X$ K (GeneCopoeiattM) L/c 

o PCR&, ±IE0ilSy7o7X$ K\ £10 pmol©70^T-26, 27 (IB^S^5 

8, 59) £ J;tfPr imeSTAR Max DNA Polymerase ($ tl ̂ tt±M) £#fr20 

ML©J5J»£11ML. 98°C-ei0^^{^L/cm, 98°C-ei0#P^ 55°CT5# 
72°C-e5#P^£1Ht-r LT30Ht-T ^;KZ)PCR£ft^/co 

[0329] (2) -JkX?)Uis7 

±§S (D -e^ML/c3ffl|I©Gas6S#ft^Il^^^-MU^-^-^^ 

^-£^T(C|E®-r^^)i-e?si«HEK293F« H > fc> • y'l >tt) (C 
#AL/c0 FreeStyle 293 Expression Medium (invitrog 

enttM) £ML. 37°C% 5% C02^#TTlJ5^: 9 i« L/c0 

— "7^7v(Z)Egr1 IHi^llB^y (IB^yS^-60) ^Jk>7i7-i—^ 
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(7°P (CjfAL/cpGL3-mEgr1£{£ffl L 

tc (Nature 444,770-774,2006, PNAS85(21), 7857-61,1988) 0 

[0330] £Gas6^#ft^ii/><^ $ — ̂ .t/pGL3-mEgr1 £Opt i —Pro SFM (invitrogen£t 

M) Ifc, 293fectin Transfection Reagent (invitrogen£t!^) £0ptip 

ro ifiWflliUfco ±§E=&£5I^U 

2Q^m& Ltcm, HEK293F«i£#;fc;f§T U WmMt 9 Ltca d 
9 fc KAxl-mEgr1$E^H?7°P;E-^-(Z)U 

fc KSky-mEgr1$E¥H?7°P^-^-(Z)U^-^-«^ 

fc KMer-mEgr1$E^H?7°P;E-^-(Z)U^-^-i|ffl^(hlE®'r^o 

[0331] (3) 

(2) -e^ML/c3ffl©Gas6g#ft (AxU Sky£/c&Mer) -mEgr1$E^H?7° 

P =£ — $ — CD \s# — $-|fflM&£1. 6X10W5 x)Vt &£ <fc 9 (C96^ x JUM 

fe7°U-K(C80ML-r^SfflL/co 80Mg/mL (««]£© 10{£>lJt) © 
KM5320-mKG1X(iKM5321-mKG1£#^±fe[^»y5(7)-et#/cKft}^£FreeSt 

yle 293 Expression Medium(invitrogenttl^)"T:'^fKL/c:kCD]£10ju.L/r!7 x. 

JU"C^JPU -0tP^ffSi£#L/co ;M 7^-f 7°P> hP-JU-h LT, ±§E 

<h |^1I©^£T'!PSS L/c80ju,g/ml_CDIgG1 isotype control (purified mouse 

monoclonal IgGU R&DftM)xJU-Cflflp L/c0 

[0332] 20Mg/mL (||«]t©10{£>j§Jt) 0hGas6-F£#fri£iM^«y2(9 

)T'IMIM L/chGas6-F }§;S£FreeSty le 293 Expression MediumT'^lKU/ct 

©]£10ML/t7xjU-e»L. IISiML/co t/c, LT±§E« 

fotmimfr&muLtco^)\sbmMLtc0 (s 
teady Glo Luciferase assay system^ 70P^^fttM) £100 /xL/O 

JPU (VeritasttM) xJU©fg^Jt£» L 

tc0 

[0333] |p^:£H|3(C|E®t"'2)o hGas6-F<hIsotype control L/c0t(i% lNlf 

tl(Z)Gas6g#ft^y^Ili|ffl^(Cfc^NTt, Ltc^tJzt^Tfg 

^Jt^3{£*MJti^P L/co —Us hGas6-Ft.KM5320-mKG1 tc&KM5321 -mKG1 
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[0334] L/ci: 9 IZs LT 

, 3L=>-ii(D%%?&&tfm\\tZ>o Ltctf-i X, fc KGas6 

& ts mzmwi-jufcmmm* 
ft'&it^tl&Z.t, £<*:t/KM5320-mKGU KM5321-mKGH£lN-f ^§£St^b 

£ ISS lJ~•?> tl 

[0335] £/c, ^Jfe0J7£|l^©;£&-Cf+irr££. KM5320-mKG1^ft, KM5321-mKG1 

irCftttlN-fftfc, Kft^Gas6^2:1©;E>'U}jiST\ Gas6lZ£ZMBfo*>V1-)\' 

i^MW(D)^mt^±lzm^[,tc0 Z.(DZ.£frb, KM5320-mKG1^ft, KM53 

21 -mKG 1 mt MIZ Si IN * ffl £ M t £ d <h £ tl tc o 

[0336] [^«y9] 

^©irCfc KGas6^y £ • —^UirCft©^ 

HMJ8J: y Gas6<hGas6g#ft©i^Ci: y 

Mti&fois?1-)\'lZtttZ>$SlM$ifo<DWm%:fe^[stc0 Gas6©^£ <fc y Gas6 

tfSae>ftTlN£0 ?(Dtclsbs £Gas6g#ft£^^(C^HLTlN^fc 

(Science I l*tlk mzt t* AMB£nd,MtZ 

) ^TtciES-r^^i-eGase^ptc^^Akt©1; >l^bu^;u£ 

*i!±! L/co 

[0337] fc h^+fV^AlfflJ^CAxL Sky, Mer©£Gas6g#{WfgIl LTIN£ £ £ 

^p©^)i-eFACsm/f£ft9 d^(ci;y5iiHL/co FACSMTICOIN-C, 

£Gas6^#ft(Z)^ttl(C(i% ?tl?'tls Ant i -Ax I antibody (abcam£t!^% MM00 

98-2N33) , Human Dtk MAb (R&DftMs Clone 96201), Human Mer MAb (R&Dft 

Ms Clone 125518)£^lNfCo ~^^/[ft(C(iAlexa Fluor 488 goat anti-mous 

e IgG (H+L) Ant i body (invitrogen£t!^)£^H,NfCo 

[0338] fc h ̂  V'y^O A|ffliS£Mesang i a I Cell Medium (Sc i ence I l£t§^ £lTs 

MCM<hlEt") IZ2% FBS^.t/1% mesangial cell growth supplement (MCM(C;f^{\t 

©fc©) ^iJjPL/ciSilClIL, Q.5XWm/0 
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7°U-McSfflLT. 37°C% 5% C02£#~F-CflSi&^ Lfco 2BmZs 

^M£#£&^MCM(c£^LTffSi£#Lfc0 ^xJU^MCM-e-m 
2fc & U 400 L/ £ x JU ©MCM £ frfc £ gSflP L fc0 

[0339] xiz, MCM?-mmmjg(Dwismjg£ti:z£?izmRLfcmMm(3)?-mmL 
tcmwy-y y°)l. hAXL-hFc&t/jM 7^-f 7°P > hP-M/Lft£50ju,L/7:i: 
JU*e^iJD Us Lfco 7M V ̂  -f 7°P > h P -M/Cft 

M) (C(iIgG1 isotype control (purified mouse monoclonal IgGU R&D£tM 

)£ffl^fc0 m^Xs (0.1 /-ig/mL) ©10te*lj££&£ <fc 9 IZft 
IKLfc. hGas6-Ffc L< &MCM©<^£50ML/7 xjl^JP L. 10^ffSi£#L 
fc o 7K-tT'ip±fe£P^i Ls Protease inhibitor cocktail (^>^77^ K'J ^ 

fttM) tj'PBST'/Tt/^^s Protease inhibitor cocktai I<h2-;>< 7° h 

;OttM)£#frPBST-5{£ltfKLfcLane Marker Non-R 

educing Sample Buffer (Thermo Fisher£t!^) £120yu,L/r> xJU^Jp Lfco 

[0340] £t7xjU^OT>7oJU£0JJXU 95°C-ei0^^Jp^Lfco ^^©^>7° 

>/U£e • A^xJU (5-20%, ATTOttM) (C^Lfctt. SDS7^ U JU7 $ K^U 

y ^>/^I^ilfco K^-T 

7°P >> K)i-ePVDF|l(C$E^Ls CiXry^P'yjO^T^fco —^trC 

trCAktirC^ (Cell Signaling*^ #4691) £1000{£ltfKs t L <& 

^/bPhospho-Akt(Ser273) (Cell Signaling£t!^% #4060) £2000{n^lKL 

fct©£ffl^fc0 ^trC^tCtttrC^try KlgG^ft-HRP (dakottg^ P0448) 
£ffllNfc0 5%©ECL Blocking Agent (GE^sJl/X^rTti: 

m £#&1XTBST (Santa CruzftM) &{Lfco fgfegftlCttECL Select 

Western Blotting Detection Reagent (GE'MUTv^ZttM) ImageO 

uant LAS500 (GELfco 

[0341] ;*+f>^A«(ChGas6»Jp-t£<h, Akt©'J> 

iHbU^JU^/LitLfco —Us hAXL-hFc, KM5320-mKG1^ft^t/KM5321-mKG1 

irCftli* tlthGas6(Ci:£Akt© <J >I^b ̂ ^©/Lit^s 

»J Lfco ^fcs Isotype control (i% hGas6(C<£ •SAkt© U Vlt'fb U^JU© 
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/LtZf)x-otco 

[0342] dCDfSHi: "-J, KM5320-mKG1^ft, KM5321-mKG1^ft(i, ^Gas6g#ft£ 

fgHLT^£t: hGas6»(Ci; 

ft 9 ifTjk £ titco 

[0343] [mfe0U10] ^SI^B^rotrCt; hGas6^y 0 hGas6^y 0 

• -i-t 

hGas6(Ci^t£frgfr£, £jl^ELISA£ 

[0344] I^ELISAti^TtClES-r^^^-eft^/co 96^ x JKDELISAffl 7° U - h (N 

uncttM) Monoclonal ANTI-FLAG M2 antibody produced in mouse (Sigm 

a-Aldr ichttM) £% PBS (i~t) "y-i T'2 yu-g/mUCfiM L/ct© 

£50 AtL/^iju-e#£u 4°c-e-^lfSLTPM^i±/co 

1% BSA-PBS (t^)7^TX^ttl) £300 ML/^IJUJQPU ^ 

-ei0tP^ffSLT7"Pydr>yU Tween20-PBS (WakottM) T50&& 

hGas6-F£1% BSA-PBS TM Mg/mL©}j§]t (CilM L/ct ©£50 /AL/^I 

LN ^/MT' 1 U fc0 

[0345] ^Wy4(3)-eiiML/cCNT0^ft£Biotin Labeling Kit-NH2(DOJINDO 

tttO-etr^WbU siit>j§Jt (2Mg/mL) ©={£}j§]t 9 (C1 % BSA-

PBS-e^lKLT. ^f>MT0Kft}^£IiSL/co t/c, LT 

^Wy5(7)-eiiML/c^I^|(Z)KM5320-mKGlKft, KM5321-mKG1^ft, RXfiM 

Wy4(3)-eiiML/c^I^©CNTO300£ftit)JiS©-fe)jiS«h^^i;9(Cl% B 

SA-PBs-e^iKL. ?n?n*¥XTy4tmom*WsLtmmt'DW^L. ^ 
/m"C10tPp^|fS Lfco 7°U—h£s Tween20-PBST'5[s]}7lc/# L/cf^s ±IB©/M'n 

Ht>7°;U£50 jLtL/^xJU-e^U. ^-ei0tP^HSL/co 

[0346] ±IE©7°U-h£Tween20-PBS-e50}^}f L/ctt, 1% BSA-PBST'200{§^|R L 

/cStreptavidin HRP Conjugate (R&DftM) £50 (JLL/O xjUT'^JE Ls Igi/mi 

"ei0tP^HSL/co 7°U-h £Tween20-PBS-e50^)f U TMB (Sigma-Aldr ich 

ttM) £50 ML/t7xjU»LTfgfe£l±, 
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1N Mik (WakottM) £50 \x > 7°>/UM450 nm, U77 

U>7>;j£S570 nm(Cd3^'i)P^7lcS (450 nm-570 nm) £7°U — h U — £ffl 

^T)iy^L/c0 

[0347] ^£^5^13^1-^0 CNTOftte£$ifctlft£ Ufcif^tt, U t 

iMTlfco ~15. KM5320-mKGlKft, KM5321-mKG1 J/[ft£W?t)lt<h 

Lfc*I^£. 

*I!$©Gas6^y KGas6 

IZteGTZtZ. tiTtSo ftoT. KM5 

320-mKG1 Kft^t/KM5321 -mKG1 <h CNTOtrCft <h It, (ChGas6(C|^ 

TZ> Z ttfyjk^tltco 

[0348] [^»yi1] JrCt; KGas6^ y ^ • -^M/Lft©VH&t/VI_£ p -

EB5U0JIM® 

(1) JrCb KGas6^y ^ PW 7°U K-^«fr£>©»IA(Z) 

5X106{|HCDKM5320-mKG 1 JrCft% KM5321-mKG1J/[ft£^ft^tljt£-t 7°U 

RNAeasy Mini kit (QIAGENftM) JktfQW shredder (QIAGENft 

M) WA£IiML/co 

[0349] (2) KGas6^y ^P-^-jUKft(Z)VH^t/VL(Z)m{s?^P-->y 

(1) -eiXtfL/c 1 yngCD»IAfr£>% SMARTer RACE cDNA Amplification Ki 

t (ClontechttM) cDNA£#llfc0 t# <Q tlfccDNA£ti§y <h LT, 

h;^{\t(Z)ZL-/<-Ht>'U707-r V—A mix (7 * 7-K7°^-f T-£#^ 

1"^) Tr>7>IgG1filI^^^I±i£p-Kt"£ U/<-7>707-r V— (7°^ 

-f "7—28 (15^011-^-65) ) ^.t/Pr imeSTAR Max DNA Polymerase t) 

^ttM)£#^25ML©J5Mt£IiMU. PCR£ft^fco PCR(i, 98oCei0#^ 

{£;U L tcm. 98°CU10#rel 55°CRXflTCU5%m £ 1 y-J <7 JltL 
T30Ht-r £Kft©VH©a{s?£#^DNAif^£±^^ Lfco 

[0350] tfc, ZL-/<-Ht;U707-r T-A^^^Xlg (/c) (7° 

^K^-29 (IB?U#^66) ) £ffllNT|t|^tCPCR£^Tl\ 
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£#frDNA|ff^£i^iLfc0 OIAqu 

ick Gel Extraction Kit (dp^/f^MD £ffl^Ti^iDNA|ff^£0JJX Lfco 

t#£>tlfci^iDNA|ff^£% ZERO BLUNT TOPO PCR CLONING KIT (-f>£p 

>ttM) £ffl^TpCR4-Blunt-T0P0^^^-(C^AL. HMJ2(1) <hm§(Dl5 

K£IXt#Lfc0 W*btltc7°?XS K0J£SS3?y£fl¥#rL. CDNA 

©5' 3«(C||^P K><h^£ft£ATG|B^#£-t£^:§|(Z)VH cDNA, & 

VL cDNA^IXt# £ tltc Z t £fils§ L fcQ 

[0351] (3) SGas6^y£p-^UftteV^©»{5?S3^y©Mr 

(2) Tl#^tl/cKM5320-mKGlKft(Z)VH(Z)^Sl3^£l3^S^67(C, §£|3 

?yfr tlfc, *>^JUS3?y£^A,fcVH©£;p$ 7I£I3?U£I3?U#^68 

(C% I3^[JS"^"68(C^ Lfc/7^ y Itl3^yAV|Q'v y^JUE^y^P&^/cT7 $ y Itl3 

^y£l3^y#^69(C^tl^tl^L/c0 t/c, KM5320-mKG1J/[ft©VL(Z)^g|3?y 

£i3^y#^70(c, v</i-)^m^A,tc\ii(D±y$ 

j i£i3?y£i3?y#^7i (c% i3^y#^7i (c^j\ L tci7 $ y i£i3^y/)v£> v9~yJH3 

?y £P&^fc 7 $ y iti3^y £i3^y#^72(c^ti^ti^ L fcQ 

[0352] KM5321-mKG1^ft(Z)VH(Z)^Sl3^y£l3^yS^73(C, 1^13^^ £>}#££ tltc 
, wi-)iMm%:<3A,tcvm±7$ ;mm%mm^iMzs i3?y#^74(c 
^ Ltcj7 s. y iti3^y/)v,Q'vy^">'H3^y£P^i/N/c77 $ y iti3^y£i3^y#"^"75(c 
?tl?tl^Ltc0 £fc, KM5321-mKG1^ft(Z)VL(Z)^Sl3^y£l3^yS^76(C, 

^y^ui3?y£#A,fcvL©£7$ 

^77(C, l3^y#^77(C^L/c7$ yitl3^y^^^y^;H3^y£P^^/cl3^y£ 

I3^y#^78(c^tl^tl^ Lfco 

[0353] j^PCDT'^$ [SEQUENCES of Proteins ofImmunologicaI 

Interest^ US Dept. Health and Human Services (1991) ] t. (Z)J;b$x/)v^ 

i£it L tc&*(DcmM£fiBV ^UI3^£#W<M5320-mKG1J/Cft. KM5321 -mKG 

1 trCft £P— Kf £ ̂ ^ScDNA-e fc & Z t £ fit IS L fcQ 

[0354] y ^7 P-^-jU^ft(Z)VHS.t/VL(Z)CDR£% $ J Itl3^y ttt, 

$&TZZtlZj:i>jmfeLtco KM5320-mKG1^ft(Z)VH(Z)CDRU CDR2^t/CDR3©7 
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$ 80&tf8HC, VL0CDRU CDR2&tfCDR3© j7 $ J It 

lfl?U£lfl^#^82% 83&tm(C^tl^tl^L/c0 KM5321-mKG1^ft(Z)VH(Z)CDR1 

, CDR2^t/CDR3©7$ 7ItlB^£IB^S^85, 86&t/87(C, VLCDCDRU CDR2 

J$.ZfCVR3(D7 $ y ItlB^[J£IB^[JS"^"88% 89^.t/90(C^-tl^ftl^ L/c0 

[0355] [^»U12] J/Et: hGasBT 7 7,-^ V h ^mW(DWMk 

^T(C|ES1";S^")i"eKGas6Tr>7>;Ey 0 •— i~Mn,W KM5320-mKG1}/Cft 

^.t/KM5321-mKGU/LWlf-i?1? 0 y h IgG1 ̂  ̂  "y^KW (-l^lTs y h 

^iifco ^ti^ti©^ K^^^K 

M5320-rKG1 m,WJkmm32] -rKG1 <h lEtfcf £o 

[0356] (1) ^ v h $ — (OMM 

<?$-om^ftfestc, KM532©-rKGimwom 

m±m(oikmm (iB^ys^9D £j;tmgt£s©i&sss?y (iB?y#^93) 

SB*y#^91-C^b£tl£KM532 

0-rKG1^ft(Z)filI^S©J^SlB^y(i. KM5320trC^©VH©^SSB5y (IB^S 

^67) KlgGlfill^t^^^^mfe^lB^y^^^^o t/c, IB 

^S^93-e^^^tl^KM5320-rKGlKft(Z)glI^S©J^SlB^y(i. KM5320^ft 

(D\ll(D±ikmm (IB^y#^70) <>1 ^ h Ig U) 

^y & b & %> o 

[0357] iwi^itc LTs KM5321-
rrnmt(Dmm±m(D^mm (iB?y#^95) £j;tmgt£s©i&sss?y ( 
IB^S^97) iB^y#^95-e^ 

t) £ tl £ KM5321 - r KG 1 trCtis © © J^SIB^ KM5321 © VH (D ±ik& 

IB^y (IB^y#^73) hIgG1fifI£t1M£#frm{K?IB?yfr£>& 

Z>o t/c, IB^y#^97-e^^^tl^KM5321-rKGlKft(Z)glI^S©J^SlB^y(i 

, KM5321trC^©VL©^SSB5y (IB^S^76) hlg (/c) 

[0358] (2) ^ 
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CH0-K1i||^ (European Collection of Cell Cultures;ECACC) (CiJALs ~p 

[0359] (3) =7V 

(2) yMU(D$y/OWm% 
mvmm-zm.HII^SU mm±m^mjLtc0 mMmo)££xf4k$a<Di5 
mzmilTs L/ci£#±;i £ y KM5320-rKG1&t/KM5321-rKG1 L/c 

o ^Wy2(9)(C|ES©^)i(C^LTKft©P«S£}iy^'r^«h, KM5320-rKG1 

i.45-e&^/c0 

[0360] mbtltc^v ^*§(Z);5• 

;£T\ hGas6(C>tf 1"£<£t/hGas6<h hAx l-Fc <hlit& 

iti#-c£>£ d <h *kwm L/CQ 

[0361] [^wyi3] tfct; KGas6^y £ P-^UftttCDxkf 
IXtfJ/CftOxtf h-7°£m/fr^/cto. fc KGas6 KP< -f 

yit©-^£7^x>(cS^L/c^S^>/-s/7^£|i^ 

Ls £i?ls§ Lfco 

[0362] ( 1 ) fc KGas6^Sft ( KP< -f 

hGas6/)vIQGla KPW >£P&£L. fr^MmlZVlkW ?Jkm\s$ 

L/cGas6^Sft (j^-p, hGas6-FHtIE®t"•&) £l3tf§fZ>tc6blZs J2TFICIE 

y;<<? $ - zftMLtco 

[0363] V^yxO <J 7°htt(CT, l3^S^99-e^^^tl^J^SlB^y (hGas6-delta 

) £££-$L. nzm&&Mc0 m7iM^99vm£>t*tiZ& 
5' 3«fr£>EcoRI§^|B3^ hGas6-FH0j£gBB?y£J:tfBamHIs§!gS 

hGas6-FH(Z)±mSlB^y(is IB^y#^3(C^:b£ ft£hGas6CDi£lS 

9is@/)^273#@t-e©j^siB^y£P^iL. 3' TI^C&SQCDF 

LAG^ 9£ <fc m i s $ 9£ P - K t Z> J^SlB^y £ H&-& £ n- /c J^SlB^y T? & £ o 

[0364] t#£>tl/c7°^7^ KMS!]M^Ilffl^^^-INPEP4(Biogen-IDECttM) 

£EcoRIMBamHI-egmMiIL. MM®\2 (1) <h hGas6-FH^ 

l^/INPEP-hGas6-FH£t#/c0 
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[0365] (2) fc KGas6^Sft 

(1) (CHE® L fchGas6-FH(Z) I7 $ J IHlB^Ll© 9 ̂ 3% tl£ 

fc KGas6CD^S;7 $ ^ ItlB^[J©314#@ CD • -i i/ 315#@0^^^ $ 3 

16#IHCD7°• U yit£^T7^-XCS^L/c^Sft (£1 

ThGas6-FH-L314A, 0315A, P316A£ fc (£i£ (C 7 =? - «h lESt" &) ©fg 

II^^-^lLfco 

[0366] ±§E©77->^Sft£fgi!-t£^^-(£. J2TF ICIEST (1) 

LfcINPEP-hGas6-FH^fe^S^a^A£ft9 d £ lz£ y #lUfc 

o SMTfeSINPEP-hGas6-FH% £10 pmo LCD7°^ -f V-30, 31 (IB^#^101 

% 102) JkZfPr imeSTAR Max DNA Polymerase (•£ t) ^"ttM) £"a £JN25AIL 

©J5J»£flMLTPCR£ft-3fco PCR(i98°C-ei0#^{^Lfcm. 98°Cei0 

55°C-e5#^, &t^2t;T5#^£1+M£JU£ UT30+M£JUfrl\ £ 

^Sft©j£SlB?U£#frDNAtf^£i^iLfc0 PCRjttHCDpnI»JPU 37°C 

TM 0#FMPSS¥ffi4rar £ d <h (c J; y, tiT* -
©5fiHb£fTofco DpnI)ijbm©PCR^£^|iaDH5a(C^AL. ?#£>ftfcjl2 

mS©^#l^iA£ftfcmfc?£^-t£7077^ K£?#fc0 

[0367] (3) fc KGas6^aft-i®tt^M^tt©IiM 
fc KGas6^Sft (hGas6-F^i;t/77->S^ft) <0%mW^(0m^Z\t 

% Expi293i|ffliS (invitrogenttM) £ffl^Nfco lfflSSip#CDip±fe(C(iExpi293™ E 

xpression Medium (invitrogenttM) Ls 37°C% 5% C02^#TT'iS<h 9 

tSilfco Expi293«(C, (1) , (2) f#lLfc£Ifc KGas6^Sft^Il 

^^-^IAU £fflfc KGas6^Sft(Z)-i®tt^Il«tt£t#fco 

CD^ii^^ $ — CD^A(C(i% ExpiFectamine 293 Transfect i on Kit (invitro 

genttM) ^UttllCl^tfffllfco 

[0368] (4) £fflfc hGas6^Sft£#^#±;f/{)^CDfc KGas6^S{«fM 

(3) T'IXt# Lfc£fflfc KGas6^Sft—ExpiFectamine 

293 Transfect ion Kit (invitrogenttM) CD^fa^llHC^l/V 40^i^#UT 

i^±-te£0JjXLfco [I]JlXUfci&ife£^/t>#SlU t#^tifciM±;f£0.22 ^m 
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7 4 KGas6^aft£#^#±;f £ 

mm^tco 

[0369] ^«y2(9)<h^*§(M;£T-ANTI-FLAG M2 Affinity Gel (Sigm 

a-AldrichttM) ( 

%bUtc\l KGas6^aft}^©Mii)S(iPBS 

(t^)7^T0.22 yu,m7 

fctts Stl^Cffl^fco 

[0370] (5) KGas6^aft(C^-r^IXt#Kft©i^SttM 

&Gas6(D±¥h-y^^•Mt^tcsb, (4) -emlife# 
ffl fc h Gas6^Sft iZ Mt % *mMM6lZBZm<Dl5felzm\;-C M L fc 
o mfcttN=2-efTl\ %bUtcm.%^.(D^mn. 
s 2lX±(Dt^%$£'£TZ>tm'MLtc0 

[0371] imv-y7°jviz^ ^Wy2(9)-eiiML/chGas6-FM(3)-eiiML/c£ffl 

fc hGas6^Sft£f£ffl Lfco KftHt>7°;KC(i^»yi2(3)-eiiMLfcKM5320 

-rKG1S.t/KM5321-rKG1^ft£Biotin Labeling Kit - NH2(D0JIND0ttM)T?tf 

Lfct©£, 1% BSA-PBSTM Mg/mL<h&£ <£9 (CltfKLTffl^fco t 

fcs PftWM-h LTant i-human Gas6(R&D*±M, DY885) £1% BSA-PBS"e0. 2ng/ 

mL<h &•!><£ 9 (C^rfKLTffll/Nfco 

[0372] 1 (C|E®t"'2)o Lfc<h $£Os !••• 

tct Lfco 

[0373] [^1] 

j/Ct: b Gas6 fc h Gas6 

KM5320-rKGl KM5321-rKGl Anti-human 

Gas6 (R&D, DY885) 

hGas6-F O O O 
hGas6-FH o O o 
hGas6-FH-L314A, Q315A, P316A X X o 

[0374] KM5320-rKG1^t/KM5321-rKG1^ft(i, hGas6-F&t/hGas6-FH(C^MJt©^£ 

-eiS^Lfco ~15. Ztl b(D$n.m$s hGas6-FH-L314A,0315A,P316A(C|^L 
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tZfr-otco KM5320-rKG1^KM5321-rKG1trC^^ 

tl£ fc hGasBCD^ST7 $ 7 9 314# @ CD • -i i/ 315# @0 

316#@©7°P 'J >©'>&< 

if 7.j\ tvico 

[0375] [^Jfe0iJ14] JrCfc KGas6^ J >? • -i~)\,tt,fa<Dmmmfa<Dmm%QU%fe.Wm 
Gas6{£#ftft^«±^it(Cft-t£j/Lfc KGas6^y 

3ffl|I©fc £frofc0 

l?ii^ilfflSSttPanc-1i|ffliS (American Type Culture Collection) % Uttll 

feffi«fflfl§^A375«Hfls (*B*MH) . M«MN7« mw 
) ttm^Tinmyvtjttfiitco &mmiz&tfz>o>as6%nfa(D%m(Dmm. 

7P-+M ?ti?ti 

s Axl<hMer% Axl<hSky% Ax I <hSky#^Ii LTlN'I> tl t £ fit SI L/c0 

[0376] Panc-UfflR A375«£DMEM (life technologies^) tC 10% FBS (life 

technologies^) MKN7« £RPMI 1640 (life tec 

hnologiesttM) tC 10% FBSfeflflP LfciglfeOBUS Lfco ? 

tl?tl2.0XW\ 1.0X10\ 0.6Xl0Wt7xjU^:^^i;9 ̂ 96^x^7°^-h 

IZMMLTS 37°C% 5% C02^#T-effSi£#L/co 10^^ i£±fe£FBS»Jp 

©t©(c^LTiisiML/co lamzmftzmx, FBs»jp©^-eT 

EEsi$#Ml^ClJe]SS L/cM!Hft£200/i, [/O JiJl'f'DvfctlU LTifSip# L/c0 M 

llft&il$t}j!l£!j£1 /^g/mlCDhGas6-F;&^tHCsi$#>J||3£20ju,g/mlCDhAxl-hFc% KM5 

320-rKG1 KM5321 -rKG1 ti^PCD^-e^M L tc#Cd i n i t rophe 

nylhydrazine(DNP)irL'ft(Motoki K et. al., CI in. Cancer Res. 11, 3126-3135, 20 

05)WLfco Ztcs ^tWM«hLT±IE^±-fe-e20{^|KL/cPBS£ML 

tc o 3Bt£(Ci£±fe£J£T, Ce L LTi ter-GLo Substrate (Xn^miM) (CftjS 

LT l/N'SCe I ITi ter-G lo Buf ferT'/§$? L/cCe I ITi ter-G lo Reagent £50ix I/O 

PL. ^-ei0^^|fSL/cm. 

Lfco 

[0377] Panc-1|ffliS(C'^l/>'Tt#,Qtl/cip^:£H|6(C|E®t"'2)o Panc-1|ffl^(ChGas6£ 
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mntzPBS£» y L/CQ ztUZML 
% KM5320- r KG1 <hKM5321-rKG1 hGas6(C <fc £«±^it©/Lii£PBS<h |f|jgjg 

(CtT»J L/co KDNP^ft(ihGas6(Ci;^«±^il©/Lji(Cf^ff L^/)^/c 

o t/c, Panc-1«^©jfe©2|fflJ®tt(C^NTt^il©i£|lT£>-3/co dtl 

£>©i£H<*:y, KM5320- r KG1 <hKM5321-rKG1 Gas6g#ft£fgll LT^^^ 

(C T t, hGas6{£#ft £JCPfrJ 1" £ d <h £ tl/cQ 

[0378] [^«yi5] KM5320, KM5321 fc Mbftte©&^£ <fct^^^Ji©sSf+ 

(1) KM5320fc h^Kft©VLai;t/VH(Z)7$ yitlB^©ISS+ 

KM5320 fc MbJ/Cft©£fflVL£<£tWH©7 $ 7 I£|B 

^£ISS+L/co J«©§E$Tttjil*&VU VH©7$ yitlB^£^-r^KM5320 

fc MbJ/Cft©»<h LT, hzKM5320^ft,hlE®'r^o 

[0379] KM5320^ft©CDR(Z)7$ yitlB^©^il(C^L/cI3E^P©fc KKft© 

FR©/7^ y/ctos The National Center for Biotechnology Inf 

ormat ionA^l^t"•SBLASTPT^— $S< — XlCd: y % VL£ iit/VHCD^ti^f tUC^ 

INT, KM5320^ft©7 U-A7-^ (£IT, FR<hlE®t"•&) ©7^71115^ 

fc KJ/bftCDFRCDT7 $ y L/c0 

[0380] GenBank;7^ iz y :> a >:MVA"—AAW69164.1 (anti-tetanus tox 

oid immunoglobulin light chain variable region) & <£ t/DDBJ J7 ^ iz y :> 

a >A —BAC01510.1 (immunoglobulin heavy chain VHDJ region) Ti^ 

(J^T, ^tl^tlAAW69164. U BAC01510.1 tsd,Mt Z> 

) ©FR©7$ ^tl^tlKM5320Kft©VL^i;t/VH(Z)FR(Z)7$ 

Mm ^ /cQ 

[0381] <fcoT, AAW69164.1©FR(Z)7$ 

^82, 83, 84T^^^tl^KM5320©VL(Z)CDR1~3(Z)7$ yitlB^£^ilL, hz 

KM5320 LV0(|B^y#^105)£IS=+L/co t/c, BAC01510.1©FR©7$ 7ItlB^ 

©jg^&feSlC, ^tl^tllB^y#^79, 80, 81T^^^tl^>KM5320 VH ©CDR 

1-3©7$ yitlB^y^^ilL. hzKM5320 HV0(|B?y#^129) £=£=+ L/c0 

[0382] ±§E©<h&y f£S+L/chzKM5320 LV0£i:t/hzKM5320 HV0&% )l^L/cfch 
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£ •—^-JUtn;^'eS>i>KM5320S5fe©C 

[0383] L^U th 

fa(DCdR(D7~i KKft©FR(Z)7$ 

fc Kd © <£ 9 

CDR©7$ fch 

A.z> t#A. e>ti£ 7$ J& z tt><nt>nr IN&Q 

[0384] fit, ic £ IN T =&. ic mm £ ̂  A. & <h m x e> n 
£FR©;P$ y$ggg££rF0J;9lC LT^U B^L/c0 

[0385] ±IE"eiSS+L/chzKM5320 LV0&J;t/hzKM5320 HV0£^tl^tlVU VH 

(C^-t£j/Cft£hzKM5320 LV0HV0}/[ft t fc&i£(ChzKM5320 LVOHVO.hlEtfc't £ 

0 jte©hzKM5320Kft(C^lNXfc^]^i(Z)^)i-eiE®'r^o hzKM5320 LV0HV0^ft 

<Dpsgffit&<D=&5tmik £ =1 > tr ZL - ̂ t ̂  u > y IN x L 
fco Discovery StudioC/7 

^•fe;UUXtt)£ffllN/co t/c, KM5320Kft©pI^I±i(Z)H;^i^(Z)=l>fco 

j. — ^ — ^E^Ufc |W]^i(C LtH^Lfco 

[0386] M(C, hzKM5320 LV0HV0^ft(Z)VLai;t/VH(Z)FR(Z)7$ yitl3^©^T\ KM53 

20^ft,ha^^TlN^7$ KM5320trC^©|f| U&mzftfctZT 

$yit^S(cs^L/c7$yiti3^y£^ML. mmz=)x^m^T)i*m 
HL/c o 

[0387] dtl^^ML/cKM5320^ft% hzKM5320 LV0HV0}/Cft£i:X?$L^W(D RT^M 

©H;&7cJti££J:b&U ^ 

l£$IS£^L/co 

[0388] hzKM5320 LV0HV0Kft©pI^I±i(Z)FR(Z)7$ yit^S©^T\ JrC 

J^fp-n •P'fAZ;©H^7i;li3a;£^'fb^-t±% iri;ft(Z)ip-n)!&tt(Cf^ff t^TL 

bnz>7$ ymm&t LT, vi_-m, I3^y#^i05-e^^ti^7$ yitiB^y 
(Z)2#g(Z)VaU 15#@(Z)Leu% 46#@(Z)Leu% 73#@(Z)Leu% 78#@(Z)Leu% Jk. 
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tf87#g©Tyr£, VHtt, I3^#^129 7 $ J Itl3^©2#@ ©V 

aU 9#@(Z)Ser% 20#@(Z)VaU 38#@(Z)Arg% 46#@(Z)Glu% 77#@(Z)Ser% 9 

3#@©VaL ^.t/95#@©Tyr£% tljlJR L/c0 

[0389] '>&< fcl^J^Lt©^ 

KM5320J/[ft©^LM(C#£1-£7$yil$IS^S$!L. 

^t£fc Mb&te©VL£J;tfVH£sSf+Lfc0 

[0390] VL(C^lNT(i, I3^#^105-e^^^tl^7$ 71113^02# 

@(Z)VaL£I LetCv 15#@(Z)Leu£Ala(C% 46#@(Z)Leu£VaUC% 73#@(Z)Leu£ 

Phe(C% 78#@(Z)Leu£VaUC% J5i:'Oi:87#@©Tyr£Phe(CS^t~'I> T7$ ^ 

109^ '>^<^:fcl9©Ej(I^IALfco 

[0391] hzKM5320}/[ft©VL<h LT, hzKM5320 LV0(|3^y#^105), LV1a 

(IB?y#^108), LV1b(|B^y#^111), LV2a(|B^y#^114)% LV2b(|B?y#^117 

). LV3(|B?y#^120), LV5(|B?y#^123)£J;tRV6(|B?y#^126)£f£f+L. 

[0392] £/c, Vmz-D^Ttes IB^y#^129-e^^^tl^7$ yitlB^y©2#@(Z)Val 

£Ile(C% 9#@ ©Ser£Pro(C% 20#@(Z)Val£I Le tC v 38#@ ©Arg£Lys(C% 4 

6#@ ©G lu£Lys(C% 77#|=| ©Ser£Thr(C% 93#@(Z)Val£Thr(C% J5ct'tF95# 

g^Tyr^PhetCS^-r^Z^ '>&< «h t 1 ^©B&^^IA 

L/c o 

[0393] hzKM5320}/[ft©VH<h LT, hzKM5320 HV0(|B^y#^129), HV1 ( 

IB?y#^132)% HV2(|B^y#^135), HV3a(|B?y#^138), HV3b(|B?y#^141) 

, HV3c(|B^y#^144)% HV4(|B^y#^147)% HV6(SB^J#^150)d3 <fct^HV8(SB^J 

s^i53)£is=+L. ?u?u(D7^ 

[0394] (2) KM5321 fc MbJ/Cft©VL£i:t/VH©:P $ J l£lB?y©f£f+ 

KM5321 fc Mbtn;ti5©&iBVL£<fctm©7$ 7 HMJ15(1) 

<h^l^i(Z)^")i-eiSS+L/co £JM<DB&&~Ztes ^P$©§Ej£"e&*§^ftVU VH© 

7$ yitlB^y£^-r^KM5321 fc Mbmwombt LT, hzKM5321J/[ft<h§Ei6 
T&o 
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[0395] GenBankj7 0 "tz v i/ a y~y —AAW67414.1 (rotav i rus-spec i f i c intesti 

nal-homing antibody light chain variable region) tl& fc hj/bft 

©VLCDFRCDT7^ KM5321}/[ftCDVLCDCDR1 ~3CD7$ J 

89, hzKM5321 LV0(|B?y 

#•§•156) £lxS+ L/c o 

[0396] ifc, EMBL/^-tz y i/ a y~)~y/^—CAJ13496.1 (immunoglobulin heavy ch 

ain variable region) tl£ fc KJ/EftCDFRCD j7$ 7ItlB^yOjS'^&'fAZ; 

S(C, KM5321^ftVH©CDR1~3(Z)7$ yitlB^y(^tl^tllB^y#^85, 86, 87) 

£i£*rr £££"?, hzKM5321 HV0(|B?y#^186) £=£=+L/c0 

[0397] hzKU532m#<D$£'£%&lZ&S&-$z.Z t%z. btlZFRCDT $ SMB&IZ 

-Dl^Zis hzKM5320trC^©Ji^^:|f|^©#^-eVU VH(CM 

Lfco M^L/c7$yit^S©9t». '>&< 

532i^ft©^iLM(c#s-r^7$yit^s^s^L. 

fc Mb&te©VL£J;tW£sSf+Lfco 

[0398] VUC^lNTtt, IB^#^156-C^b£7$ 7ItlB^y©4# 

@CDLeu£VaUC% 13#@(Z)Ala£VaUC% 15#@(Z)Val£Thr(C% 43#|=|CDAla£ 

Pro(C% 64#@©Gly£Ser(C% 73#|=| CDLeu£Phe(C% 78#|=| CDLeu£Thr(C% 85 

#|=| CDThr£Asp(C% J5i:t/104#@ (Z)Val£Leu(CS^"f" £ j7 $ J Itfi&l£CD 9 

, '>&< 1 90$|^|Alfeo 

[0399] £ftlC<fc y, hzKM5321}/[ftCDVL<h LT, hzKM5321 LV0(|B^y#^156), LV1a 

(IB^#^159), LV1 b(|B^y#-§162)% LV1c(|B?y#^165), LV3(|B?y#^168) 

% LV4(|B^y#^171)% LV6(|B^y#^174)% LV7a(|B?y#^177)% LV7b(|B?y# 

^180)£<fctRV9(EB^y#^183)£sS!+L. ?tl?tl(DT $ S 

Lfco 

[0400] t/c, Vmz-D^Ttes IB^#^186-e^^^tl^7$ yitlB^y©2#@(Z)Val 

£Ile(C% 9#|=| CDSer£Pro(C% 38#|=| CDArg£l_ys(C% 46# @CDGlu£Lys(C% 7 

9#@CDSer£Ala(C% 93#@CDVal£Thr(C% &<£t/112#@CDVal£I le(CS^ 

'>&< ti 1 O0®^IAL/Co 
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[0401] £ nic <fc y, hzKM532l£cft®VH<h UT, hzKM5321 HV0(@B^J#^186), HV1 ( 

lfl?U#^189), HV2a(|B^S^192)% HV2b(|B?y#^195), HV3a(IB?U#^198) 

, HV3b(l3^iJ#^201)% HV4a(13^iJ#^204)% HV4b(IB5!J#^207)% HV5(@B^J# 

§•210) & £ mvi (iB^y#^2i 3) mm u ? n?ti <o %mmz 
7J\ U tc o 

[0402] WCD!3MfC£^TW:, hzKM5321 LV0<£ J:t/hzKM5321 HV0£^tl^tlVL% V 

H(C^1"^^ft£hzKM5321 LV0HV0^ft£/c&hzKM5321 LV0HV0,hlBST£c * 

0jte©hzKM532lKft(COlNT t 

[0403] (3)t 

fc MbJ/Eft (hzKM5320, hzKM5321^ft)(Z)pr^I±i(Z)7$ 7 ItlB^£=l- K 

1-^J^SlB^y^ K>£ffl^TISItU/c0 

fc fcMbKft 

zm^vtc0 

[0404] [^»yi6] hzKM5320, hzKM5321^ft©^H^^ $ -©liH 

i|2(C^L/chzKM5320, hzKM5321J/Cft©fgIl^^ 

[0405] 
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[H2] 

WM bfc hzKM5320 J; XI hzKM5321 fetft 
hzKM5320Jnfr hzKM5321 

hzKM5320 LVOHVO hzKM5321 LVOHVO 

hzKM5320 LVlaHVO hzKM5321 LVlaHVO 

hzKM5320 LVlbHVO hzKM5321 LVlbHVO 

hzKM5320 LV2aHV0 hzKM5321 LVlcHVO 

hzKM5320 LV2bHV0 hzKM5321 LV3HV0 

hzKM5320 LV3HV0 hzKM5321 LV4HV0 

hzKM5320 LV5HV0 hzKM5321 LV6HV0 

hzKM5320 LV6HV0 hzKM5321 LV7aHV0 

hzKM5320 LV0HV8 hzKM5321 LV7bHV0 

hzKM5320 LVlaHV8 hzKM5321 LV9HV0 

hzKM5320 LVlbHVS hzKM5321 LV0HV7 

hzKM5320 LV2aHV8 hzKM5321 LVlaHV7 

hzKM5320 LV2bHV8 hzKM5321 LVlbHV7 

hzKM5320 LV3HV8 hzKM5321 LVlcHV7 

hzKM5320 LV5HV8 hzKM5321 LV3HV7 

hzKM5320 LV6HV8 hzKM5321 LV4HV7 

hzKM5320 LV5HV1 hzKM5321 LV6HV7 

hzKM5320 LV5HV2 hzKM5321 LV7aHV7 

hzKM5320 LV5HV3a hzKM5321 LV7bHV7 

hzKM5320 LV5HV3b hzKM5321 LV9HV7 

hzKM5320 LV5HV3c hzKM5321 LV6HV1 

hzKM5320 LV5HV4 hzKM5321 LV6HV2a 

hzKM5320 LV5HV6 hzKM5321 LV6HV2b 

hzKM5321 LV6HV3a 

hzKM5321 LV6HV3b 

hzKM5321 LV6HV4a 

hzKM5321 LV6HV4b 

hzKM5321 LV6HV5 

[0406] ^3(C=ESL/c£fc 

SB5U£=I — Kt"£J&SSB5!HC^lNT, !&^&m{s?tr^£Fasmactt(CT^iJ5£ 

L/c o 



WO 2016/063522 111 PCT/JP2015/005291 

[0407] [^3] 

(DT x / mm m%m & 3 - Kf s m.mm 
hzKM5320 LVO 104 103 
hzKM5320 LVla 107 SB^J#^" 106 
hzKM5320 LVlb IB^IJ#-^- no IB^J#-^-109 
hzKM5320 LV2a 113 IB^IJ#^-112 
hzKM5320 LV2b 116 SB^'J #77 115 
hzKM5320 LV3 SB^J#-^-119 SB^J#-^-118 
hzKM5320 LV5 WMm^r 122 SB^iJ#^- 121 
hzKM5320 LV6 SB^1J#7§" 125 SB^y#^ 124 
hzKM5320 HVO SB^IJ#-^ 128 SB^J#^ 127 
hzKM5320 HV1 SB^iJ#^- 131 SB^J#7? 130 
hzKM5320 HV2 134 BB5<J## 133 
hzKM5320 HV3a SB^J#-^- 137 SB^J#^ 136 
hzKM5320 HV3b SB^IJ#-^- 140 SB^J#7? 139 
hzKM5320 HV3c SB^IJ#-^- 143 SB^iJ#-^- 142 
hzKM5320 HV4 IB^JSr-^- 146 IB^J#"^ 145 
hzKM5320 HV6 SB^J#^" 149 SB^J#^ 148 
hzKM5320 HV8 IB^lJ#-^- 152 IB^iJ#77 151 
hzKM5321 LVO IB^Jfl-^- 155 IB^J#"^ 154 
hzKM5321 LVla SB^J#^" 158 SB^J#^ 157 
hzKM5321 LVlb IB^lJ#-^ 161 IB^IJ#-^ 160 
hzKM5321 LVlc IB^IJ#-^- 164 IB^J#-^ 163 
hzKM5321 LV3 SB^J#^" 167 ifB^J #77 166 
hzKM5321 LV4 SB^IJ#-^ 170 SB^IJ#-^ 169 
hzKM5321 LV6 WMm^r 173 SB^IJ#^- 172 
hzKM5321 LV7a SB^1J#7§" 176 ®B^IJ#77 175 
hzKM5321 LV7b SB?!J#^" 179 SB^IJ#-^ 178 
hzKM5321 LV9 SB^iJ#-^- 182 SB^JUT? 181 
hzKM5321 HVO 185 SB^IJ 184 
hzKM5321 HV1 SB^IJ#-^ 188 SB^J#^ 187 
hzKM5321 HV2a IB^IJ#-^- 191 IB^lJ#77 190 
hzKM5321 HV2b Ifi^'JUr^? 194 IB^J#-^- 193 
hzKM5321 HV3a SB^J#^" 197 SB^J#^ 196 
hzKM5321 HV3b SB^J#^" 200 SB^J#^ 199 
hzKM5321 HV4a IB^IJ#-^- 203 IB^lJ#77 202 
hzKM5321 HV4b IB^JSr-^- 206 IB^J#"^ 205 
hzKM5321 HV5 SB^J#^" 209 SB^J#^ 208 
hzKM5321 HV7 SB^IJ#^- 212 SB^J#77 211 

[0408] h/cgt^ 

<?$- (ECONI/BS i WIMH) & & x? t K mmfe <? 
— (FspAI/NhelMH) <h lNTs In-Fuision HD Cloning Kit(^P y^-v 

p-->y£tT^/c0 DH5aP>tT 
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> %btitcX=>X< ^(DV-^y 

*£fils§Lfco IL^SlBWJiA£tlfc707 7^ K£jt£-t£*Jlm(D 

ZIP—— £jltfeLs NucleoBond Xtra Midi EF^r-y h tl ^"tt) 

T7°^7v$ K£IiML/co 

[0409] EU index S228P, L235E^t/R409K(Z)7$ 7H hIgG4 

KGas6t Mbftte£fg3E£-t±£fca&lC, t; 

LTs N5KG1^^-(*g^f§6,001,358^)^(Z)$lgt 

amHI£ffllNTP&£L. d ©SP:fr£±§E©^S t; h IgG4©£^I±i£ P - Kt" 

£&SSB?!HcS&Lfc'<£*-£teffl Lfco 

[0410] [^»yi7] hzKM5320% hzKM5321^©-i®tt^Il^i;t>1fM 

ItMLfct MbirC{fc£* Expi293F Expression System Kit (Life Techno log 

iesttM)£f£ffl LT-i®tt(C^H^1±fco 7°^7^ 

m^ofco 1:2©J;b^-e^ 

ItiAlfco 

[0411] 7°^7^ K^Am©«£, 120 mLCDig^S* T\ 37°C, 5% C02, 125 rp 

m®lttTl:\ 3B^i«Lfc0 ?(D^ 0.2 

ix m7-f —(Thermo Sc i ent i f i eft) £jfi LTip#±;f £[H]J-lX Lfco 

[0412] ip3t_L/it/)v^MabSelect SuRe(GE Hea lthcare£tM)£ffll/Nfc777 -f — x -f — 

*iS^/C{*£l3tf§Lfc0 IftftlClt ^^A(C^itLfcU^>£P 

BS-e¥iHbLfcti. PBS-C20&& L. Wash 

/iy 7 7 — 1 (PBS with 1 M NaCl)% Wash/iy 7 7 —2(20 mM 50 mM 

NaCl, pH 5.0)-e£-10&}#t£, }§|±l/<>> 7 7-(20 mM ^IV®, 50 mM NaC 

I, pH 3.4)£ffilNTK^£}^l±l Lfco 7 7-(1 

M U >It-NaOH, pH 7.0)£1/10 mJPPlT^fflLs NAP25(GE HeaIthcarettM) 

7 T7 —(10 mM^x>lts 150 mM NaCL pH 

6. 0)(CS^Lfco 7 7 — Amicon Ultra-4 C 

entrifugal Filter Uni ts($ U •2>/jils£tT^N 
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% Nanodr op (Thermo Scientif LXVJk%j£k2&e £MJ£LS 

^ o fc o 

[0413] [^Jfe0!|18] Biacore(gi^*IMCi:£hzKM5320% hzKM5321 }/[{*© t: KGas6^ 

^Wyi6(C=ES©^)i(C^i;T, KM5320fc^t/KM5321(Z)pr^I±i7$ 7It 

EU index S228P, L235E, R409K07$ 7H hI 

(^T^tl^tlKM5320dpp<7^ 

, KM5321dr^^^,hlE®'r^) ^#llfc0 ^«yi 

7Tl#^tl/chzKM5320% hzKM5321 */[{*© t: KGas6(C>tf-t£ 

^Wy2-e^ML/ct KGas6£ffl^T. 

)i(SPR)i)(Ci;^i^ttiS,i^£^SteL/co fcy^&S^LT, Biacore(gtiF§*I 

)T100(GE HealthcarettM)£f£ffl Lfco 

[0414] Anti-human IgG antibody£% Human Antibody Capture K i t(GE Healthcare 

ttM) %m^Ts ^i»(C^^CM5-tr>Ht-51>>70(GE HealthcarettM) (C 

SSftLfco 7P—tZJKC, 1 yu,g/mL(CliMLfcM^/C^£10 yu.L/minCD^S 

3l-ei0#r^»Lfco h <h LT10 jLtg/mLJ: y 5®©®®^ 

lK"e3fe-r^^lKLfcH hGas6^>A^ft}^(0.1% BSA£#^HBS-EP+"e^lK 

)£30 yu-L/min^^jjit^T^JP Ls ~Fi~^ -f h t 

s ^ns^£i0^^)iy^Lfco 

fr^fco t#<Qtlfclz— ̂ 7-Mi% Bia Evaluation Software(GE Healthca 

retttOfeffl^TMrL. £*/[{* II !±! Lfco 

[0415] *)iy£©?#t§i»C£^T, m^Tmzt>tc-ox^<omw(D%^y^'\^ 
^LT^P^C, }iy£©fu¥<£yti¥T}iy££tifck 

Mfe(D^hH&l:tZ>Z.£1?mb-hHZtt-otca dOHiUi, 7+ =7 4 h<h LT{£ 

Lfct: KGas6^>A^ft^\ )iy^ (CAV ZJUCPM^ tu 

^)jiS^;l/>'r^fcto(C^LT^^«h^A.^tlfco h0/H7J^ 
^}iy^-e(i, Ay^juct: 

KGas6^>/^»}^£»Lfcm+^0t^lfSL. t: KGas6^>/^»© 
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mt&Ltco 

[0416] Jt!±!£tl/cKM5320^ ^{*£<£t/hzKM5320j/C{*0 t: SGas6(C>tft" 

3iJS^(ka)©g/jNfi. [kd/ka=KD] (DM 

*{it £ m IZ $m L tco KM5321 * 7 irCtt & <fc tfhzKM5321 mt (C OIvT fc |U *§ 

Us "f§ 'Q L tco 

[0417] t/c, KM5320dpp< hzKM5320 LV5HV2^fls£J:tflizKM5320 LV1bHV0^ 

mz-D^T(Dft, lfJtSPR;£T0$£l=itt§Sf££m\ kas kd£J;tm>£Jfft L 

/c|p^£^5(C|ESb/co WSt&Vtts ±x£btcM,$$(DJ:? lZ/<-T TJlslZimn 

Ltc7i-=>^ h^+^w^fts-ty-y =? 

-< s©)ijt®/<'jx-v3 >&}gbu c&ftimiM) 

tc0 y-y^^ 10 Mg/mLi;i'>(3®®ISPieb#IR-e3f^'r^^lRL/cGas6^> 

/^ftS§&(0.1% BSA£#frHBS-EP+T^|R)£M L/co dtUC^J. 7^7 

<f h©Ay :PJU^©PM£I|/Wmcu ±5ECDS£gU y fclEfii&ka, KDCDfil 

[0418] KM5321drP< 7^feJ:t/hzKM5321 LV6HV2bJ/[{*£i:t/hzKM5321 LV7bHV0^ 

fc U t#e>tl/ci£H£^7(C§Et£ 

Ltc0 

[0419] |^4J: y „ M532Q*/ ?m*t&mhzKM532Qlnl*(Dkam&^rtl^m3ifk~£ 
fo-otc0 hzKM5320 LV0HV0^(JKM5320dr^ 7^tt£J:b^Tkdflitf$j6tei::ii 

JPLT&y, ^tUC^M fc10{££l±i|Jp LT^fctf\ ffi©hzKM5320#yf* 

KM5320^r^ ^fcmzttt ̂ >KDfil(Z)i^P^2f^MJt 

£4Jfl#J£tlTWc0 

[0420] t/c, ^6<fcyKM5321**7&te£#ffihzKM5321^teG)ka{iittlNl*ftfc|H|j|i 

fg-Zfo-itco hzKM5321 LV0HV0^(iKM5321 =M ̂ tfCtt^J^Tkdfil, KDfl# 

^3fg(CiiiPLfc#s ffi©hzKM5321^0-5 t»3^v(Z)1^±(Z)^T(i, KM5321 

* * 7 JrCftlC fcf f £ KD{g©i^P ̂ 2fegjS ictfpfrl $ ftT U fc0 

[0421] J^_tcfe y ^ KM5320, KM5321 */[{*© CDR £ fc L/c/ctt©hzKM 
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5320 LV0HV0}/[{*% hzKM5321 LV0HV0}/C{*-m, KM5320, KM5321 dpp< 

T Gas6$ > / W ft IZ n t £ IZ{£'T t Z> Z t tf m b IZ ft 

?tc0 LfrU hzKM5320 LV0HV0, hzKM5321 LV0HV0^©FR(Z)7 $ J W%& 

KM5320trC^% KM5321trC^©FR©|f| Ummzftfct & T $ 7 It^S 

tCS^-rSd^tCcfcy, KM5320 

, KM5321 dp7&te©50$£Jt©^S1££&ft LT ̂ fc h 

^M"e$/c0 

[0422] £fcs ^5<fcy, KM5320dpp< 7^ft©KDflitf0. 73 iM? $> £ GHZtt L s hzKM5 

320 LV5HV2K^(Z)KD{g(i1.29 nM-C&y, |W]*§(C% hzKM5320 LV5H 

V2trC^KM5320dp ^into©50%£l±®fllsS 

X'^tco ^e>tC^7<fcy, KM5321**7&te©KDflitf0.2 nMT&£©lCttU 

hzKM5321 LV6HV2b}/C{*©KD{it^0.48 nM% hzKM5321 LV7bHV0^©KD{g^0.40 

nM-e&y. £ft£>0fc KM5321**^te©50$£Jt©^S1££ 

L T IN £ £ <h $ tc o 

[0423] 
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[H4] 

KM5320 9^ft;J5j:'C^hzKM5320^ft;cDt h Gas6 [:i*l"t"5S&'n'[£(l) 
mAb ka (1/Ms) kd (1/s) SE(kd) KD (M) 

A-01. KM5320 chimera >8.37E+4 1.56E-4 1.18E-6 <1.87E-9 
A-02. hzKM5320 LVOHVO >6.68E+4 9.24E-4 2.59E-6 <13.84E-9 
A-03. hzKM5320 LVlaHVO >6.57E+4 8.29E-4 2.22E-6 <12.63E-9 
A-04. hzKM5320 LVlbHVO >7.20E+4 11.53E-4 3.49E-6 <16.01 E-9 
A-05. hzKM5320 LV2aHV0 >6.91 E+4 10.50E-4 3.33E-6 <15.18E-9 
A-06. hzKM5320 LV2bHV0 >7.26E+4 10.45E-4 3.03E-6 <14.40E-9 
A-07. hzKM5320 LV3HV0 >7.19E+4 2.09E-4 1.48E-6 <2.91 E-9 
A-08. hzKM5320 LV5HV0 >6.67E+4 1.90E-4 1.58E-6 <2.85E-9 
A-09. hzKM5320 LV6HV0 >6.72E+4 2.16E-4 1.80E-6 <3.22E-9 
A-10. hzKM5320 LV0HV8 >7.29E+4 7.14E-4 3.00E-6 <9.79E-9 
A-11. hzKM5320 LV1aHV8 >7.20E+4 6.94E-4 2.65E-6 <9.64E-9 
A-12. hzKM5320 LV1bHV8 >7.79E+4 8.56E-4 3.19E-6 <10.98E-9 
A-13. hzKM5320 LV2aHV8 >7.86E+4 8.00E-4 3.03E-6 <10.17E-9 
A-14. hzKM5320 LV2bHV8 >8.10E+4 7.91E-4 3.70E-6 <9.77E-9 
A-15. hzKM5320 LV3HV8 >7.56E+4 1.74E-4 1.66E-6 <2.30E-9 
A-16. hzKM5320 LV5HV8 >7.36E+4 1.55E-4 2.08E-6 <2.11 E-9 
A-17. hzKM5320 LV6HV8 >7.25E+4 1.58E-4 2.21 E-6 <2.18E-9 

mAb ka (1/Ms) kd (1/s) SE(kd) KD (M) 
A-01. KM5320 chimera >8.37E+4 1.56E-4 1.18E-6 <1.87E-9 
A-08. hzKM5320 LV5HV0 >6.67E+4 1.90E-4 1.58E-6 <2.85E-9 
A-19. hzKM5320 LV5HV1 >7.41 E+4 1.84E-4 2.17E-6 <2.48E-9 
A-20. hzKM5320 LV5HV2 >7.43E+4 1.58E-4 2.39E-6 <2.13E-9 
A-21. hzKM5320 LV5HV3a >7.71 E+4 1.77E-4 2.06E-6 <2.30E-9 
A-22. hzKM5320 LV5HV3b >7.63E+4 1.53E-4 2.18E-6 <2.01 E-9 
A-23. hzKM5320 LV5HV3C >7.79E+4 1.40E-4 2.20E-6 <1.79E-9 
A-24. hzKM5320 LV5HV4 >7.92E+4 1.73E-4 2.26E-6 <2.19E-9 
A-25. hzKM5320 LV5HV6 >8.17E+4 1.47E-4 2.57E-6 <1.80E-9 
A-16. hzKM5320 LV5HV8 >7.36E+4 1.55E-4 2.08E-6 <2.11 E-9 

[0424] [^5] 

KM5320 ^r^y^EftjoJ:^hzKM5320 ^:ft(Z)t h Gas6 ^^§^'14(2) 

mAb ka (1/Ms) SE(ka) kd (1/s) SE(kd) KD (M) 
A-01. KM5320 chimera 1.86E+5 168 1.35E-4 6.95E-7 0.73E-9 
A-20. hzKM5320 LV5HV2 1.52E+5 197 1.97E-4 9.63E-7 1.29E-9 
A-04. hzKM5320 LVlbHVO 0.90E+5 507 14.89E-4 41.57E-7 16.51 E-9 

[0425] 
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[H6] 

KM5321 7felftfcJ:U;hzKM5321 ^CftcDt h Gas6 3 &-£*£(!) 
mAb ka (1/Ms) kd (1/s) SE(kd) KD (M) 

B-01. KM5321 chimera >1.21 E+5 1.41 E-4 1.29E-6 <1.16E-9 
B-02. LVOHVO >1.31E+5 4.68 E-4 2.08E-6 <3.57E-9 
B-03. LVlaHVO >1.26E+5 4.92 E-4 2.22E-6 <3.92E-9 
B-04. LVlbHVO >1.27E+5 5.43E-4 2.66E-6 <4.26 E-9 
B-05. LVIcHVO >1.26E+5 5.11 E-4 2.96E-6 <4.05 E-9 
B-06. LV3HV0 >1.53E+5 2.85 E-4 4.89E-6 <1.86E-9 
B-07. LV4HV0 >1.26E+5 5.51E-4 3.34E-6 <4.38 E-9 
B-08. LV6HV0 >1.34E+5 1.59 E-4 3.02E-6 <1.19E-9 
B-09. LV7aHV0 >1.33E+5 1.88 E-4 3.13E-6 <1.41 E-9 
B-10. LV7bHV0 >1.29E+5 2.42E-4 1.93E-6 <1.88E-9 
B-11. LV9HV0 >1.26E+5 2.47E-4 2.27E-6 <1.96E-9 
B-12. LV0HV7 >1.00E+5 6.72 E-4 1.65E-6 <6.74E-9 
B-13. LV1aHV7 >1.00E+5 6.84E-4 1.94E-6 <6.83E-9 
B-14. LV1bHV7 >1.00E+5 7.51E-4 1.92E-6 <7.49 E-9 
B-15. LV1cHV7 >1.01 E+5 7.50 E-4 2.09E-6 <7.45E-9 
B-16. LV3HV7 >1.01E+5 7.12 E-4 1.95E-6 <7.03E-9 
B-17. LV4HV7 >1.00E+5 8.59 E-4 2.45E-6 <8.59E-9 
B-18. LV6HV7 >1.00E+5 2.81E-4 1.57E-6 <2.81 E-9 
B-19. LV7aHV7 >1.03E+5 2.99 E-4 1.64E-6 <2.91 E-9 
B-20. LV7bHV7 >1.07E+5 3.29 E-4 1.61E-6 <3.07E-9 
B-21. LV9HV7 >1.06E+5 3.52 E-4 1.76E-6 <3.33E-9 

mAb ka (1/Ms) kd (1/s) SE(kd) KD (M) 
B-01. KM5321 chimera >1.10E+5 1.37E-4 1.77E-6 <1.25E-9 
B-08. LV6HV0 >1.03E+5 2.38 E-4 2.32 E-6 <2.32E-9 
B-22. LV6HV1 >1.02E+5 2.39 E-4 2.06 E-6 <2.35E-9 
B-23. LV6HV2a >1.02E+5 2.12E-4 1.99 E-6 <2.07E-9 
B-24. LV6HV2b >1.03E+5 2.39 E-4 1.97E-6 <2.33E-9 
B-25. LV6HV3a >1.05E+5 2.26 E-4 1.94E-6 <2.15E-9 
B-26. LV6HV3b >1.06E+5 2.00 E-4 1.93 E-6 <1.88E-9 
B-27. LV6HV4a >1.06E+5 3.41 E-4 2.41 E-6 <3.20E-9 
B-28. LV6HV4b >1.06E+5 2.04E-4 2.03 E-6 <1.92E-9 
B-29. LV6HV5 >1.06E+5 2.77E-4 2.47E-6 <2.61 E-9 
B-18. LV6HV7 >1.07E+5 2.78 E-4 2.44E-6 <2.59E-9 

[0426] IW1 

KM5321 hzKM5321 N Gas6 feat"*" 58NM4(2) 
mAb ka (1/Ms) SE(ka) kd (1/s) SE(kd) KD (M) 

B-01. KM5321 chimera 3.80E+5 515 7.66E-5 9.92E-7 2.02E-10 
B-24. LV6HV2b 3.19E+5 397 15.43E-5 9.37E-7 4.84E-10 
B-10. LV7bHV0 3.53E+5 607 14.23E-5 12.80E-7 4.03E-10 

[0427] [^Jfe0!|19] ELISA(Ci:£hzKM5320% hzKM5321 }/[{*© fc KGas6^ 
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hzKM5320j/[{*<hhzKM5321 fc KGas6 

^ >/^»^©i^/m£ELISA-e)iy^ Lfco MbirCtttt^ 

K 2LT1% BSA-PBS-e3000{^|R L 

fcGoat anti Human IgG(H&L) Ads to Ms, Rb, Bv, Ho Horseradish Peroxidase( 

American Qua IexttS^ A110PD) Lfco J < y 

7 > K£€)$£l±£fc&. trCDNPv^^IgG1tn;^50jLtg/mL 

«h;Fb^Lfct®£^^-ei0trPM >dpzL^- K Lfct©£ itm ufcQ tf^tifc 
^n©^7tcoiNT. 

Av<QLogisticfl$7^C <£•!>;*: — 7° 7 -f iM+$?#TH§pR(Ver. 

3.02)£ffilNTKM5320% KM5321 ^/C{*£<*:t/hzKM5320% hzKM5321 }/[{*©!£ 

^©EC5Jii£J:tf^©SEfli£lift Lfco l£H£il8(C^-to hzKM5320 LV5HV2J/C 

KM5320dr^^^«h^fMS©i^Stt£^Lfco tfc, hzKM5321 LV6H 

V2b% LV7bHV0K^t, KM5321**7&te£llg®©^Ste£^Lfco 

[0428] [^8] 

KM5320. KM5321 hzKM5320 33£0* hzKM5321 
t h Gas6 ^ (ELISA) 

Antibody EC50 [ng/mL] S.E. (EC50) 

KM5320 chimera 11.32 1.235 
hzKM5320 LV5HV2 12.19 1.546 
hzKM5320 LVlbHVO 19.05 2.407 
KM5321 chimera 6.78 1.221 
hzKM5321 LV6HV2b 5.95 1.342 
hzKM5321 LV7bHV0 6.69 1.386 
DNP — — 

[0429] [^Jte^lJ20] hzKM5320% hzKM5321 }/[{*© fc KGas6^ >A^||<hAxl<h(Z)i^.i 

MlfoWtmWifDljfe-es hzKM5320% hzKM5321 */[{*© fc KGas6^ 
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Ax I £ ©$p^Pfl$/£t:fe£}l!j/E: U fc0 "f§ b US 1 |S| 1 2<D ~~p 7 

(C ^ IN •X s (c £}j!Jt £ £ £ EL ISA© DWb{& b Log i s t i c ® BIZ <fc £ £ 

iM+m/THlIR£ffl^TKM5320% KM5321 dr^J/L 

ti5£<fctfhzKM5320% hzKM5321J/C{*©i^PI#©IC50{g£<J;tJ^©SE{g£J|ft L 

fco hzKM5320 LV5HV2j/[{*&. KM5320dpp< 7irCte©7t!|i|£j£ 

t/c, hzKM5321 LV6H 

V2btrC^d3J:^hzKM5321 LV7bHV0j/[{*&. KM5321 =>mWt ^MJtOl^PI 

L T IN & a £ tfBfi b IZ o 

[0430] [^9] 

KM5320, KM5321 =3T7« J:t^hzKM5320% hzKM5321 JjCftW 
t h Gas6 Alx £ (ELISA) 

Antibody IC50 [ng/mL] S.E. (IC50) 

KM5320 chimera 21.80 4.485 
kzKM5320 LV5HV2 33.62 6.328 
hzKM5320 LV1 bHVO 742.27 96.190 
KM5321 chimera 12.32 3.354 
hzKM5321 LV6HV2b 12.65 2.651 
hzKM5321 LWbHVO 11.78 2.351 
DNP — — 

Sii±©fyfflRFfi6tt 
[0431 ] iPiroty 0 • —Sfc&^£il^i©Gas6|lf|jil^il©?£$|;&. 

xf&miz^mx'fo&o 
[0432] Ltc±T©fiJtm 

y Ati£tCD<h1~£o 

13^0^7 'J b 
[0433] I3^S^1-AXI3^©|^0^ : 7°^K^-1 

IB?U#^2-AllB?U©fftBS : 9 =>4^-1 

I3^S^5-AXI3^©|^0^ : 7°^K^-3 
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: 7°^K^-4 

i^S§9-Ali^0!^S : 7°^K^-5 

: 7°^K^-6 

I3^S^11-AXI3^©|^0^ : 7°^K^-7 

I3^S^12-AXI3^©|^0^ : 7°^K^-8 

I3^S^15-AXI3^©|^0^ : 7°^K^-9 

I3^S^18-AXI3^©|^0^ : 7°^K^-10 

I3^S^19-AXI3^©|^0^ : -f=>4^-\\ 

I3^S^22-AXI3^©|^0^ : 7°^K^-12 

I3^S^23-AXI3^©|^0^ : 7°^ 'f "7 —13 

I3^S^28-AXI3^©|^0^ : hAx 1-hFc 

l3^y#-§-29 —"n J5&ZI y 7s h7^ h 

I3^S^30-AXI3^©|^0^ : 7°^ 'f "7 —14 

I3^S^31-AXI3^©|^0^ : 7°^ 'f "7 —15 

I3^S^34-AXI3^©|^0^ : 7°^K^-16 

I3^S^35-AXI3^©|^0^ : 7°^ 'f "7 —17 

l3^[JS-§36 —AXI3^[J©H^0^ : cAxl-hFc 

I3^S^37-^=I>X h 

I3^y#^38-Axi3^y©|^0^ : 7°^K^-18 

I3^y#^39-Axi3^y©|^0^ : 7°^ 'f "7 —19 

l3^y#-§42 —All3^yCDf&0|] : 7°^K^-20 

I3^y#^43-Axi3^y©|^0^ : 7°^K^-21 

l3^y#-§44-AXl3^y©|^0^ : rAx 1-hFc 

I3^ys^45-^=l >xh7^ h 

l3^y#-§48- AH3^yCDf&0|] : mAx 1-mFc 

I3^y#"§49 — -• J5&Z| >7h7^ h 

I3^y#^50-Axi3^y©|^0^ : 7°^K^-22 

I3^y#^51-Axi3^y©|^0^ : 7°^K^-23 
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: 7°^K^-24 

raS^55-AXl3^©|^0^ : 7°^K^-25 

IB?U#^58-AllB?U©fftBS : 7°^K^-26 

IB^S^59-AXIB^©|^0^ : 7°^K^-27 

IB^S^61-AXIB^©|^0^ : CNTO VH 

IB^S^62-^rj^=l >7> h7^ h 

IB?U#^63-AllB?U©fftBS : CNTO VL 

IB^S^64-^rj^=l >7h7^ h 

IB?U#^65-AllB?U©fftBS : 7°^K^-28 

IB^S^66-AXIB^©|^0^ : 7°^K^-29 

IB^S^67-AXIB^©|^0^ : KM5320 VH 

ES5U#^68—&j$=l yx h7^ h 

IB^S^69-AXIB^©I^0^ : ^y^->/HB^£P^^/cKM5320 VH©:P $ 7 ItlB 

^y 

IB^y#-§70 - AUB^JCDf&0|] : KM5320 VL 

IB^S^71-^=l>X h 

IB^yS^72-AXlB^y©^0^ : ^y^UIB?y£P&^/cKM5320 VL©:P $ 7 ItlB 

^y 

IB^S^73-AXlB^y©^0^ : KM5321 VH 

SB^J#^74-^=1 >7. h 

IB^y#^75-AXlB^y©l^0^ : W1-)lMm%:^tcmb32] VH©7$yitlB 
^y 

IB?y#^76-AllB?y©f£0J3 : KM5321 VL 

IB^S^77-^=I>X h 

IB^y#^78-AXlB^y©l^0^ : W^JHB^y£P&l/N/cKM5321 VL©7$yitlB 

^y 

IB^S^79-AXlB^y©^0^ : KM5320 VH CDR1 (Dl7 $ J ItlB^ 

IB?y#^80-AllB?y©f£0J3 : KM5320 VH CDR207 $ J ItlB^ 
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: KM5320 VH CDR3CD7 $ J 

: KM5320 VL CDR1 (Dl7 $ J 

IB^#^83-AllB?U©fftBE : KM5320 VL CDR207 $ J 

IB^S^84-AXIB^©|^0^ : KM5320 VL CDR307 $ J 

IB^S^85-AXIB^©|^0^ : KM5321 VH CDR1 (Dl7 $ J 

IB^#^86-AllB?U©fftBE : KM5321 VH CDR207 $ J 

IB^y#-§87 — AllB^yCDf&0|] : KM5321 VH CDR307 $ J 

IB^S^88-AXIB^©|^0^ : KM5321 VL CDR1 (Dl7 $ J 

IB^#^89-AllB?U©fftBE : KM5321 VL CDR207 $ J 

IB^S^90-AXIB^©|^0^ : KM5321 VL CDR307 $ J 

IB^S^91-AXIB^©|^0^ : KM5320— rIgG1 

IB^S^92-^rj^=l >7> h7^ h 

IB^yS"§93 —AXlB^Ll©H^0^ : KM5320-r kappa 

IB^yS^94-^=l >7> h7^ h 

IB?y#^95 —AUB^yCDfftBE : KM5321-rIgG1 

IB^y#§-96 — -nJ55c=l >7v h 

IB?y#^97-AllB?y©f^ : KM5321-r kappa 

IB^yS^98-^=l yx h7^ h 

IB^y#-§99-AXlB^y©|^0^ : hGas6-deIta 

ra#^100-^=l>X h7^ h 

iB^ys^i0i-AxiB^y©i^0^: 7°^-r^-30 

iB^ys^i02-AxiB^y©i^0^: 7°^-r^-3i 

IB?y#^103-AllB?y©f£0J3 : hzKM5320 LV0|B^y 

ra#^104-^=l>X h7^ h 

IB^yS^105-AXlB^y©^0^ : ^y^->/HB^y£P^^/chzKM5320 L WOl7 < J 

mm 
IB^S^106-AXlB^y©^0^ : hzKM5320 LV1a|B?y 

iB^y#^i07-^=i>x K 
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: V</i~)im^m^tchzm532Q LV1a(D7 ~i 
j 

IB^S^109-AXIB^©|^0^ : hzKM5320 LV1b|B?y 

IB^S^110-^=1 >7h7^ h 

IB^S^111-AXIB^©|^0^ : ^y^UIB?U£P£^/chzKM5320 LV1 b©7$ 

j 

IB^S^112-AXIB^©|^0^ : hzKM5320 LV2a|B?y 

IB^S^113-^=1 h7^ h 

SB5y#^114-AXSB?y©^ : V 9 ̂JU|B^y£P£l/N/chzKM5320 LV2a©7$ 

j itlB^y 

IB^S^115-AXlB^y©^0^ : hzKM5320 LV2b|B?y 

IB^S^116-^=1 h7^ h 

IB?y#^117-AllB?y©f£0J3 : ^y^->/HB^y£P^^/chzKM5320 LV2b©7$ 

j itlB^y 

IB^yS^118-AXlB^y©^0^ : hzKM5320 LV3|B?y 

IB^y#^119-^=1 h7^ h 

IB^yS^120-AXlB^y©^0^ : ^y^->/HB^y£P^^/chzKM5320 LV3©7$y 

itiB^y 
IB?y#^121-AllB?y©f£0J3 : hzKM5320 LV5|B?y 

IB^y#^ 122-^=1 >7> h7^ h 

IB^y#^123-AXlB^y©|^0^ : ^>y^UIB?y£P&^/chzKM5320 LVb(D7 $ J 

itiB^y 
IB^S^124-AXlB^y©^0^ : hzKM5320 LV6|B?y 

IB^S^125-^=I>X h 

IB^y#^126-AXlB^y©|^0^ : ^y^->/HB^y£P^^/chzKM5320 LV6©7$y 

itiB^y 
IB^S^127-AXlB^y©^0^ : hzKM5320 HV0|B^y 

IB^y#^ 128-^=1 yx h7^ h 
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: V</i~)im^m^tchzm532Q m®7 ~i J 

IB^S^130-AXlB^y©|^0^ : hzKM5320 HV1 S3^[J 

IB^S^131 -^=1 >7h7^ h 

IB^S^132-AXIB^©|^0^ : ^y^UIB?U£P£^/chzKM5320 HV1 ©7^7 

IB^S^133-AXlB^y©|^0^ : hzKM5320 HV2|B^y 

IB^y#^ 134-^=1 >7> h7^ h 

IB^S^135-AXlB^y©|^0^ : W ̂ JU|B^y£P£l/N/chzKM5320 HV2©7$y 

itiB^y 
IB^y#^136-AXlB^y©|^0^ : hzKM5320 HV3a|B?y 

IB^S^137-^=l>X h 

IB^y#^138-AXlB^y©|^0^ : ^y^->/HB^y£P^^/chzKM5320 HV3a©7$ 

y ItlB^y 

IB^y#^139-AXlB^y©|^0^ : hzKM5320 HV3b|B?y 

IB^S^140-^=l>X h7^ h 

IB^yS^141-AXlB^y©^0^ : ^>y^UIB?y£P&^/chzKM5320 HV3b©7$ 

y ItlB^y 

IB^yS^142-AXlB^y©^0^ : hzKM5320 HV3c|B?y 

IB^y#^ 143-^=1 yx h7^ h 

IB^yS^144-AXlB^y©^0^ : ^y^->/HB^y£P^^/chzKM5320 HV3c(D7< 

y ItlB^y 

IB^yS^145-AXlB^y©^0^ : hzKM5320 HV4|B^y 

IB^y#^ 146-^=1 yx h7^ h 

IB?y#^147-AllB?y©f£0J3 : ^y^->/HB^y£P^^/chzKM5320 HV4 (D7 < J 

mm 
IB^yS^148-AXlB^y©^0^ : hzKM5320 HV6|B?y 

IB^y#^ 149-^=1 yx h7^ h 
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: V</i~)im^m^tchzm532Q m®7 ~i J 

IB^S^151-AXlB^y©|^0^ : hzKM5320 HV8|B^0 

IB^S^I52-^=1 h 

IB^S^153-AXIB^©|^0^ : ^y^->/HB^£P^^/chzKM5320 HV8©7$y 

IB^S^154-AXlB^y©|^0^ : hzKM5321 LV0|B?y 

IB^y#^156-AXlB^y©|^0^ : W^JUIB^y£P£l/N/chzKM5321 LV0©7$y 

itiB^y 
IB^S^157-AXlB^y©^0^ : hzKM5321 LV1a|B?y 

IB^S^158-^=I>X h 

IB^y#^159-AXlB^y©|^0^ : ^y^->/HB^y£P^^/chzKM5321 LV1a©7$ 

y ItlB^y 

IB^yS^160-AXlB^y©^0^ : hzKM5321 LV1b|B?y 

IB?y#^161 -^=1 >7h7^ h 

IB^y#^162-AXlB^y©|^0^ : ^y^->/HB^y£P^^/chzKM5321 LV1b©7$ 

y ItlB^y 

IB^y#^163-AXlB^y©|^0^ : hzKM5321 LV1c|B?y 

IB^y#-§164 —"n J5&ZI y X h7^ h 

IB^y#^165-AXlB^y©|^0^ : ^>y^UIB?y£P&^/chzKM5321 LV1c©7$ 

y itiB^y 
IB?y#^166 —AHB?y©fft0J3 : hzKM5321 LV3|B?y 

IB^S^167-^=l>X h 

IB^y#^168-AXlB^y©|^0^ : W^JUIB^y£P£l/N/chzKM5321 LV3©7$y 

itiB^y 
IB^y#^169-AXlB^y©|^0^ : hzKM5321 LV4|B^y 

IB^S^170-^=l>X h 
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: ^y^->/H3^£P^^/chzKM5321 LV4©7$y 

IB^S^172-AXlB^y©|^0^ : hzKM5321 LV6S3^U 

IB^S^173-^=I>X h 

IB^S^174-AXIB^©|^0^ : ^y^->/HB^£P^^/chzKM5321 LV6©7$y 

IB^#^175-AllB?U©fftBE : hzKM5321 LV7a|B?y 

IB^S^176-^=I>X h 

SB5y#^177-AXSB?y©^ : ^y^->/HB^y£P^^/chzKM5321 LV7a©7$ 

j itlB^y 

SB5y#^178-AXSB?y©^ : hzKM5321 LV7b|B?y 

IB^S^179-^=I>X h 

SB5y#^180-AXSB?y©^ : ^y^->/HB^y£P^^/chzKM5321 LV7b©7$ 

j itlB^y 

SB5y#^181-AXSB?y©^ : hzKM5321 LV9|B?y 

IB^y#^ 182-^=1 >7> h7^ h 

IB?y#^183-AHB?y©fftBS : ^y^->/HB^y£P^^/chzKM5321 LV9©7$y 

itiB^y 
IB?y#^184-AllB?y©f^ : hzKM5321 HV0|B^y 

IB^S^185-^=I>X h 

IB^y#^186-AXlB^y©|^0^ : W^JUIB^y£P£l/N/chzKM5321 HV0©7$y 

itiB^y 
SB5y#^187-AXSB?y©^ : hzKM5321 HV1|B?y 

IB^y#^ 188-^=1 yx h7^ h 

IB^y#^189-AXlB^y©|^0^ : ^y^->/HB^y£P^^/chzKM5321 HV1©7$y 

itiB^y 
SB5y#^190-AXSB?y©^ : hzKM5321 HV2a|B?y 

IB?y#^191 -^=1 >7h7^ h 



WO 2016/063522 127 PCT/JP2015/005291 

: ̂ y^->/H3^£P^^/chzKM5321 HV2a(DT 
j 

IB^S^193-AXIB^©|^0^ : hzKM5321 HV2b|B?y 

IB^U#^ 194-^=1 yx h7^ h 
IB^S^195-AXIB^©I^0^ : ^y^UIB?U£P£^/chzKM5321 HV2b©7 

j 

IB^#^196-AllB?U©fftBE : hzKM5321 HV3a|B?y 

IB^S^I97-^=1 h 

IB^S^198-AXIB^©|^0^ : W^JUIB^y£P£l/N/chzKM5321 HV3a©7 

j itlB^y 

IB^y#^199-AXlB^y©|^0^ : hzKM5321 HV3b|B?y 

SB^J#^200-^=1 >7. h7^ h 

IB^yS^201-AXlB^y©^0^ : ^y^->/HB^y£P^^/chzKM5321 HV3b©7 

j itlB^y 

IB^y#^202-AXlB^y©|^0^ : hzKM5321 HV4a|B?y 

IB^yS^203-^=l >7 h7^ h 

IB^yS^204-AXlB^y©^0^ : ^>y^UIB?y£P&^/chzKM5321 HV4a(D7 

j itlB^y 

IB^y#^205-AXlB^y©|^0^ : hzKM5321 HV4b|B?y 

IB^y#-§206 —"n J5&ZI y 7s h7^ h 

IB^yS^207-AXlB^y©^0^ : ^>y^UIB?y£P&^/chzKM5321 HV4b(D7 

j itlB^y 

IB^y#^208-AXlB^y©|^0^ : hzKM5321 HV5|B?y 

IB^yS^209-^=l >7 h7^ h 

IB?y#^210-AllB?y©f£0J3 : ^y^->/HB^y£P^^/chzKM5321 HV507S 

itiB^y 
IB^yS^211-AXlB^y©^0^ : hzKM5321 HV7|B^y 

IB^yS^212-^=l >7 h7^ h 
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: ^y^->/H3^£P^^/chzKM5321 HV7©7^7 
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HacOlfiH 
fc KGasBCDT7 $ J It 15^0©314% 315^.t/316#@(Z)77$ 

t>s '>&< tb—^XDJ7 § SBB&lZll&'&tZ'E S <7 

tc&mmmtio 
$312] fc KGas6©314% 315&tf316#g© JWL 

B& lz^tZ>:EJtn-i-MnJWT:'foZ>s If^iIHclEtfcO^y £ 
• --f) UirCft t fc & Iff 0 

5RII3] £ •— T§E(a)~(e)fr£>)lW:tl£l\-ftlfr— 
ll^cin tfcw^ciEi^^y £ 

Iff^o 
(a) irCttCDfiII (£IT, Hgtm§Et£) RT^M (J^"F, VH^B£gB 

(complementarity determining region; CD 

Rs J2TFCDR£IB&§E-r£) 1~3©7$ 

, 80^t/8HC=ES^tl^7$ JWt^mxtb^X, (J^"F, L 

mtmmtz) RT^M (J-MTs VLtmmtZ) ©CDR1~3©:P$y 

-ttl^tllB^y#-§-82% 83^.t/84(C|ES^tl'2)77$ y ItlB^y 

(b)K^©VH(Z)CDR1~3(Z)7$ ^tl^tllB^S^85, 86& 

t/87(C=ES^tl^7$ JWM¥\X'fo-oX, ^-3)VL(Z)CDR1~3(Z)7$ 7 

^tl^tllB^y#^88, 89^.t/90(C|ES^tl'2)77$ y itiB^y 

X'fo&mWo 
(c) tulE(a)t/c(i(b)(C=ES©^«h, fc KGas6^©i^(C^^x|| 

"nt~ •Sj/L'f^o 

(d)fulE(a) t/c(i(b) fc° h-7°£#tJNx fc° 

h — 7°iZ fp-n t" •!> mfao 
(e)fulE(a) £ fc(i(b) (ClEi^/ClWi^t" & x fc° h - 7°<h |t| U x fc° 
K — 7°(C fp-n t" £ irb^o 

5RII4] ty £ •— •fM'KWtf, T§E(a)~(e)fr£>)lW:tl£l\-f tlfr— 
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fc&i£#L^ir^o 

(a)^0VH07$ yi£IB?y^B?y#^69d=E«6^tl£:P$ yitlB^J 

7:'$> Xs tiK'DV\-(D7/ $ J SSl3^y^l3^LlS"§"72(C|E®^ tl%> ~7 $ J It 

13 ̂[J X'&> h$K i^o 

(b)#L#;<DVH<D7$ y^l3^^S3^#^75(Cl3®^tli)7$ JWmM 

Z'iifo "P Ts Av"^VL(Z) T7 ^ y Itl3?yA'?I3^yS"§"78{CB3®6^ T7 $ y It 

IB^yT'fe^irb^o 

(c)^©vH(Z)j7$ yiti3^y^S3^y#^i35(ciEi6^ti-g,z5 ygti3?y 

ANi?VL© I7 $ y Itl3^y#?I3^yii"§"123(;iEE1t!6^ tl>2> T7 $ y 

MiB^ye&strc^o 

(d)K{*(Z)VH(Z) j7^ yitl3^y^l3^y#^195(C=ES^tl^7$ yltlB^y 

ftvoVL0 j7$ yIf|3^iJ^I3^JS^174(CHES^tl5 7^ J 

itiB^y x h %) iateo 

(e)tt,fo(D\im7 § yitiB^y^iB^y#^i86(c=E®^ti^7$ yitiB^y 
^DVLCDT7 $ y ItlB^y^lB^yS"§"180(CEE%^ tl-i> T $ y 

ItlB^y "C 
[11^115] fy <7 tlfr 

uidiBt&cD^y £ n—^;u^ftSfc&i£&te®rK0 

[Il^ciI6] fc Sli!^ ̂ irCfk fc MfcirCffc&tf fc Sin;^AN 

li^ilstciES^^y^P-^-
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