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»7$ Ju iaiu^ K/>r ytponmt 

^ >^0SiiFvif^r(c^^ti/ccuiit(D7$ J it^s^mnciipi©'!^ 
%^tz>s [2 8] iZ%m<D7f^)^y^ K^fro 
[3 2] K* >T >*©fi0Fv®TmC3i^3tlrt:CH1 

i>m<D7$ Jl^g£<£t/T»§:#frik^ K^ -f >4^SitFv»ftmc^£ 
titc.Z[MM(Dy^ [2 9] xii [3 
1 ] izmmvtf «j ^7°^ K^fro 
[3 3] ^Jl^Kp<^>^CDfiilFvif^tC3i^^tl/cCHnili©7$y|t 

0IS£J:tflnIj§i^ KP< -Y >^©gllFv^^rtC^^n/cCL^(D7'$ 7@t 

[3 0] s/c& [3 1] tciEic®^'^ 
7°^ K^fro 

[3 4] KP< -f K* -r >-e& 
5, [2 2] [3 3] m^>lfrtClS*6©*°l,l^7051 K^fro 
[35] ^ K P< -f > tfCD3^£- K ^ > Tr 3, [ 3 4 ] tc 

K£l=rfro 
[3 6] CHniJi^T7^ yit^SfcN<tt/CUIli©r$ J^TCD ( 
a) ~ (f) tC^^tl^1$IX(i2|IJ^±CD7$ JmB&Oimfrbte&ffi ; 
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( b) cH1ilAti077z ingma--e-D-cEutii) J'147110777:-Z ioma 
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(c) cH1ilAtio7zingma--e .D -cEutmi) J‘147110)77 :-Z)oma 
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) 07oTt1 5N07U ; 

(X) ‘‘)1.,9'..Z Jggi 	(E) 	, 	77  ZJ 	7*JR 	(D) 	; 
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(b) yiias-e&^TEu :»->/<'; >^147^07$ yiias 
, yiias-efe^TEU :»->/<'; >^I3HU0:P$ yiias 
(c) yitaST-fe^TEU^-y/^'J >^147^07$ yII^S 

, yiiaST-fe^TEU^-y/^'j >^164^07$ y lias 
(d ) CH1$Iii0:P$ yiiaST-fe^TEU^-y/^'J >^147^07$ ylias 

, yiiaST-fe^TEU^-y/^'j >^'138^07$ yiias 
(e) yiiaST-fe^TEU^-y/^'J >^147^07$ ylias 

, Jkxfyiias-efe^TEU^-y/^u >^123^07$ yiias 
(f) ynas-efe^TEu:»->/<'; >^175^07$ yiias 

, yiiaST-fe^TEU^-y/^'j >^'160^07$ yiias 
<£ yg^Stu CH1^07$ yiiaS^CUIJi©^^ yiias^^s^tca 

yiias-efe^ [32] x& [33] 
§E*6©tf 'J ^7°^ K^fro 

[3 7] ^TO (g) yiiaS©II^#m¥J: y 

[3 6] K^fro 

(g) CHniJi^T7^ yiiaS-efe^TEU^-y/^'j >^213^07$ yiias 
, JkxfcuiJi^T7^ yiias-efe^TEU^-y/^u >^123^07$ yiias 
[3 8] fuiEsaa^^^-t^^ynas^ JUT© (X) (Y 

) CQl\-ftl;6NC0fg ; 
(X) ^;u^$>l| (E) N 77/<7^>H (D) ; 
(Y) (K) N 7;Udr~-> (R) N (H) ; 

yiiaS^^M^^tl^), [3 6] Xtt [3 7] tC=Ei6©/T° 

[39] tuiEsa©^^wt-7$ynas^\ CM$MM<DT<smB& 
-?$) o XEU± y/<'J >^175^07$ yiiaS^'L y sN CUUi^T7 $ J Iia 
S"efe^TEu^->/<'j >^i80{uN isHu&t/WuO):^ yiias^VTtit 
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14K. 
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123410)77 Z ingOlaeL y s --eZ, 	[4 0) t:ENC,Ot ')/' .7° 	F 

I* . 
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a)FcliAtt gEN# 1-41  : 2 5 (Z,ENC,C)FcliA15-1, Rl, g0d# 1-41  : 2 6 (ZiEik,OF 
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1] 	75\6 	[4 2] 	071,`Ttt.b\6:.-_,Eaa)7J11) /'7° 	K-Rai2tKo 
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1181175\ 6260110)72 i REM75101J# 1-4 : 2 4 (Z,Eamem, 2611175\ 644 

71107 7 Z i MEN75101J# 1-41  : 2 6 t:.-_,ENC,ogEN--eZFOA±5-1--ez, 	[4 

3] 	t:.-_,ENC,Ot ') ,'7° 	K-Rai2tKo 

[4 5] 	FcliRiFIV*Z77 -Z i m a) -3 tEUt Jii) J‘6:.-_,It-D --Ctiif-,3_ 

t1.ZTE071,\Tt1.75\072 JR ; 

22011, 22611, 22911, 23111, 23211, 23311, 23411, 23511, 23611, 23711 

, 23811, 23911, 24011, 26411, 26511, 26611, 26711, 26911, 27011, 295 

a, 29611, 29711, 29811, 29911, 30011, 32511, 32711, 32811, 32911, 33 
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fro 
[4 0] tuiEsacD^^w-r^T7^yitas^\ cm$i$©7$y^0ig 

T?S>oTEU-f>/<'J >^147^^175<i©y^SlgtfG I uN CL$I$© 
T7 $ y ItaST'fe o TEU^- >/< 'J >?'180fiu 131 <5:^.^160<fi;©^ ̂  J II^S 
AVI* tit, L y s Xfo&s [36] [38] ©l^tlfrtClEtl©^ 'J ^ 

7°51 Kzs"nfr0 

[4 1] isbiz, cmmv>7$ yitas-efe^TEU^-y/^j >?'2i3te® 
T'^yiias^G i uxfov, cuiJi^T7^ yitaST-fe^TEU^-y/^'j > 
?'123&© 7 $ y Itas^ LystfeS, [40] tC§Ei6©*° 'J ^ 7°^ K^ 

fro 
[4 2] FcHi^Fcyl, FcyllA, Fey IIB% Fc y IIIA&t//X&Fc y IIIB 

© tl ;6N © F c y jg #fr tc ft t~ £ AMS;T [ 

I ] [4 1 ] ©iN-rtl^tClEic©*0';^^ Kzs"• fro 

[4 3] Fc^rf^ 13^#^ : 2 3 £§E*6©Fc^i& IB^S^ : 2 4 tC|E 

^©Fc^Ii^, : 2 5 tCHES©Fc,pIi^N : 2 6 tCHES©F 

1] [4 2] ©iNrtlfrtClE®©*01^^ K^fro 

[4 4] Fc^IJi^^-r^T7^ yil©9t)EU^->/<lJ 

ti£~F§E©^1"tifr© yp£ ; 

II Z)26Q{\L(D 7 $ y ItlB^y A^IB^US"^ : 2 4 tCHE®6©IB^y% 261 £44 

1\\L(D7 < y I£lB^y^IB^y#"*§" : 2 6 tCHES©IB^y"C1fe'i)Fc,pIi^"C1fe'i)N [4 

3 ] tC§Ei6©*° 'J *7°^ K^fro 

[4 5] Fc$MM%mj$TZ7<sm<D?-ZEU+>/<>J 

tl£~F§E©^1"tlfr© yit; 

220{u% 226fiu 229fiu 23 Hu, 232fiu 233fiu 234fiu 235fiu 236fiu 237& 

N 238'fiu 239'fiu 240'fiu 264'fiu 265'fiu 2QQ{iu 267'fiu 269'fiu 270'fiu 295 

(1 296fiu 297{UN 298fiu 299fiu 300fiu 325fiu 327fiu 328fiu 329fiu 33 
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Oa, 33141, 33241, 

/i 	L1 C kiN 6 FcqtAT 	, 	( 4 3) t:.-_,Eili,07J1 ,) 	'7° 	HZRai*. 

( 4 6) 	Folfit5175IB1J#14 : 2 3 (ZE$Y40FuM15-1V* -Z 7 Z i Diz75qic. 

A L-COZFc-fiA15-VeZ L'L 	.14L - , 	(4 5) t:.,Eili3O)7J1')/7° 	K 

'Rao. 

(4 7) 	Fc-fiA15-7A** 	7 Z /ROD -) tEUt 	/ 	1) J't•Z•it.D."-Ct -k--,'_ 

11. 	TEEOL \ f 11.75\ OD7 Z ) giri ; 

23341, 23441, 23541, 23641, 23741, 32741, 33041, 33141, 

eM11.7\ -ZIgG2tc_- (rIgG4tz.-.1-30--C- - 0)EUt'. 1) '.J 	'7n,-1Z-4- 	7 Z I 

(ZIT* -,'_ tt.tc_-FcqtATZ, 	( 4 6) 6:Eg,071t ') 	7° 	K-Rai2tKo 

(4 8) 	FcIAIV* -Z 7Z i Ra) -3 tEut 	/ v) J''t:_,It-D -Clit't 

tt.Z TE0)1,\ T41.75\07 Z JR ; 

23441, 23541, 29741, 

75P. L -C 0 Z F0:4151T 	Z a.' L 	*,"*L -Z, 	(4 6) t:.-.1Eili,07t ') 	7°  

K Rai*. 

(4 9) 	230107Z ) 77:::i, 235410 7 Z ) Re7 5 = 	, Ezrf 

/6g, 2974107-Z igte77=>6z.-...P L -CoZ a L 	.1-tiltZL -,5, 	(4 

8) 	t:Eili,a)t ,) 	'7° 	I 

(5 0) 	Fc-fiA±5-7A4 	=-D Opt I)''7° 	KODgOlieThiNt:.--AtSZEN 

-4-. z._'• LWiLAL, 	(4 3) 75\6 	(4 9) 07k,Nfto5NIzENC07ti) 

/'•7° ' K-Rai2tKo 

(5 1) 	Fc-tAtiV* - =--Da)7J ,), 7° 	107-07J11) - f 	1077  

Z i DRaa) -3 tEUt Jig') J'i,:.-..lt -D -Ct7f-,stt.Z3491i1077 Z ingbY.:> 

T4 J, 3664107-Z i Re I- , ) 7°  I- 7 7 	t:.-... it 	OD t 1) 	7° 	K07 Z I 

PRa0-3 tEUJ- ii) J'7I:.-.. ,1t ----Cti'tt01.Z3561107:-Z Jggib5<: -T--( 

, 3664107 7 •Z ) me -t 1) 	(:.-_, 368410 7 Z i Re 	7 = J 1,:.-.., 407110) 7 

Zine/o) 	(,:.:M.,--Ck,\Za.'LliitL -Z, 	[1) /3\6 [50) oo 

T41.75\ t:.-_,ENZot 1) /'•7°- 	K -Ra I*. 
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[4 3] 

[4 6] Fc^$tfSB5!J#^ : 2 3 [ZUW,<0? b 7 $ J IIA^ 

zs-nfro 

[4 7] Fc^IJi^^-r^T7^ yi|®9 %BH-yjV) 

< yil; 

233{fiu 234{iLs 235&% 236fiu 237fiu 327ft N 330ft N 331ft, 

^ftt&-r^IgG2S/ctiIgG4tc33lNT^0EU^->/<U 

KM&stifcfcmnxfoz, [46] iztmoTfs^^y0^ K#^0 

[4 8] 71109 t.EU^-y/s:1; >ViZfe 

ti-g>T§EC0l\~fti;6NCQ:P$ y II ; 

234ft, 235ft, 297ft, 

[4 6] tClBi60/lNO|;^7° 

"5" K^n"fr0 

[4 9] 234ft® T7 $ yil^:P^>, 235ft (D;7 $ J WL1$7Z> — >, J&Xfi 

/X&s 291fo(D7$;mrf7^ = yiZ^mLT^Z>Zt%:&mttZs [4 

8 ] IC§E*6©# 'J *7°? K^fro 

[5 0] K(DIB^JifM.^tCS&£BB?!l 

[4 3] frh [4 9] (D^ttlhHzmmotf') 
^7°^ K£l=H*o 

[5 1] Fc^Ii^^!(;ij^1-^--D0^lJ^7o51 K<D—7°^ K©7 

$ yiias© 9 t)Eu^->/<'j >?x^T#£3ti£349fi;©:p$ y||^^>x 

7M>, 366ft (D T7 $ y Wiif- h 'J 7° h 7 7 > tC, ffe^CD# U ^7°^ K077 $ y 

SiaS© 9 %EUi~ y;<'jy 7'izm o 3 tl£356ft 0 T7 $ y IIX-x-f 

>, 366ft®:p$ yil^-tz 'j >tc, 368ft© r $ yii^T^-vtc, 407ft©:/7 

$ yil^A'j >izgmLr^zzt%ftWLttz> d] [5 0] ©IN 

~f tl tc IE®© 'J s< 7°51 K zsn"o 
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[5 2] 	FOiRtA**Z=-D0)7J1') .7° 	Ka)- 0)7J1H) ,-7° 	KO)77 

Z i OgOlaa) -3 tEUt 	1) 	‘6:.-_ ,It -D -Ctit:3541.Z3561i10)77 Z i Re ') 

(,:.-_, 	1t,0)7J1') , 7° 	KO)77 Z i OgOlaa) -) tEUt 	1) J‘l,:.-_ ,It -D -Cti 

t -1 /4S tt. Z 4391A 0) 7 Z J o  gro 	)1,,9, z 	Ogrfl,:.-_'Al.,, 	kiNT41.13\-0)7J1')7° 

1072 i OgOlaa)-) tEUt 	ii) J‘6:.-_ ,It -D -Ctit:354-t.Z4351i10)77 Z i 

e7 )1/*= 	t:.-..RAL,--CoZ z.: LliitiL - Z, 	[1) 75\6 	[50) 00 

Ttt.b`t:.:Ego07J1') .7° 	K -Rai*. 

[5 3] 	FOiAtIV*Z ="D 0)711 I) 1 ' .7° 	K a) t/1/ 7J**-1,:-#11 - 

ZgENGKe 	L/Z1,\ Z a.' LliiliL - Z, 	[5 1 ] Rl, 	[5 2] Vz_Eaa) 

7J1 ') /'•7° 	K -Rai*. 

[ 5 4] 	ti-Vgeca K)( -f 	eiri]— a) iE 1- —.7°(,:.-Ail - z. 	c 1 ] /3\ 6 

5 3] 00 Ttt.75\ t:.--ENZOt I)'~7° 3 K -Rai2tKo 

( 5 5) 	imi —0iE I, — .7°7510j# 1-41 : 2 le:ENCOD 7 Z i REM 75\ 6 fci: Z 

51 JJOKII:qe:.-_411 - Z, 	[5 4] 6:Ego9)7J1')/7° 	K -Rai2tKo 

( 5 6 ) 	H—oi E I- — 7°131EN# 1-4 : 4 (ZENCO) 7 Z i REM b` 6 tcl: Z 

51 JJOKII:qe:.-_411 - Z, 	[5 4] 6:Ego9)7J1')/7° 	K -Rai2tKo 

c 5 7) 	ti-Vgeca K)< -f 	7Y31i\6:.:AtsZiE I- — 7T.-.1,i-, - z, 	[ 1 

75\6 	[5 3] 	Oki\Ttt.75\le::_,ER40)7J1') 	K -Rai2tKo 

[58] AtsZiEl--7°751EM*1-4:  

51 	JOKII:6:.-_411 - Z, 	[5 7] 	6:Ego9)7J1')/7° 	K -Rai2tKo 

[59] AtsZiEl--7°751EM*1-4:  

51 	JOKII:6:.-_411 - Z, 	[5 7] 	6:Ego9)7J1')/7° 	K -Rai2tKo 

[6 0] 	[1 ] /3\6 	[5 9] o1iNT4-t.b\6:.-_,Eamtip 	K -R-a12tK 

—Kz7J11) 	i/A- 	K. 

[6 1 ] 	[6 0] 	6ZENC0)7J1') 	1,7J- 	K -A-tiNi'91 —c. 

[6 2] 	[6 1) (ZEili3O)51— Vti - ZNINc. 

[ 6 3) 	[ 6 2] le:.:ENCOUNILiiiI_EM/J\ 6 7J1 ') /'•7° 	K -Rai* 

IIIII5C - Z a.' L -g-tiNt ,) 	7° 	K-Rai4Kotkuml. 
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^yfi 
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( 6 4) 	( 1 ) 	1)\6 	( 5 9) 	Oi l 	T11.1P4z.16$1i3O)7J1I) /7°-  K -R-E•112 

3`(,M3•L 1,-C A-TAIIIVAgiAW6NTAAIJ. 

( 6 5) 	NIMICVA45-8VITIJea58VAIJ-eZ, 	( 6 4) 4:Ea0)58*Ali 

0 

( 6 6) 	geifft2,41i$1,2,---e.bZ, 	( 6 5 ) Vz.. gam %'VAIJ. 

( 6 7) 	( 1 ) 	I 6̀ 	( 5 9) 	a) 0 Ttt.b\ tzgEQC,0)7J1') , '•7°-  KR-E`1148 

WihOR 44A-A V.:#41- L1`11L -  z, ao)%x*RitliZM. 

( 6 8) 	aelffaRtli$IATZ, 	( 6 7) 4:.-_,E$40);8*R45ZMc. 

[0013] V-c*RE9Ej4t, *ftlE9EJO7J1')/7° 	K -R&14Ktzu*REIA0XIMIt-1 /4.-.ct 

91.1 15 -,3_01.7L- 7J-0) -  K -R-a12t -gtiN, 	*ftlE910)5At:.:JElloZtc_- 6730)*'y 

I- 4:.: IM 	Z . 	tc_- *RIE9EJ U. *RIE910)71t ') i'l 	K -RaPtt L, < a*ft HA a) 

tkailt._,, 9 24311-:_ tLt:-_t i) / -7° 	K -R-E•1171Ka), UnigAgA4A0A1J0-11 

11,:60*Z4V111z1WZ. Itc*RHAa, *RIE11105AG:_iCEFITZt-c&50, 

*REIA 0 t I) 	7° 	K--E`c()Ic 	tz-_-  U*5t HA OVA 	1 tz.: ck 9 ta ;'_ tat t ') 

"z•7°- 	K -R-a14ctz.:TA -0-Z. 

RIE0003A 

[0014] *REIA is c, -DT, BiTEeti-DoitLIEltDiL, attog4-r4P4oigt-cm-4 I- 

;4 	I- —L. ts E 	041, ts 0 L UN  ;', Vkit ±-04EttitttNeat 	41., 

/3 \ -D K 0 lull * AAA 	4 -DC tc t7J1 ') 	7° g-  KR-al* et'Zitt -.3_ tit. *ftql 

0)7J1 1),-  K -R-E•cf4Ktr.80. zt-MiaK)(4 	fflit - Z'z'LL1,:.-_,t 9, 

ilAJ I) / -7°-  K -R-E•cf2t 	7(ThL L -CA-tleiliig.V734%x*PJeiVeN 

-A-  v 0 /7 tcalM GE-; 19 L L, VaniCt 	% 

 

tca-1 

-za'• Le --ez. *41:.-_L-D -ct, --kItel-miNab\t,) --ets<, 440/9.01 

tHews<fiiikitt,-,A0L0--). -mi.,0%-:1*.e -- z,t--)tz:tszo 

a)AM-td:SAIEIJJ 

[0015] H41]GPC3 ERY1 	(GPC3 BiTE) , GPC3 ERY2, IgG32GPC3ti-NK4MIEn1g,V,3t1t0) 

EL$510‘57-"CDZ,, MINA 	(I) 4GPC3 ERY1 	(GPC3 BiTE) , ME_.-- It 

(A) 4GPC3 ERY2, n nit ( • ) 4 igGmGpc3th-,40ffin1A.VMttl.T 

WO 2012/073985 14 PCT/JP2011/077603 

[64] [1] [59] 

[65] (64] 

o 

[6 6] [6 5] 

[6 7] [1] [5 9] 

zzt 0 

[6 8] [6 7] 

[0013] £fc*$£BJ}lis \t£&fo£tcte*%nR<D&1kl5felZ& 
vmik-zfttctf1)*?? &mBR(Dl5mzm^Ztcljb<D*y 
MCH-T^O £tz*mw&s u< &*wm 

iiicfcitsffflcntso ttc^mm, &mmj5&iz&mtz>tc6bo)s 
*%m (o # >j 17°^ t tc iz &vm^ntc # v 
^7°51 KKP# "SO 

[0014] *fgB£tCj:oT, K 

t> -< > x K—A & if * mm L & IN t IN 9 ££'&±® mntc^n s tu 
7^MlNifii*«fljK#^rfr^l^^ti/co *fgB£ 

0/TO|j^7°^ y%m&tz>ztiz& yN ^ 
l£*°U^7°^ 
Steffi*u 

is'>& < fy t, i% ̂  £ IN 9 ̂  isu IN^ #-e $ a j; 9 tc & 3„ 

[0015] [H1]GPC3 ERY1 (GPC3 BiTE) N GPC3 ERY2S IgGMGPC3*jifr©|ffl|^t#;gtt® 

ftWtZ^ktV^y-Z&Zo HE9£ (•) t£GPC3 ERY1 (GPC3 BiTE) N m = fi 

(A) &GPC3 ERY2, fiM (•) itIgGMGPC3J/Efr®«lI*;m£ 
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41. -c. 

[>42]GPC3 BiTE, GPC3 ERY50MNICV.3ttt0)ELV 77--eZc, MEI 

A (■ ) 6GPC3 BiTE, 	nA, (0) 6GPC3 ERY50AeliN1giV.3tft -Z. t.T11. 

-,) 

[>43]GPC3 BiTE, GPC3 ERY60MNICV.3ttt0)ELV 77-CZ,:, MEI 

A (■ ) 6GPC3 BiTE, MEA (A) 6GPC3 ERY60AeliN1giV.3tft -Z. t.T11. 

 	,) 

[>441]GPC3 BiTE, GPC3 ERY7OMNIMMt0)ELV 77-eZ,:, MIEI 

A (■ ) 6GPC3 BiTE, MA (*) 6GPC3 ERY7001NICV,3tft-t- t1,T11, 

-,) 

[45]GPC3 BiTE, GPC3 ERY8-2, GPC3 ERY9-1, GPC3 ERY10-10MIE1 V,3tt 

OEL$51 77"--eZc, MINA (■ ) 6GPC3 BiTE, MEA (A) 6GPC3 

ERY8-2, 	nA, (0) 6GPC3 ERY9-1, 	nnA (•) 6GPC3 ERY10-10MIENg 

.V.3tft - i-LTA--c. 

[>46]PC-10 pre-mix52/14:.=.81,J•ZGPC3 ERY8-20)in vivott0245thM 	 

‘77.--eZc. IEHQA (•) 6GPC3 ERY74'4g0)12412M-10A_RiEc. M 

A (*) 6 -4figU (PBS4'4) 0)112412M0A_RIE -c. 

[>47]PC-10 pre-mix52/14:.=.80•ZGPC3 ERY10-10in vivott0245thM 	 

‘77.--eZc. nIEIA (•) 6GPC3 ERY10-14'4g0)12412M0A_RiE 

. MA (*) 6 -4PgU (PBS&64) 0)12414KMOA_RIE c. 

[>48]PC-10 TVIEJN4A52/11,:.=.80•ZGPC3 ERY10-10in vivott0245thM 

77.--eZ. IEHEA (•) 6GPC3 ERY10-14'4g0)12442M-10A_RiE 

-... MA (•) 6 -4fMU (PBS&64) 01241**--l0ARIE -c. 

[ 	9]Gpc3RIRBa/F3MiN 	1E11 o -c ;Pit L tcGPC3 ERY9-1 arfGPC3 ERY1 0-1 CAil 

;111:1; 1.044 '1‘77Z 7 --C' 	Z. MA (*) 6GPC3 ERY9-1, IEHEA (• 

) 6GPC3 ERY10-10)1Witti21.044 -0 

[>410]CD3RIRBa/F3MiNnI1X-CALlif L tcGPC3 ERY9-1 arfGPC3 ERY1 0-1 CAil 

411=1:1 2M.0-414  	7 7 T 	Z . MA (*) 6GPC3 ERY9-1, nnA (• 

WO 2012/073985 15 PCT/JP2011/077603 

tl^to 

[|H2]GPC3 BiTE, GPC3 ERY50MlIS;m©tb$$£^t^7T-fe£o HE 

ft (•) &GPC3 BiTE, (O) &GPC3 ERY5®MHS;£14£ 

"To 

[|H3]GPC3 BiTE, GPC3 ERY60MlIS;m©tb$$£^t^7T-fe£o HE 

n (•) &GPC3 BiTE, 1E^ (A) &GPC3 ERY60«1IS;£14£ 

^to 

[|H4]GPC3 BiTE, GPC3 ERY70MlIS;m©tb$$£^t^7T-fe£o BM 

ft (•) &GPC3 BiTE, II (•) &GPC3 ERY70«1IS;£14£^tl^'tl^ 

"To 

[|H5]GPC3 BiTE, GPC3 ERY8-2, GPC3 ERY9-1, GPC3 ERY10-1 ©«1IS;£'I4 

cmmft (•) &GPC3 BITE, m=fi (A) &GPC3 
ERY8-2, (O) &GPC3 ERY9-1, (•) &GPC3 ERY10-10MH 

S tl¥ tl£t o 

[|H6]PC-10 pre-mix^T^UtCfo^•SGPCS ERY8-2CDin vi 

(•) &GPC3 Ewm^vmmwmvmk^to m 
m (•) tewm (PBS^^) <Dmmwm<D&<tz$kto 
[H|7]PC-10 pre-mix^T^UtCfo^•SGPCS ERY10—1 CD in vi 

?^7-ZfoZ>0 &mfi (•) &GPC3 ERY10-1^^©H^«0^b^^-r 

o mm (•) tewm (PBS&^) ommwrn^mt^mto 
[|H8]PC-10 IMB&X^TMZ&tt&GPCS ERY10-1 CO i n v i 

&mfi (•) &GPC3 ERYi0-i^^©H^«0^b^^ 

to mm (•) tewm (PBS&^) ommwrn^mt^mto 
[|H9]GPC3^iiBa/F3|ffl^^ffllNT)|Jj^L/cGPC3 ERY9-1 &t/GPC3 ERY10-10lfll 

&*)&&<Dim*:3ktV=7 7-ZhZo mm (•) &GPC3 ERY9-1, (• 

) &GPC3 ERY10-10Mf^)I^©ii#^^-ro 

[|^10]CD3fgiiBa/F3M£ffllNT>fJj£L/cGPC3 ERY9-1 &t/GPC3 ERY10-10lfll 

&*)&&<Dim*:3ktV=7 7-ZhZo mm (•) &GPC3 ERY9-1, (• 
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) 6GPC3 ERY10-10ILLO*21.044   -c. 

[ >411 ]GPC3 B i TE, 	GPC3 ERY9-1, 	GPC3 ERY10-1, 	GPC3 ERY15-1, 	a Vecatumax 

omabt: ck zatto4r4v4oigtst-4 1- t 4 	,1734.ga),w1t47T-7 7 --"C 	Z 

0 

[ >412]GPC3 ERY18 L1, 	GPC3 ERY18L2, 	GPC3 ERY18L3, 	GPC3 ERY18L4, 	GPC3 E 

RY18S10) in  vitrogNiNigiVi3tft77 7 --C'sZc, MEA 	(A) 6GPC3 ER 

Y18 L1, MA, (•) 6GPC3 ERY18 L2, MINA 	(■ ) 6GPC3 ERY18 L3, 	nEl 

A (•) 6GPC3 ERY18 L4, 	n*-  (0) 6GPC3 ERY18 510MIEJNICV,3tft 	 

-,) 

[ 413]GPC3 ERY18 L3 L GPC3 ERY10-10) i n vitrogNENCV,3tfta)ELV - 

7 7 --C's 	Z. MINA 	(■ ) l,GPC3 ERY18 L3, 	IEHEA 	(•) 6GPC3 ERY10-10) 

NiliNig .V.3ttt  	... 

[ 4141]GPC3 ERY19-3LGPC3 B i TEO) in vi troUJEJNICV,3tfta)ELV 7 7 

C 	Z. IEHEA (•) 6GPC3 ERY19-3, MINA (■ ) 6GPC3 BiTEOMIINICV. 

[ 415] A. 	NTA1L/NTA1R/GC33-kORTR-,3 -fttc:CM0)1t4 Xt4Ht1=17 	7 

4 -34filgAiliM  	1=1 7 	71A --e 	Zo 	B. NTA2L/NTA2R/GC33-k0 	ft 

IRS -ft tcCMOlt -( Xt4Ht 	1=17 	5 7 -I - 3'$ n OAQM  	1=1 7 I-" 7 

.1_1. --CZ. 

[ >4 16]*BRIIUMS 0 -AAR t:Eili,-,3_ 41,Z t I) 1  ' .7° 	K-Rai2tKT 	ZGPC3 B i TE 

, 	GPC3 ERY2, 	GPC3 ERY5, 	GPC3 ERY6, 	GPC3 ERY7, 	GPC3 ERY8-2, 	GPC3 ERY9- 

1, 	GPC3 ERY 10-1, 	GPC3 ERY15, 	GPC3 ERY18, 	8 ,:t VeGPC3 ERY19-3V*he 

Z 	K)< -( J 1g)71.--eZ ; 3`Z*A-C -.35 tt.Z K)< -(J tt-r-Lat-i'LE. (GPC3, 	E 

PCAM, EGFR) tiii*FitMiiAti, Pl-trC:54-LZ K)( 4 A,t-r-Lati--ag (GPC3, 

EPCAM, 	EGFR) tii12tK1-$14_RiiAti„OAT:5 tt.Z K)( 4 J tti--LCD3ti-E12tKIAtIM 

	

M* t') --e -:5 tt.Z K )( 4 tti--LcD3ti--vf2tKLtImvati, 	n*(,) ---e -:5 

t.Z K)( 4 J1, tti/f2tv/fg'''*±A, 	1=1 	'*1,VJ-4 1, 	IFcA, 	ME[JtiNT-1=IF 

c -R-alE:35 .-t. Z_RA, 	-t.4-t.T.1-t.c. 

WO 2012/073985 16 PCT/JP2011/077603 

) &GPC3 

[H|11 ]GPC3 BiTE, GPC3 ERY9-1, GPC3 ERY10-1, GPC3 ERY15-1, &tfcatumax 

h >If®tbCD 

o 

[|H12]GPC3 ERY18 L1% GPC3 ERY18L2, GPC3 ERY18L3, GPC3 ERY18L4, GPC3 E 

RY18S10in vitroMlIS;m£^-t^7T-fe£0 1=^ (•) &GPC3 ER 

Y18 LU m% (•) &GPC3 ERY18 L2% 10ft (•) &GPC3 ERY18 L3, S0 

ft (•) &GPC3 ERY18 L4% fig (O) &GPC3 ERY18 S1 

"To 

[|H13]GPC3 ERY18 L3^GPC3 ERY10-10in viV 

77^5o HlZg^ (•) &GPC3 ERY18 L3, (•) &GPC3 ERY10-10 

[H14]GPC3 ERY19-3^GPC3 BiTE0in vi <f=7 7 

(•) &GPC3 ERY19-3, 10^ (•) &GPC3 BiTE0«HS 

o 

[H15]A. NTA1L/NTA1R/GC33-k0£fgii3t*fcCM0Ht^XJ«^PV h^77 

B. NTA2L/NTA2R/GC33-k0£fg 

3H3"tt:fcCM©+M p v 

AtfeSo 

K^fr-efe^GPC3 BITE 

N GPC3 ERY2% GPC3 ERY5, GPC3 ERY6, GPC3 ERY7% GPC3 ERY8-2, GPC3 ERY9-

K GPC3 ERY 10-1 % GPC3 ERY15, GPC3 ERY18, £<£t/GPC3 ERY19-3£*ij$"t 

Z>&KP< -f y©^-C£>£ ; K* -f (GPC3, E 

PCAM, EGFR) (GPC3, 

EpCAM, EGFR) J&«£-C^3 *l£ K* -f >ti^CD3^frH|Iqr 
y -en 3na KP< -f >ti^cD3^frLiiPr^m y -en 3 

ti£ KPW ?P3^tt+M b> KFc^a, MEP&^PF 
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[ >417]Pt : GPC3 Bi TECAA >4, B : GPC3 ERY 100 	A 4, C : GPC3 ERY20A 

A 	D : GPC3 ERY500A 4, E : GPC3 ERY600A 4, F : GPC3 ERY700A 

4, G : GPC3 ERY8-20 	A >4, 	H : GPC3 ERY9-10* A 4, 	I : GPC3 ERY10-10) 

*-AA 	, J : GPC3 ERY150AA >4, K : GPC3 ERY180AA >4, L : GPC3 ERY19-3 

CAA  

[ 418]IgG1, IgG2, IgG3aVeIgG40Fci1AXV*Z 7 Z i Otgla L, kabat 

IDEUt 	/ V) 	(*HUM t:.:80-CEU INDEX L t 14 tStt.z ) La)134,  

-,:, 

[ 419]*BAHUELSaArtiNt::_Eili,-,3_ tt.Z t ') 	.7° 	K -Rsa12tKTZGPC3 ERY1 

7-2, GPC3 ERY17-3, EpCAM ERY17-2, 	8 ck rfEpCAM ERY17-3 V* -  Z 	K)( 

-( J 1g)71•--ez ; 3Z*V--e -1 /43stt.z K)<-( A,t-r-Litt-r-ag (GPC3. 	EPCAM. 	EG 

FR) ttAKFItIM_JIA±A. Pla ---e -:stt.z K )< -f A,t-r-LatiLig (GPC3. EPCAM. E 

G F R ) trE14K1314 .3A X „'*A --e 	-:s tt.z K )( -(J 6t1--LcD3tr-L11lItlMVAti, 

*(,)  ---e -:54-t.z F 	-(J ttl--LcD3t1--L12tKL$14 —*±=1, 	n*(,J --e -:54-Lz K)(  

-f J1, tti,12tv-/fg-*/1, 	1=1 	-'i,vt-f t. 	1- FcA, 	MEE]tiNT-1=1Fc -Rsa 

lE -1 /43s -tz_RA, 	- - t.T.'c. 

[ >420]GPC3 Bi TE, GPC3 ERY17-2, GPC3 ERY17-3, GPC3 ERY10-10MNICV,3t 

ttatL$51 - 77 -ezc, MINA (■ ) 6GPC3 BITE, MEA (A) 6GP 

C3 ERY17-2, 	nA, (0) 6GPC3 ERY17-3, 	IEHEA 	(•) (,GPC3 ERY10-10M 

liNig.V.3t1 - tt.T.'41. -c. 

[ >421 ]PC-10 TUliN4A52 /11,:.-..80•ZGPC3 ERY17-20) in vi vottdiE45thM 

 	‘77 --ezc. n QA ( • ) 6GPC3 ERY17-2#R4g0)112412M0A_RiE 

 	... MA (*) 6 -,INU (PI3s#R4) 01241**--l0IE0 

[ >422]GPC3 ERY17-2, GPC3 ERY17-2-M200MIINICV.3ttt0)ELV 7 7 

"rsZc, MEA (A) 6GPC3 ERY17-2, 	nA, (0) 6GPC3 ERY17-2-M200M 

liNig.V.3t1t -- tt.T.'41. -c. 

[ 423]EpCAM ERY17-2, EpCAM ERY17-30 	ICV.3tt0)ELV  	7 7 T 

Z,:, MEA (A) 6EpCAM ERY17-2, 	IEHEA (•) 6EpCAM ERY17-30MEJN 

WO 2012/073985 17 PCT/JP2011/077603 

[H17]A : GPC3 BiTE0*!i£|ik B : GPC3 ERY 10®*li£|ik C : GPC3 ERY20*! 

^,Ms D : GPC3 ERY5©*!i£|ik E : GPC3 ERY60*li£|ik F : GPC3 ERY70*li£ 

Ms G : GPC3 ERY8-20^1^1|N H : GPC3 ERY9-1 I : GPC3 ERY10-10 

J : GPC3 ERY150^1^11, K : GPC3 ERY18CDHi£Hk L : GPC3 ERY19-3 

ZTFTO 

[|H18]IgGK IgG2N IgG3&tf IgG4©Fc^$£lt/£-r £ T $ J kabat 

©EU^VA'J (ffllffl^Cfc^TEU INDEX£*,m£tl&) £<DM&*£. 

to 

K^fr-efe^GPC3 ERYI 

7-2N GPC3 ERY17-3, EpCAM ERY17-2, £J;tfEpCAM ERY17-3£s|*J$f K* 

-f y(b^s!?foZ> ; KPW (GPC3, EpCAM, EG 

FR) y^m^m. (GPC3, EPCAMN E 
GFR) ^frLiiqr^m v*jymKcmmm*!^ms 
mmv K* >r ymK^mKWum^m, ISK^ 

?PX?&+M b> KFc^a, MEP&^PFC£££-

[|H20]GPC3 BiTE, GPC3 ERY17-2, GPC3 ERY17-3, GPC3 ERY10-1 

&(DitgiZ£T?:7 7-e$>&o mmfi (•) &GPC3 BITE, m=fi (A) &GP 
C3 ERY17-2, (O) &GPC3 ERY17-3, (•) &GPC3 ERY10-10|ffl 

mimfe'&tttM'nmto 
[H21]PC-10 IMB&X^TMZ&tt&GPCS ERY17-2®in v i voJjtJM$]Jil£ 

mtf^y^h^o &mfi (•) &GPC3 ERY17-2&^g¥©JMl«0^b£ 

mto mm (•) (PBS&^) ommwrn^mt^mto 
[H22]GPC3 ERY17-2, GPC3 ERY17-2-M200MlIS;£'|40j;b$$£ll~t </=? 7 

XfoZo IE^ (A) &GPC3 ERY17-2, B% (O) &GPC3 ERY17-2-M200|ffl 

mimfe'&tttM'nmto 
[|H23]EpCAM ERY17-2, EpCAM ERY17-3©ffl]&&^S1f©J£&£^t~?;7 7-C 

IE^ (A) EpCAM ERY17-2, (•) EpCAM ERY17-30M 
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14.V.3tft-t. tt.T.11. -c. 

[ >4241*BAHJI VS OATOIJ t:.:ENC:541,Z 7J1 ') 	7° 	K-R-a14KT 	Z GM1RtGM 

2, 8 ck rf GMOV* -Z 	K)( -f 	19`)71.--e 	Z. CH1/CLW-R-a$1Alle4 

A tql., 	-,3_ 66:.:Knob 	into Hole (KiH)102,7Y4A-,3_g-1.tc_- tH) 17° 	K-R-E`i 

14KA, CH1/CLW -Ra$MIltKiHt4A:354-1. -001:4:07J1')/ 	K-R-aptKB 

LL-C7iLtz-_-  ; 3.Z*A-C -,3_41.Z K)< 4 AttLattow, (GPC3, 	EpCAM)  tAi2tKI-1 

$14 i -i_IA ti, PO T 	:St. Z K )< 4 A,t-r-Litt-r-LE, (GPC3, EpCAM)  tti,14KLtIM 

_IA±=1„,0A-C -:5 tt.Z K )( -(J tti--LcD3ti-Li2tKFItlm_JIRIA, m*(,) ---e -:5 tt. 

Z F)< -(J (,t-r-LcD3t-r-vi*LtIm_—;,A±A, 	n*(,) - - ""e 	-1/435 tt.Z K)< -f J 6 ttv14KZA 

t1, 	1=1 Z 16VJ--f i. J I-FcRA, 	ME[](,,N5-1=1Fc -R-alE-1/435 .-t. ZRA, 

11:1 9 1311, CF11/CI-V- -R-a$MIle4A:354-t.tc_- , 	-t. tt.T.11. -c. 

[ >425]GM1, GM2, GM0OMENCV.3tttaLL$3. 7 7 T 	Z. MEA (A 

) 6GM1, 	nIEIA (•) 6GM2, 	nA (o) 6w0omiN1givi3tit-ti-LTA-t. 

-c. 

[ 426]EGFR ERY17-20MiNICV.3tft  	77 ---eZ,:, M=A (A) 6EGF 

R ERY17-20DUNIMMt0 

[0016] 

RIEUJAJA-4-67-c.-.19503:fge, 

J-;CFOYiftt, *HAUSt:.:81X-CIABAZ*RHA4)±111-gt:.= -Ztc6-e5 

t : Plitt -1/435 tt. Z . 

[0017] th-14 

*HJINISt:.:80-C, 	t-A14KL6, 	T?Aa)ta)--eZitctVii133•01gt, I., < 6 

.-A-. -at:.-_,t (,),IkII:s 4-t.,Kui=i /1) 	kiN  -') 0 	trE12tK6- - 4-t.eT?A 6:.:41± 

Z.01:14.1-\'Diffi3O)T?A'ANA'Dtti,14KVItZ/ \ 4 1') K—WejjNo*,I± 

M75\ 6*-41-,L41.141 Z l„ 	tz-_- tittiRKLitl'A.0510EII 0 Z a.' Liz. ck -D -C 

311133•01g6:.-_t, L, < tV5'--Gt:.-.. -a -.3541.1'41 Z0 	t-A14K0IN L I., -c 1, ,&-u M=1 1 ,) iO 

7 4 ̀  I , 9 ' 4 7c4-3,trie-t.41,6074 ̀ I , 9 ' 4 7°  01J-1 	7 	11Tift6:.=61  641.Z 

o 	L 	0),&-M=11') 	L 1, -C, 	IgG1, 	IgG2, 	IgG3, 	IgG4, 	IgA1, 	IgA2, 	IgD 

IgE, igmo9fEffia)7 	(74'15'47°) e%641.-coZo *RIE910t-A1* 

WO 2012/073985 18 PCT/JP2011/077603 

2, £J:tfGM0£j*/£-r£& KPW CM/CLfm^ftJftptf# 

A3*U 3£tCKnob into Hole (KiH)0fi£^7^A3 tl/c*° >J ^7°^ K^ 

fr£AN CHI/CL^S^fy^PtKiHt^A^tlTlN^lN/^'J^^ 

£ LT^Lfc ; KPW (GPC3, EpCAM) JjtfrH 

iiqr^m (GPC3, EPCAM) smim*! 
^ms KP< -f >ti^cD3^frHiiqr^m y -en 3 ti 
£ KP< -f >ti^cD3^frLiiqr^m KPW 

b> KFc^s, MEPtt^pFc^^bStta^^ 

^^RtiCHi/CL^®^fy^p^A^ti/c^a, 

[|H25]GMK GM2% GUQ(DM®Mg%&(Dlk8lZ£T?:7 7-e$>&o M = fi (A 
) &GMU &mfi (•) &GM2N &% (o) ternmmmmmfe'&ztn^n^k 
to 

[|H26]EGFR EMM-2(DMmfa^f£fe*£t?I7 7-e$>&o M = fi (A) ttEGF 

R ERY17-20«lISMlE£n-to 

[0016] J 

tC}l#±3tl-g>0 

[0017] tfiik 

>^iN9o 

"TSifliSK-7" 'J K-V«0±M± 

SBtfftlct, L < tiifo<Dm£ LTti^^P7"'J >0 

TM v*>r ^fc^o^ti^cDTM v*>r 
o t: hCDI&^S^P 7"'J LT, IgGK IgG2% IgG3% IgG4% IgA1% IgA2% IgD 

% IgE% IgM09ffl|I®^^X (7M7^7°) 7^[] £tlTlN£o 
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( -,.-i, 	tt, 607 4 V , 9' 4 7'0'3 t IgGl, 	IgG2, 	IgG3, 	IgG47Y-A-V1.114Z. 

[0018] pff-Motlii-a3tit -zt-r`vf4K4iFli-z 	51(,4(,:.-.8ki\ -c L..% --ez 

. J-;t-Ft:.=, 	GPI7 J)J —32. 7412tK 7 7 Z I) —1,::_al-Z, 	GPC3 (Int J Cancer. 

(2003) 	103 (4), 	455-65) 	t:.-111i-a -  Z ttvf* (t-AGpc3t-m2tK) 	4/F1. -z5le 

IN7i -:5 tt.zo Gpc3J-;1m, a) frog t:Aiii-a -  z tr-vf* t -F 2 oiN71 t: it U ---ciLARMIi 

-1/435 tt. 141  z . 

[0019] t-A0P03ti-NK6, 	Oiiia).fRJEll kiN .rt I) 	1=1-t)1/t.Ct 	i 	1=1 — t )I. 

ttv12tK L 1, -c ER14 -,3_ 41.14 Z. 	tti, G P c 3 ttv12tK L I., -c i, , 	A i, ft t Hi 	07 	j 	1=1 — 

t )14r-L12tKePELAt:4 IF 11 :5 41.141  zo [0 L tit FLA 07 	i 	i=i—J - )1/trE14Kt::_t, 

/ \ 4 I') K —7 t:.= ct t') rat:35 41.Z t O. 	8 ct rfitiRT*-41g511,:ct (,J t-A1* 

MIR 	g tiN RIR 	,9' — --e )Mii-ki I., tc Vg t KH JIN t:.-. ck -D --c rl-  t -,3_ tt. Z t a) 

[0020] J 	1=1 — J-JI/t-A14Krati \ -I 1') K-7 l, . 	01:1t-Alirii1CEII -Z z.: L t:.-. ct 

-D -c, 	INAJSJ-;CFa)ct -)t:.-..4,F,t'z's 41.142. 	-7`s.1-)t, 	GPc3,9' 	Ni/amif 

t-ARL l./ZiCE11 LT.. 1C4'0,&-u511,:.-. I., tce-D -commiytteat -,35 tt.z. 

141  6 tt.z 	,&-lEiNeiCgoAeliNa-a51 t:.-.. ct 'D --C L..% a)MEN L Ma -1 /435 tt.z. 

Z:.-_, icgo) 	') —_ 	‘511,:.-_,t 'D --C, 	) 	1=1 — J - )1/ tSti-NKratMiN 

z'J 'J—=J'J -  Z a.' Lt:.-..ct -D -Ct-AGPC3ti-NKVat - Zi \ 4 I') K —7 eig 

tR -1 /435 tt. 14 Z . 

[0021] 414K lYg t:.-.. 1, , 	E ) 	1=1 —J-)14-A14Ka)4MUINA. tS1-;CF t:.-..7i -  ct -3 t:.-.."ffl-At. 

zo 	T, 	RefSeqRtg#-'4NM 001164617.1 	(gog#24 : 	1) 	t:.-_-t- a) 	1,7J- 

KEN 7513,M7i -,_ tt.tc:GPC3it11 	RNA-  Z a.' L t:.-..ck -D "T, tiL12tKER141 07MF 

fARL L, Z1 	Ell -,3_ tt, z Re f Seq)Rti#-'4NP 001158089.1 	(goi#24 : 2) --e 	 

-1/43s tLzGPc3,9' 	iNeffRI'41-.541.1'41 Z. 	-7`s.1-)t, 	GPC3 	— KZitiR 

gEN.%a)ft1R, 	,9' —t::_t*A -z z: L t:.-..ct 'D --C.  ift 	tag t MiN effMfi 

A -1 /43541,Z. 	FiA'rgtgliliN'ti 	tc: l, iiI_EMiti IJN 6 Pif13 0) LF GPC3,91 	i' 	N 

IPL-11051.--Clit-ti  :5 tt.Z. 	iiiitI-EMitii3N 6U,  gM-la)GPc3ERI' -Ztto-e5t:.= 

6, 	IN A_ tS, 	gog #24 : 2 ---e -1 /4354-LZGPC37J1 ') 	.7° 	K EN a) -3 t, 	GPC3iY 

WO 2012/073985 19 PCT/JP2011/077603 

tCti, dtl£07M 7*>C 7°09t)IgGK IgG2N IgG3. IgG4^#S tl?#£0 

[0018] £M t & Jnfr £ Wmt £ ti ̂  tC 33 IN T T? £> £ 

o J-MTtC, GPIT7>^-M^#fr7 7 $ 'J-tCSt-^ GPC3 (Int J Cancer. 

(2003) 103 (4), 455-65) tCi&$KW (^GPC3^fr) 

m^s3 tl3o GPC3JU^©SLH tc^f £ #L<* t» ~F§B©0!J^ tcig U T 

^ tit# •?> O 

[0019] JjtGPC3JrEfrtiN 'J 0 n—±JVt.fclit; ̂  p-^ju 

LTlXt#3tit#£0 #LGPC3#Ltt£ LTtdu PtfLft^fi^O^ 7 0 • -

i-MKWifUMzWm^tim^o 0 n-i-MKWizlts 

/W7"'J K-vtCj; Ujt^ti^tax yjaft 

tl-2>o 

[0020] t; ̂7 p-^juJrcfrjt^/W 7"'J K-vti, d £ tc J; 
ot, m7L&MT<D£?iz.wmznmz0 tGPC3*>/i?nz®w 
SLJI£ LT, ®;%©&^;£tc Lfc^TPt?LSM^&^3ti£o 
?# £ tl £ ® ̂  (D tCct o T &ft] 0t 3 tl £ „ 

;^tC, ®^®X^ lJ-->^;itCd:^T^ t; ? 

X?'J- = :/?t~£C:£tCJ:oTJjtGPC3^fr£jj££t~£>'W 7"'J K — 

£R ^ tit# •?> o 

[0021] ftfrfttcti, t; £ •—•f;i/SL^©^^ti^UAtiJU"Ftc^t"<fc 9 tcfrfoti 

50 £t% RefSeqM®#^NM_001164617. 1 (BB?!l#^ : 1) tC^0^^b^ 

51 KI3^^M^^ti/cGPC3ilfe^^^ii"rSd«>:tCj:^T, 

*aH£ LT^ffl3tl£RefSeqMii#^NP_001158089.1 (IB^U#^ : 2) T?^ 

£tl£GPC3^>/^ff^IXt#3tlt#£0 GPC3£=I-KtSlfef 

13^0 £^ ̂ — tCjf At" Z>Z.tlZ£ o 

^^ti^o hGPC3^>A?ff 

A^ftio^-e^^tLSo ±M±;*^^£pT;#M©GPC3^lxt#t-S/ctotc 

ti, m?Ll£s l3^lJS-§- : 2-en^tlSGPC3/lN0|J^7°51 KWO®?"^ GPC3tf 
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MiNa_h t:.:*13793 -%3- tt. Z tC: 6/3 t:.-- jEll kiN 6 tt.ZGPI7 	t —EN le::41 -  ZV7.1<ttliA 

15-1V*2564-5807-Z ingl.,tc_- '91 /0K75101J# 1-41  : 2 --C -,3_g-t. 

ZGPC35' MNa),f-U--)t,) t:.-..ftIRtg-t.Z. etc, al'  LL- T?AlOGPC3q M 

Nt)V-L- Plale:FzIfFtiLML L -CIJElltql.14Z. 

[0022] [OLEYtt 6:3-,11-  ZKule:.:11,11 -  ZIRMFY-ERL 1, --C 	i!iMit-lk4.'-'GPC351   

e1 	---e, Z. GPC30)533•17° 	Kt V-z-_- 84'FfiLML L -CIJEIIT 	Z. 	a." 0) 

1E, giA533•,' •7° 	Kl, 	I I- GPC30) 7 Z i REM ct t') IL ''#-L` h C le:.:. ct .D ""C t ER1'41  

14 Z . 	etc, GPC3MIR 	a) —3,13 	ftIR,, 	g —t:.-.. CAA, TRIR, -,3_ -ft Z a.' 

L6:ct -D -CtgyMtql.141 Z. 	-,3_ 6 le:: 1, ,9' Ji0 	•flqE0ACEllkiN -cGPC3,9' 

JO N3A -Z a.' L le:: ct -D --C tER14:35 41.141 Z e, 3,,133•, 7° 	K LL, --cnIo 

Z GPC3 	7° 	K 0)qt18 ct rf ic 	:35 tVti le:!tiM a) Set: FR if :35 WS 00 PT 

Loq±5.1tgaM# 1-41  : 2077'; I REM le:.= 8 0-0564-5807 Z I Mg:A 	Z 

7Z I RgEN75\ 6i1S0gEMeigtRttt.14Z0 FaMFttLE,L 	Z ,'7° 	KV* 

7 Z I RIONtV -.Pts < L t5J-;t_t, INAJS6J-;1E, 5-711,N67J_E-"CZ 

L 751T 	L, 00 	ct 1') Ai* rlig le: (,8-50, 	PTA l., < 610-30Ra07 .7° 	KeS 

fFtiLML 1, --C1111 -,3_ tt. 14 Z 0 

[0023] etc, 	GPC3q Ji'No)Fiif-20)3,,[33•7j1 i) / ..7° 	K-\ .7° 	KAtszt I) 

i'7° 	K Lm Ltzfill-a51  M'KeltMlFtiLIF.L L -Cf11111-%3_41.141 Z0 ItIfFtii, 

ML L/TIJElltq't.Zaa'i0N-ICIZAL- eible:.=, RAJ'S, tiv12tK0)Fckft 

A--\"1 7° 	K5' VSE751TiLC:f1JJElltg-tAZ0 ill8'91 /0KftIR, -Zi 

'91 -6, Pff10=f2ffiRt-t- 4-0-;t_hOt ') i' .7° 	KkhA- 	— KZittfR 

/3'-f 	7 l/-1ATR-a:3541, 	i!,AiItaitfRe11420)ct ', le::_ftIR, 	g — 

t:=4Atql,z z: L t:ct *f'F-t'tg-tAzo Ata,9' 	iONO71'F2''516Molecul 

ar Cloning 2nd ed. 	(Sambrook,J 	et 	al. , 	Molecular Cloning 2nd ed. , 	9. 

47-9.58 (1989) Cold Spring Harbor Lab, 	press) 	le:BENCtqlr kJ` Zo SfF 

tiag L L-CJEll 0 ' tt.ZGPC30714V41 51)3W-tl-LCE110tc_- rg.516, W02003/ 

000883, W02004/022754, 111102006/006693 	6: t 141* 0'9 6: BE NC -%3- tyr 0 Z 0 

[0024] AS4lFti-ERT&:35 tt.Z [OLEilt L I., ---C 1,, lit ontlt le:: FitZ -1/435 tt. Z t a) 

WO 2012/073985 20 PCT/JP2011/077603 

izmm is tiS tcisb izIN £ ti£GPI7 y t -SB9!J m t S^ 
^564-580^Ltcfyj^onmmm^ •. 2-en^ti 

zwcdtysttmomfrvizmmistiZo %tcs mwkLtc^Mmty^ 
LT^ffl^tim&0 

[0022] m%m%izntz^mzimtz&rnmt Lz%m%zmwc3* y^tn. 
T? $ £o GPC3©SP^^7°^ K t £ LT? $ So d 0 

1^ 7°^ h'ttbhGPC307 $ y IIIB^y J; y <b^/£tC ct o T t IXt# 

3tit#So s/c, GPC3Mfc^©-^£fgii^^-tc£i^Tfgii3-&s;: 

^tc^^xtix^^ti^So zbiz!,**>/s<7nftM&mzm^rGPC3*> 

^^7°^ K£ LTffllN 

Z>GPC3^7^ K0^!iifcJ:t/^$^^#tcf#Sya)Mitc^^^ti^iNo $?£ 

LlN^IittilB^y#^ : 207$ yillB^y tea INT 564-580^$ JmiZ^tZ 

K£*i 

j^-rsT7^yi£0$ui'>&< ^t,5JU±N mt£6j^±, 
LIN0 J; y mfrfttcti8~50N Sft L < ttl0~30^s©^^'f1 

[0023] S/c, 

^7°^ LTfiJffl3tlt#So t 

StttOFciT 

>7 l^-A-eSi^StU 

tCjfA^tlSd £tCJ; <JfEi^tlt#-g>o Hfe-n^ >/^ff®fEi^";£&MoLecuL 

ar Cloning 2nd ed. (Sambrook, J et aL, Molecular Cloning 2nd ed., 9. 

47-9.58 (1989) Cold Spring Harbor Lab. press) tClE®^tlTlN^>0 {gofE 

SLJWt LTffllN^tlSGPCS^IX^^i^t/^tl^ffllN/c^^i^ WO2003/ 

000883, WO2004/022754, WO2006/006693^tCtClE®^tlTlN£0 

[0024] LTti, ^(Dmtizmfeisn&ibO) 
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--etV-soe, UNE-at:11E11 	zO,NIN L oiltatta L -cilt.fR -zoe 

PT 	Loo —twig iztvls -D -Affiortt. IN AiS, 7 r, 	, 7`Y H /\11.'91 

—. 	Z 0 tV,1t*. Itl1/ePTLAt:.--4CEH:35 tt.Z o 

[0025] .1:10)511,:.-. I., tc e -D -c_hgaa) mmt e a IIF ti-vg t:.-. ct ( ,J,& -.3s 4-Lz 0 im A_ a 

. —421Y9tsaL LT', lialfftr-Oge[OLfiitoplikli9 L- th -Ft::_a#11::_ct 

.D ---C#R4tg-LZ a L t::_ck (,) 	,&.7- 7V-Arttql,Z,:, 412tKIY9t:.:6, 	PBS (Phosphate- 

Buffered Saline) A'D±±1fti-la* --eizttsafRig$ ----eaCtst.td-c_-Slifti-Vge 

. Pff-Z:.-. ct (,)1CV)77 a/ 	H INAJS71=14 	P-A-'77 a/ 	I- L ',g 

-a tg-L, KIE -.3s tt.tcgoz . AS4iFtr-LIFJPOLEilt t:.-Aip 621 El izt:.-.NEN4-,35 

tt.z 0 	tc_- , 	84/Fti-Vga),&-uHi6:.-_6iztts#E114Ke4CE11-.3s41.141 z0 	lit:.-.3 	iii 

o/J\ -,3_ ki\533•7° 	KeSliFftagL L,--cplo 6 tt.z tgat:: (,, 	7)1.1z 	, 

*—*— )1/ I) 	v 1-,N77=a)#E114K ,9' 	/0KLAi-at.,tc_fAsliFt-r-L 

IF., -7° 	1,&-u -z z: L e-M 	Lottiatzo 

[0026] etc, Pif-Mo7t-Al2tKV1 -Z/\41,) K-71, , DNA,44CEIli.„ J,;t-Fa) 

ck -3 t:: 1, --C" tdiFll tql.1141 Zo DNA,j7AL (,, 	,jAtlytiti---eti-vgg 

— K -ZiR1ReftIR -1 /43stt.14Z ct -') ts180--ea 	-.3s tt.tc 	,9i—DNAe#R4 -.3s 

tat 	a 	Ku Eit iti T. IS1iFti-VgegA,KutlYtta)t14Ki --eftIR,-.35 tt.Z a' L 

t:.-. ct 'D -c. 	,&-u*IJSe4 A_ 6 tt. z 	,&7- 51--e 	Z0 N. n WAR /3,&-iiiIt t:.-. 

#R4:5 tt.z —42018ts&-u5ILEL/< --c, DNA 	6: 	)a) ct --) tsiEltohtelt 

471-.3stt.z0 

—GPC30),t ', 	 ice t~ 	6 41.141 z 

[0027] DNA 	6:.-_,t 'D -c*ft HA a) 	J 	1=1— J - 11 / ttAK V4I Z tc Obt: . 	T. GPC35' 

i5tIRA-ZDNA75,*.EIJItt::_tk4 -,3_g-t.Z0 GPC3 	i — 	-zDNAt, 	P 

CRts e a) oiii a)516:.-. ct 'D --c -a -.5 41.14 z 0 14'6 tt.tcDNAet 	tsftIR. 	5' 

— t:.-. 4A -,3_ tt., 	,&.-'-m-)Iytt:.-_tk.4 -,3_4-t.zo 	foR,,,9'—L l,---C 1,, 	tc LA_ apcD 

NA3. 1 ts Ea) 	IINIORTR, 	5' —ePTLC:fil JEll -.3s 41.14 z0 	g— 	t14K t:_-_#R 

4-z 	;5LLT', —fROi76:.-JEI1o6tvcoz5lefillE11-.3sttAz0 tcL AiS 

WO 2012/073985 21 PCT/JP2011/077603 

T? ti ft IN if, tc t S t © ̂ £"14 ̂ MLrmyRt Z>(D1f 

^fSLiN0 — JSSfttctitfMPL^S 7^7, =Z>V k /\A*.* 

+^U^7^BStC^ffl3tlS0 

[0025] ^•0^;itCL/c^^T±iE©S]^«mjt^tCj:''J^^tiSo mti' 

s —LT, !i^^J^^PS?LS]^a)SS^^lS/ctij^Ttc>ElttcJ: 

^T$^3tlSd£tC<£ U&^T^^tlSo flrfrfttcti, PBS (Phosphate-

Buffered Saline) tlfciMJ^^ 

s P/TMtccfc vmM<DT*J=LJ*y k mX[tyu^yV^±7ViLJ<yvtn 

i=r3tu ?L<fb3ti/ct£tc, l^mmM?LS]^tc4^£2is^tc^[5]^^ 

tlSQ s/c, f#tc^^M 

0/jN^lN^^^7°51 LTffll^tiSil^tCti, X 

]^7°^ LlNil^-tfeSo 

[0026] S/c, 7"'J K-Vti, JUT© 

J^tCLTtfFi^tlt#^ DNAft^ti, 

- ii3 tlt#S <£ 9 &E*imitg3 tlfc'*? * -DNAtf £-£3 

tCct oTs tc 

DNA^tCti, 

t#£tiSo 

-GPC30J; 9 LT&^yW^*. £tit#S 

- JI £ S & l\ 

[0027] Mhfimz&-oT*%m(D=£J <?U-i-)\,fcW*:%%tMZ, GPC3^ 

V/^K^^ii-rSDNA^^ft^tC^^tlSo GPC3£ =l - K"tSDNAti, P 

CR& if GO © -fife tC <£ o T 3 tit# So t# £ tl fcDNAig ^ £ $ 

-tCjfAStU ^ft^tC^^tlSo LTti, /c^ti'pcD 

NA3.1 & £ © mi5 © fSSE'* ? * - A^Sf jg tC f ij 3 tit# S o ^ ? * - £ tc & 

—ISfttCffllM^tiTlNS^";i^fiJffl^tit#So fc£a.t£ 



WO 2012/073985 
	

22 
	

PCT/JP2011/077603 

. 	ftIR.• 	J '9' — 7VPRZ l, tc: 	t17`. gene gunT*.fiit11:112tKODUNI 	6:=4. 

A -1 /4354-LZ a' L 6:.-_,t -D -cDNA,*.e4 -1--)41.Z. 	-,3_ 6 t:.-_, 	GPC3V,280 -Zti-i14K1041F 

,Tu 	iit-_,Rmvv02003/104453t:.-.1,Bili,tttc_- 511110 --C t 41F11 -,3_ 41.14 Z. 

[0028] Z.:Oct -3 V: IVLbit 75A-u. -,3_ 41., 	MI** t:.-.. 8 1,J* z GPC3 t:.-Aili-a -  Z t-Al2t0A4 

O_ErFefe,2:5411L- 46:, VLbiltb` 6 ,MHIN ets- ER :St., UlliMa (Z. A 

-1 /43541.Z. PTA L 0 	,&-uNIN L L-C (,, lit:_lieNINe4CM354-04Z o  

[0029] 44,E,YAMNLE-a -.35 tt.Z UN L L, -C, VLEYtta)Z ii=1-7UNMEll kiN 

64-Lzo  zii=i—WaNt, 	1)—=‘19)t.zo-e5a);ZAtsit..M7—t — 

1EA. -C- 0Z a.' LePT 	L ki N o 	#R7 —  t — L 1, , lit 0)*,1A-40)-F ---e±# 

•"- Z 	(Z 0 6 -- 1:4:0) )f; 	#I 	tR7 — t —(,::_t, 	L7J14-1J- 

- 	‘77= 	— 7J 7 ') 7J)1/1-7 J Z 7 i 7 — -ff 	' (-;CFFIGPRTLti 

- Z) , 	Zki\l, Z*J---fft'h' 	(-;CF11(' Litlii - Z) fsEe 

.11--eZ.:. IdGpR-r- -11(0tA -ZUN6, 	L t*It 	— 77 Z i 7°5- 

') 	— 	ZJ!tM..'ht (-;CRIATIIM"htLitl 	- Z) 	- Z0 HATISkt0) 

UN l,HATiltfR itEt * TDNA-E`A 	T7', a Le --('_1-Eg -  Z e, Ig'fcM1N 

LAt-a -z LiWallot-)1. — EiMfilnl l,--CDNAO -aatIPA-Z L L 

e ---e 	Z tc6e5HATilttRitEttifiTt ±PRAZ ct ', (Z. tcl: Z 0 

[0030] HGPRTAb-11(tAaAaNt, 	-tl-1.T.11.67 	‘77= 	, 87-11 77= 	(J 

T8AGL tili.“-Z) , 	Z kJ\ (,5' 11=1527J-* 	') 	-A-tiNiiit-t-CilitR -1 /435 

ttAzo 	(7_41,60E 1):z:77 j- i=iDNArri6:.-.E[Rt')31AtiNT*1:4Ali -M 

Z0 it,, 	L'41.60)E')Z77 J-1=1ERt')31A6-e51-Ski\a'41.60)EFIAtA 

1, tcNINt, 	tRitEttO*Tt#Z (1 LeT 	Z0 a.' Oit,G418ffilt L['„ 6 

tt.ZilitR7— t — (,, 	,7J-  7 4 :> JE'hti..tfRl,:.-_,t -D --C2-527J-* 	I- l, 7° 

gZJ 	tr-LttN (i7 2 	51 7 4 	ffi1J).12tK) 6:.-.1,11-zEtt4A.zo NiliM 

at:PTifttsf2 /7  a) z i 1=1 —7NiN.% --ezo 

[0031] z.:oct -3 1:4: Z 1 m — 7 UN L 1, -C, IN A_ tS, P3 (P3x63Ag8. 653) 	(J. 	Immu 

no l. 	(1979) 	123 	(4), 	1548-1550) 	, 	P3x63Ag8U. 1 	(Current Topics 	in Mi cr 

obi o logy and 	Immuno logy 	(1978) 	81, 	1-7) 	, 	NS-1 	(C. 	Eur. 	J. 	Immuno l. 	( 

WO 2012/073985 22 PCT/JP2011/077603 

% $ — 7^P$lf ifs gene gunT:&^SM^IIIfrtf)$ffl^ft tC># 

3£tc, GPC3^iiii-rs^fr®^ 

ii ti S M WO2003/104453 ̂  IE® ̂  tl/c ^ IN T t ̂  ̂ tit# S o 

[0028] £0<£9tCPi?LSM^&^3ti, lfr;*4nc£ttSGPC3tC^tSJ;tfr2)iI 

(D±^-tfmm$ntcmzs ptfLSM^^&^ifflwwx^tu »s^tc#t 

3tiS0 Tti, f#tcS^«^ffl^tit#So 

[0029] IT, Pt?LB]^(£>$xp-v|fflWffllN 

£tiS0 $xp-v»ti, 7,0 'J-=>7'(Dtcdb(D]g^%:m$R^-t)-%: 

-e$S (feSiNti-e^&iN) mnz^To miR^-ti-tcti, t^^+i-y^ 

y - VT - y - * x * 'J tfi/ )l K 7 > X 7 X ^ - -tz (JUTHGPRW1 £: % 

mtz>) ^ tf^Ji (JUTTK^i^BSts) tax# 

HGPRPpTK0^1£W"tS«t^ y 7°x 

(JUTHAT^tt^^^-TS) £W"tSo HATJi^tt© 

«tiHATM^±te^-eDNA^^tT9 IE;t&« 

tm-st & tjEnmmov-^-vwzm Lxmko^m^mmt^z t 
ifU $ S tcisbmm^m*T? t J^JSt" S J: 9 tc & S o 

[0030] HGPRT^Ji^TK^Jicalfflj^ti, ^tl^tl6^^ ̂ T7->, 8:PHf^:P=> (JU 

T8AG £ ̂ BSf S) , S IN ti 5' 7" 'J *>* > £ 3 

tit#s0 zn^(D¥v $^y7±n?zmh^iz^)&&jEntemmimmt 
So Ctl£® fcf'J $y>77^"P^^IXl'J^to^lNCtl£®i#^^^^l 

L/c«ti, ITOte©^^#ti) c i>o C0^G418Ittt^P?ti 

tiSM^V-^-ti, Kb7° 

tCfttSIttt^pLSo «S4 

"• tC ftig&ffi ^ GO $ x p - v "C S o 

[0031] e©J:?^$iP-7»i: LT, MA. ti\ P3 (P3x63Ag8.653) (J. Immu 

not. (1979) 123 (4), 1548-1550) N P3x63Ag8U.1 (Current Topics in Micr 

obioLogy and Immunology (1978) 81, 1-7) N NS-1 (C. Eur. J. Immunol. ( 
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1976) 	6 	(7), 	511-519) 	, 	MPC-11 	(Cell 	(1976) 	8 	(3), 	405-415) 	, 	SP2/0 	( 

Nature 	(1978) 	276 	(5685), 	269-270) 	, 	FO 	(J. 	Immunol. 	Methods 	(1980) 	3 

5 	(1-2), 	1-21) 	, 	S194/5. XXO. BU. 1 	(J. 	Exp. 	Med. 	(1978) 	148 	(1), 	313-32 

3) 	, 	R210 	(Nature 	(1979) 	277 	(5692), 	131-133) 	751Tt:.=.4E11'0141 Z 

0 

[0032] a*oigt::_tvoria)51, It LAJS, Jr — 7 — L Z )1/5--f 	6 0)51 (Met 

hods Enzymol. 	(1981) 73, 3-46) U.-At 1; Z, 44E,a&r-ANL z im-7K11 

NLaAiMitae,11--)41.Z. 

ct (,)1414KO'gt:.-_(,, IN A_ tSNINE-a1ZIAIJ 0411-F-CICV);1I'Arri --C' 

MilaMitae-Alth-,3_ 41.14 Z. 	a1ZIAIJ L L --Ct, IN A_ tS7J1 1) i 	1, 

'i) a —)1, (PEG) , 	-t J ,9''-f r, 4 )1. Z 	(HVJ) 	e1 	'1., 	%6:::Ba5lit$ 

-14673ztz-_- 6736zpff-Z:.-_,t (,):'))< 	)1.)1.** 	Kom.wjAljeA)iii-,354-L-cq 

111:3541.Z. 

[0033] ,&-uNIN L Zip —7NIL 010E11,T,1.1 -E`alISt:.-_,TA -Z-1 /43s 41.14 Z. IN AiS, 

Z i 1=1 —7NINt:.-.14 L --CfOHIN1 /3\ 6101gL -Za)/31T 	Loc. 44,1aNiN 

Atat::_nloz±3,IAL L --C (,, il.JA.l,S, MEZ i 1=1 — 7UNTLi-cotimt:.-_pTLA 

tsRPmii640i3,,EIA, mEMIA, -- Olt, 	z:07m07 aNii,I6:.-illo64-1.ziC,4 

10*,I',4-Ye4CEH -1 /435 41., 	-1 /43s 6 (,:.-_, 	ThliffiELLCA 	(FCS) 	a).[LGIVICA-YePTLAt:.-..)ip 

-1/435 tt. 141  Z . 

[0034] UliMaa, 44E,a,MEHN L Z 11=1 — 7 UN L opfftii 	ilq,Eti,?,w4-yrri-e 

ck < ma L, 	6/3 37°Cf'1'1. t:.-. )i1:15E0'. -,3_ tt.tcPEGga (1 	A_ (,SW.,j3 	'El 00075\ 6 

6000#1)) CM075\ 660% (vv/v) 07S'1-- )n -,3_41.Z. 	',g-a',4-054-1-75\ t:.-.. 

PLa-.35 tt.Z a.' L t:.-..ct -D -cpif-MaylitaKM (/ \ 4 II) K-7) 759: -Vstt.Z. 

Zi\ -e, ±,Et:.-_titciLAtsiiiIaeAZA)ilil-:5 41., AiL\ L --C•_EMIt 

ZtafF81(,)3,_A- z_.' Lt.: ct (') / \-(1') K —7 otiat:.:PT 	L < tski\UNIU-a 

AMelt -,3_41.141 Z. 

[0035] a.' a) ck -3 (,:.-.. L --CT 	6 ttd-c/ \ 4 I') K-76. iMpilitRiiiIa. RA_ tSHAT 

iiiitla (L7J14-1J- , 	7Z i .7°5-1) J 8,trie-.-z -g-ti•ti,?,w,f-y) 	---e 

WO 2012/073985 23 PCT/JP2011/077603 

1976) 6 (7), 511-519) N MPC-11 (CeLL (1976) 8 (3), 405-415) N SP2/0 ( 

Nature (1978) 276 (5685), 269-270) N FO (J. ImmunoL. Methods (1980) 3 

5 (1-2), 1-21) N S194/5.XX0.BU. 1 (J. Exp. Med. (1978) 148 (1), 313-32 

3) N R210 (Nature (1979) 277 (5692), 131-133) 3 tlt#S 

o 

[0032] (Met 

hods EnzymoL. (1981) 73, 3-46) iHCiSDTs $ x• — vlffl 

s fu§E*S^^ite^tit#So mtii&mmt LT&s l^ji^uxfuy 
(PEG) N -tz>^y-7^jux (HVJ) Hicsi^W 

ffl^tlSo 

[0033] &^«£$xp-v«£0^fflty^MIUC§££3tlt#So 

$xp-v»tCft £>©#$?£ UlN0 ftilElffl^ 

LT^ fu§E$xp-v«^®i^gtC&BS 

&RPMI1640i£^& MEMi£^& ^©ffes £ ^ £tlS®^ 

u (FCS) 

^ tit# S o 

[0034] $ xp —vlffl^^^p/r^il^fulEiSlt^i^T 

^^37°C^tCiP^^tl/cPEG;#)S (M*.&¥-&ftTwmQfrb 

6000fM^) ^®^3075)N£60% (W/V) tlSG /l"n/SA^^ANtCl 

*M'n$tiZ>Ztlz£^TpfTMO)M'nB& (/W7"'J K-v) ^'JFM^tiSo 

ztewzmyfetztiz* y/\>r yj K-7©4f(afs L< 
SU7^P£S; ̂  tit# S o 

[0035] C0^9tCLTt#£tl/c/\^7"lJ K-Vti, m&'HAT 

:F $ 7 7°^ 'J > & <£ t/51 $ 'v >^#tjN±pS)S) T? 
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Pi ILI 	Z z: L t:.-.. ct t,J ii.t tR :541A' Z . Pff -M a)/\ 4 1 'J  K-7j,;00AajiN ma 

-We 	) i3qEM -Z a) t:.-..+31-sHirAl (A*, 1+ H /3\ 6NO,  

rl--eZ) ±,EHAT*,IACEllotc*,I0M3sttAZ. Zi\ --C', ICAOFRYT- 

AMU: ct -D -C, pff-Motti,14KVIct -z/\-r lij K-7101)—=-3 

ctrie*-1=1—=e-A-Iff,-.3stt.Z. 

[0036] a.' oct -3 t:.-.1,--C1'41 64-Ltc/\-f 1,) K —7 (,, 	UlliNie-at:n1064-Ltczim 

—7 -zilttR7 —t — 6:ZUttift.tRittIAfillEll -Zz: Lt:.-.. ct -D -Cift.tR 

-1/43s 	14Z . IN A_ tSHGPRTA'DTKOVA -  Z UlliNt, 	HAT±3,,LIA (I t *it 

, 	77 :-Z)7°5-,)-3,triez -g-t,•*,w4-y) ---e*,I -za-Lt:.-..,0) 

tRtglAzo -1d:l-Dt, HATaktozip—wejEnvejEguat:plotc_-ts 

-a, HAT*,W4-Yrri-e, IVENL aAaliNa-at:ATt LtzAaliNegtROigt:tim L 

14Z. Pff-M0)/\-f 1,) K-7J-;01-aAaliN (4-M-WeliN) i3qEg -zo6:.-_+3 

ts Hi IV, 	±,EFIATPLIAJEllottiiiitIe40,-.354-t.Z. 1414KO'g6:.-..6, 	—WI lz, N 

El /3\ 6NATAIa)±3,11,:.-_,t -D --C, Pff-Ma)/ \ 4 7'J K —7 eilt.tR:3541.141 z. Zi\ 

--e, IM)FRYT-AfRat:.-..ct -D --C, Pff-Ma)t-A14KVat -Zi \ 4 1,) K-7a) 

I) —=-3,trie*-1=1—='e-A-Iff,-.3stt.141 Z. 

[00371 Pff-MoDtr-L12tKa) 	')— z — ' 1=1—=, 	.riopti--agti--L12tK 

aritAza-J< 	,) —= 	"511,:.-..ct -D --C PTA lzArft -1 /4354-04Z. IN AiS, GPC 

3t:.-Ai-a -zi 	i=i — t)i/t-A14K6, 	UlliNt:.-.5tIRL,k- GPc3t:.-Aii-i -Z z: (_ 

e-C's 	Z. 	j--' 0 ct -3 l's 	) 	1=1 — J-)1/ttiA2tKt, 	It L AiS, 	FACS (f luorescenc 

e activated cell sorting) 	V: ,:t -D -C 	') —= 	-,_q1.1'41 z. 	FACSt, 

A tid* L4111:35 -ft tAlliN 	1, —If —Y6--CAM L, 1E/7 WEN eft 	z'" 

ALI-Z -zz:Lt:.-_,t -D -OaliNoti--L12tKotlii-a,1_1-Z -zz:Lui Rt:.-.1-z 

[0038] FACS(Zct -D -C*RIE1110)1 	CI—f)1/ti- 	KVat -  Z / \ 4 1 ,) K-7 

') - ' t:t, 	TGPC3ftTRA-  Z UN 	,117t -  Z. 	') — 

= 	'a)t.c 6-e5o)PT 	L, WaiiNt, GPc3t$ 1_15,0R -1 /435 - t.  tc: [IMF:AWN -  - e 	z 

. TN's UN L L-c1C,11L,tc_- ):Mit4:35 tvc o ts onOLEJIMEN 	4Pg L L, -C 

WO 2012/073985 24 PCT/JP2011/077603 

ipSt"£ Z. t. tC ct lJ tit#•So PftMCOs^j' 7' 'J K — (#ra4 

1§«) tf^M1-£©tC+£&0^ (®^N #£+^&0tp^ti££gfr£$GJi 

PEH T'•?>) -hHEHATtS1^)^^:^tl^'So 

^K;£tCj;^T, pJfM<Djnto%g£TZ"'f7'J K-v®X^ 'J 

J; tfj£— /7 p — - > IS tl £ o 

[0036] Z(D<£ 9 tC LT?#£tlfc/\>f 7"'J K-Vti, IfflJMin tCffll\ £tl/c$ xp 

- V ̂ # f £ 3lliR V - t - tC Jfc i; tc fU m t Z> Z t tC <£ o T 5SJR 

3tlt#£0 mMPRWK0^m£W"t£«t^ HATi£§& (L*>Ht> 

^ys 7 $ j -?T- 'J y & j; $ v y £ #fri£S>S) £ £ t tc <£ y 

31JR3tlt#£o HAT{i^tt0$xp-v|ffl^^|fflra^-tCffllN/ciI 

I=K HAT±M)S^T\ IE^Iffl^«>:0lfflra-grtcj55c^L/clffl^^M^^tc±^mL 

%Z>o PJTM(D'\U'J tf5E$t"£©tc+# 

&0m ±IEHAT±M>S^ffl^/c±M^il^^tl^o HfrfttCti, -fl£tC, $% 

0 75)N£i^jJl^CD±pStCct -z>Xs pftMG)'^ ~7l) K-V^MJK^titf^o 

T\ ®^©H^^tCj;oTs 7"'J K-V0X 

^7 IJ — - 0 •—— 

[0037] pfjtg_(D#iW(DX$ 'J ——yV&&Xf%-— 0 U — -y<f1f, 

JxJ/£AtcS"i>< x 0 'J— — > ̂ ^"/itc J; o T^f jStC^ife^ tit^'So ^J^.ti\ GPC 

StCilnn" ~$ ^ • — ^"JU^Jlfrt iN lffli^n®tC^iE L /cGPC3tC$n'n f •& d <h 

if-X^ §o CI CD ct 9 y ^7 p — ^-;UjjtfrtiN 7c£:x.tiN FACS (fLuorescenc 

e activated ce L L sorting) tC cfc o T X 0 'J — — > 9<S tit# •?> 0 FACSti% i£ 

)il^f £ d ̂  tc J; o d t Z RTt^tc-r £ 
^TvTAT'feSo 

[0038] FACStCj:oT*^BJ!©;Ey?P-:fJU}ntt£j^£t-£/\>r:?lJ 

? 'J-->^-r^/c^tCti, SrGPC3£fgii-t£«£iJ^"t£o X?'J-

-y?(DtcSb(Dft% LlN«t^ GPC3^^fy^ii^-&/cPS?LS]^«-efe^ 

o LT&m Ltc^mi^tix^t^m^M^mm^nmt LT 
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)11 0 Z a L t:.-.. ct -D -C. 	UlliNoDGPC3(,:.-_ -,11-Ztr-vf2tKoDtlii-a3tfteigtRO'gt:A 

ffl -.3541.14Z. 	-7`s,1-)t, MtUlliNize-a-tT, GPC3t$LIRIVaiNize-1 -z 

ti-'L17tKvIc± -z/\-r / 1) K-7314tR - Zz._'Ll,:.-_„t-D -c, GPC3i 	i=1—J- 

)14-ri1*V1t -Z/\-f I') K-7egY14:3541.142. 

[0039] Zki\i, -Z IL 1, tz:GPC3RIMIJN t:.-.1,j1-  Z ttvf*Milia3tteELISA0Rilt:.-.. 

a-io--COffitql.14Z. It L AiS, ELISA7'1,— 1-0 r, 	)1.6:.-..GPC3RIOHNe 

1E -1 /43541.Z. / \ 4 1') K-70DittI_EMr, =)1/i 	o) 	IENIIiN6::_#01-:s 

-ft, 	1EufliN6:.-111i-1 -ztl--v12tKeffl -:54-Lz. 	i 	D—t)141--v12tKe7r, 

FLAot'i'-a, 	fliNizecaLtcti-E12tKt, 	trE 7 r, Z 41a i M=I1') 	ti-E1* t:.-. ct -D 

--Cffl-,3541.141 Z. 	a.'41.60) ,)—='(,:.=„t -D --ciatR -1 /4354-t.tc, 	ti-Vgt:3-,11- 

z*Ii-af -zpifIga)t-T'L17tKvIct -zi\-r / 1) K-71,, FRYT-afR51U.: 

ct (,) 	1=1—='-,3s41.1'41 Z. 

[0040] Z.:Oct ', t:.= 1, --C1F11:354-LZ 	i 	1=1 —J-)14-Al2tKVIt -  Zi \ 4 1') K —7 

1, 1C,4'10±3,IArri--e44-MI-1 /43541.142. etc, ,gA/ \ 4 1') K 	7tVA-Y14K2A 

ifiTRAJ]t:.-..1-)tc-D -Cq#:3541.14Z. 

[0041] ,!,A/ \ 4 11) K-7th 	',40511,::_ltoitEIL„ --a)*,I_EM/J\ 6pif-Ma) 

i 	i=i—J- )14-riA7tKegy14:3541.141 Z. 	ZkiNt/\-( I') K-7 	a.' tt.L Ma 

itez [OLEYtt lz#R4 1, -TWA-ft L ob, - - 0)lik7.103\ 6 	i 	1=1 —J-)14-A1* 

egY14:3541.142. Mt 10511, , Anfta)ti-NKV4Zot:.-..PTLAtstaez 

0 

[0042] A / \ 4 7') K — 7 	a) ti-NKFIctUlliN /3`6'71=1 — = 	'-,3s tt.Z ttAitiR 

t:.-.. ct -D -c 	— K -1 /435 41.2#A12tK t PHA 1,  :: RI JEll -:_41.141  Z . 	1=1 — = 	L, tc ttvf* a 

t ::- ct -D --C 	— K -1 /435 tt. Z ttvf* eft IRA-  Z . t-I'Ll4KMIROWNEL. 	g —••  
0)4A. "t.  1., --Crg t MiN0):Miitl a) it 673 a) 	a l, IN AiS, Vandamme 6 (,:.= ct 

--Ca (Zfell tql,--C I,\ Z 	(Eur. J. 	B i °chem. 	(1990) 	192 (3), 	767-775) o 	1 

E6:.-..3&,<Zct -3 t:.-..KLAAJA14Ka),III5Ittc_- ,̀.% --eZ. 

[0043] tc LA.tS, t-AGPC3ti-NKVat -  Z / \ 4 7 , ) K —7 UlliNIJN 6, t-A GPC3t-A1* a) 

WO 2012/073985 25 PCT/JP2011/077603 

d t tC £ o Ts fflJ&^®©GPC3tCttt-£fttt©^S1f 

tiiZtimZo Tftbts 7s±«tc^£"&t\ GPC3^$yfgii«tc^-t£ 

7"'J K-v£MJR-t£d<>:tCJ;^T, GPC3^y^p-^-

J\s$KWJk£>s^^ 7 'J K — titH'So 

[0039] $>Z^ttmfcfcLfcGPC3%mMB&lZttTZtfito<Dffi'£%&tfELISA<DIMmiZ 

g-3VTl¥lI3tlt#-g>0 fctXtfs ELISA7°b-K0^:LjUtCGPC3fgiilfflJW 

myitis ti&0 /W7"'J 

•t^ 

E3fe©t§£\ IfflJ^tc^L/cJjtfrti, Ay ?'P7"'J vjnfrtcj;^ 

T*£tJH3tit#£0 citi^cox^ IJ — ~ > ?'tc<£ oT31JR£ti/cN InlMlzttT 

&$£'£ffiZGT&pjTM<Dinftzm£T&"'r ?'j K-vti, mn%*R%mz 

J: y ? p —- >?'3tit#£0 

[0040] CCDJ^tCLTfFi^tl^y K-V 

ti®^©i&^M^®fti£§3ti?#£0 £tcs 7"'J K — 

*P T?S J® izt)tz?xUfais tit# *> o 

[0041] K-v£®;t(OT;£^lNiMU 

fy ? p-^-;uJjtfr^lxt#^tit#^o £>£Wi/W7"'J K-v£cti£}g£-

14^fe£Pt?LE>]^tc&^ LTi^gt* Ltf\ ^(DWkfrb^JOu-±MKW 

AW#3ti?#£o i^j£©ftft£?#£<mcfr>g& =&©-?£>£ 

o 

[0042] ^§£/W7"'J 

tC <£ o T P — K 3 tl£#i;ft t SfjgKfll 3 tlt#£o ? p - " > ? L tc\Jtfrm 

iS^ ̂  - tCfl^/u^Tsi tCa#A"t £ d t tc J; o T, 

^tCct oTP— K3 ti£lafrA^ilit~£>o j-fiikmfc-FCD^-Mts *0 $ ~^ 

(DmXs =t Vandamme^tCj; 

^TS3EtC56iZ3tlT^-g> (Eur. J. Biochem. (1990) 192 (3), 767-775) 0 T 

IEtC ft*£ <£ 9 tCM&7Lo 

[0043] tctX&s *aGPC3*att£j££-r£'W 7"'J JjiGPC3^fr0 
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Ui_R;:ati (vq±A) 	—K -  zcDNAegV41 :541.Z. - - ot-cr956::_, A*, 	T 

/ \ 4 1 ') K —7 75\ 6 	RNA7`#Fliffitort,z c, MEJN75\ 6mRNAtEliffl - Ztc: 673 a)51 

LL, --C, 	7-cLAiSock -31'safinEll -Zz.: Le-  - 	Z,, 

— 	'77=:'47,33/t/L\51 	(Biochemistry (1979) 	18 (24), 	5294-5299) 

—AGPC51 	(Anal.. 	Bi °chem. 	(1987) 	162 	(1), 	156-159) 

[0044] tEliffittt,tc_-mRNAt, 	mRNA Purification Kit 	(GE/N/l/iT 7/ 	tit4 1 

21)  	'10EII 1, -ClitlItql.14 Z. 	Z I,\ 1, , 	QuickPrep mRNA Pur if icati 

on Kit 	(GE,N)l/i777 /4 7J-It-f = 	2'n  fsEa) ck -31,:, 	VIIN75` 6114 

mRNAtEliffiZtz-_- 6730)*v 	tli&-,3_41.--C- 1,\ Z. 	pact  -3 ts*v i-CEilo -c 

, / \ 4 7') K-775\ 6 mRNA7YERM -,3_ 41.14 Z. 14' 6 tttcaiRNA75\ 6 31h%--EFIA 

PI 0 -0-M*0P:A 	— K -ZcDNA7Y-E`A-,3_41.14Z. cDNAt, AMV Reverse Tr 

anscr i ptase F i rst-st rand cDNA Synthesis Kit 	(tlE*Titin 	(,:.-..,:t .D 

- t -a h tql.141  Z . 	tc: , 	cDNA0)-a8,:ttiettirEMOtc_- 673(Z, SMART RACE cDNA 

trial* v F 	(Clontecht0 	8,trfPCRCE111,\AL- 5' 	-RACE/ (Proc. 	Nat l. 	Acad 

. 	Sci. 	USA 	(1988) 	85 	(23), 	8998-9002, 	Nucleic Acids Res. 	(1989) 	17 	(8 

), 	2919-2932) 	eiLARflinl ;3  41.14Z. 	%1,:::a.' 3 LtccDNA0)-a0)3IN'I'l,:.:1-31,\ 

-CcDNA0)1::-'13 -ZiLAt/JtcALIFIMAlt4 17Y4A,_41.141 Z. 

[0045] 141  6 tt,tcPCRat 75\ 6 IA O'g L 	ZMA-751ittkl-,3_41,, 	----e, 	,q —DNA 

ittliitql.Z. 	L.' Oct -3 t:.- 	

cDNA 

A'A. 	' —efF11tql., M

) k,\

EAU.-.. 4Atql. 

1=1 = — eigtR -1/435 4t.tc,1 t:.-.., A 	1=1 = — 	):M L, tc ic TAM-  /3 \ 6 Pff-MO)KLA A. 

'9' —75117Mtql.14 Z. -t.  L -C, ACV,' A 	—751 rlig L 	ZcDNA0)±11 

agO1J 	L-CoZb\l'b\t:.-.. -DoZ, 	L,̀.%0)51, RAJ'S, 	527J-* 

1.7J- 	Ki-f 	'9'---.Z ,—:> 	J511,:.-..,,k t')WilEtql.Z. 

[0046] icA_'1.3All 	— K -  Z MR 	EfR1'41 	Z tc: 673 (,:.= (,, 	iPk*IlitiRttiliETEll 

0)1747- 1.Dtc5' -RACE/ 	fl_11'11 -  Z 0/O-W 	Z. 	T/\-f Vs') 

K — 7 MIN ck t') A ffl -,3_ tt tc RNA 	OM L l., --C-  cDNA7Y-E`A -,3_ 41., 	5' 	-RACE cDNA 

5 4 17 I) —7Y1'4' 641.Z. 5' -RACE cDNA7 4 17 ') -0-at:.-.1, SMART RACE 

cDNA trig* v 	fci:E t liNa)*'y 1-eiLARJEllo 641.Z. 

WO 2012/073985 26 PCT/JP2011/077603 

£=l —Kt~£cDNAtflX?#;*tl£>o St" 

/W7"'J K-V^£^RNA^aai^tl^o £mRNA£ ft ft "T £*:«>©;££ 

£: LT, £ a.l£&© J: 9 

— (Biochemistry (1979) 18 (24), 5294-5299) 

-AGPC;£ (Anal. Biochem. (1987) 162 (1), 156-159) 

[0044] lE&tij 3 tl/cmRNAti% mRNA Purification Kit (GE^Ml/X^;7/^ X 

yxM) LTtli^3 tlt#£>0 QuickPrep mRNA Purificati 

on Kit (GE'sjl/X^/Wtf+MxyxiU) &«>:©J;9^ 

mRNA£atJH1~£/ctf)©^>;/ K tl"C^£>o £ © V 

% /W 7'J K — V£>mRNA^IXt#^ tit#•So t#£tl/cmRNAAN£ 

0VC#L<*V$I$£=I-K"T-g)cDNA^J55c^tlt#-g)o cDNAte, AMV Reverse Tr 

anscriptase First-strand cDNA Synthesis Kit (zfe-fb^lHttS^) IftCcfco 

T"• J3c£ tit#£o S/c, cDNA©^j$£J;t/i^§©/ctf)^ SMART RACE cDNA 

h (CLontechii) £ <£t/PCR£ffllN;/c5' -RACE;£ (Proc. NatL. Acad 

. Sci. USA (1988) 85 (23), 8998-9002, Nucleic Acids Res. (1989) 17 (8 

), 2919-2932) 3 tlt#£o UK d 9 LfccDNA©£-/£©jggl;:£lN 

TCDNA^M^^MKMK t><mxs tit#a» 
[0045] t#£tl/cPCR^^£@^^-r^cDNA|ff^r^tii^tl, *-DNA 

tm$anz>0 z.<D£?izM.&7L'<<7*—tfw§&n, ±m&mzm\zn 
=1 •--^MJK^ti/ctiK, §£=1 • --£JFMLfc;UISfr£p/fM©fI^ 

^^-tfiJ^3tlt#£o ^^A^^^-A^gW^f-ScDNA©^ 

b Tl" 51 y*? — $ — 5/a ><£ U friE;§l^tl•?>0 

[0046] RT^$£=I-K-t£mfc^£IXt#t£/ctf)K^ 

©7°^-7-^-otcb' -RkCEfe%mmtz<Dt>i&&~e$>2>o 

K-V«<£ y^thUntcRM^MMt LTcDNAtf£-J$3tU 5' -RACE cDNA 

^ 7"^ 'J-tf?#£tl£o 5' -RACE cDNA^ 7"^ 'J-©^JSIC&SMART RACE 

cDNA iiiH^f '> h&£f r^Ux©^";/ £>tl£0 



c's i#,J,,u 5,1E4 

ri*RILq*--aa,t, 	05Eardosc3d9-21q9zy s _mug 	T‘1, 	'.3- A c044Vf °S i#,J;'4 

5,1 M*4c./ '.3- A 0 R 5E1E1'014E0c:19R 44,Vf 	' )-- c- 1":21WCO'sf'-fSOVJD-/>/g:21 

'Ty-216,044,1 	OS %Q_ 1:10;TIWS _M* 	;3- 't,Kao R 51E1 MUI 4 E 0 cl 9 R 44 Vf [09001 

°T,ii S _ffl.K 	44,Vf S 	'.3- 'A =-15EIRMSE Oa ( E ) 

(2 AD R 7,ii s _MQ 	'N3-''t,Ko R 44Vf R 5E1E1'014E3a ( 3 ) 

• ,Ii I s 4 -,%_$44f -215EINUOSE0c19 	44 

Vf ,I-V.- 	TgTfa S '4 5,1 .1 — L 2. c AD --21vNa0=-/ '4 czi kJ; czi \c,t—.1 (1.4.)-\/ 	(L) 

co :p Y R :-1/ 	'T144Vf S 	:3- 	'=1£3d9 °0 1 	4: 22 q%'D--EMMii 

'T1 '.3- A co N/E0d9c044Vf ' 	R S 	R Ekl El 	,V;Xl[c044Vf S __4-_-21 cod= Y R 

:-1/ °S ,V4 5,1„4 c: =— ri 4Y.cf44,wcomYd 	D__•-i Rs-4M 	T,0'.3-'AS_-r-c21 

cod9 ' Co K (1,4.1=1„k i v-T J-:-YU5,1 t 	°S,V4 5,1 	tW./ K ri 41=1.4 iv-T 

)- s'sf:f cz7441.3-*(211MMEIROS '2/1 ELI 1-1**WelOc:1:-:r4 -,11[14T2'1 (- 2 [617001 

°S'45,1E1E1 

110„1— 	)- 	c,L S _NI-14:21 -I (‘ *n 	6 — (i G 4 i- 	(10 30Vel 	,9 	'T1-1-2  

- 	0L COI* ,9— °S14 -,'- ElE1110„1— 	i- 	0L S_1(—=e1.-21•FcV4S- 	El*:21 

Tgg$,$',..T,OW-21$4WALITI-21— 	)- 	0L col* ,E=2160— 'T1-21(19=1/ S -5'44'T 

jt7M,4[W&_Li coo6i °S,V45',-E1E1110,1— 	)-G0LIALLIALE'll'TC0 	),WS 

,I—LoyRv$, i IriRms •c A. 	•qz A. 	•ez A. 	• i A. 21 Rog 'T1-1 

R S - R E,O EI 	ayXXCO 	~y 	S 	CI —L96I4iPYR:-'-/ 	'T1:216,0441i 

c'or1 

[81001 

ET>c,IR 2 >R.11 	;20E1E1-1 (--*Ntico'sf:f ((, j._ik el. ), 

,;‘, • t<1=1) 	-I (--*„4 c:c 	J-4(% )-efffil-g1(- -1=1 4 i 	Y6 	d!,13,s osIg9 

TI YG 44-4 '2. cir-V1 °S %21-10UWTHAS'sM-21 R <YG 4 4.-4COK 

(14 1=1„4 i v7 )- 	'fl— 	i- 	c,L co czi '42 	° S ,V14 5,1 c:)- A ,7 At — 	)- 	oc. co 

ElE1111'T)V44,Vf 	6 	=1 R % 	1-10U)V44,Vfol--10; °SU 5,1E'll'T>c,1 

giN4Vf 2 CID :21W end '2.1 R rT,M— (i G4 i- GHNQ3 30Vel- ,9=-/Uczi ay [L1700] 

£09LLO/HOZdf/I3d 
	

LZ 
	

S86£L0/ZIOZ OM 

WO 2012/073985 27 PCT/JP2011/077603 

[0047] m^ntcb' -RACE cDNA^^f ^7 'J — LT\ PCR;£tC J; oTjjtfrm 

®7°^-r >3tit#&o v-ti, -fAy^pyj 

>(D+}-7°? 1k&EZ7!lV$>Zo Ltcif^X, 

gjlso Stn'pV^X^y ^ P—^JUjrEfrTM 7^-f K (P*>n. • $ 

<7? J V &if©mi5*v h£ffllNT>££LT£< 

IA\> 

[0048] ftfr^tCti, /c^xtfv7XlgG^=l-

$tcti, fill i: L T r K 7 2a, y2b, y3, giiLTJcili:A^3-h' 

-r^mfe^©±^^^prt^d:70^^IgG©RT^^itfe? 
£ i^§ "T £ tf) tc ti, -fl£ tc 3' fly 0 7° ̂ v - tc ti RT^$ tc £^ 

tC*@ ^ f £tc 7--jut Z 7°^ -f V- film 3 tl£o -£5' 1IIJ0 7°^ -f 

V-tCti, 5' RACE cDNA^-Y 7^ 'J V K tC^Sf •& 7°TK 

[0049] d9 LTi^S^tl/cPCRjt^fiJffl LT, 

A y VP 7" 'J >3 tit#£o 3 tltz-f A y ^P 7" 'J >0N GPC3 

LT, 'J-->?'£tlt#£o fc 

£*t£GPC3tCttt-£#Ltt©lX?#£ BttittZ t 3\ *att©GPC3^©^tiN 

^^-efe^diiA^^tcSfS LINO GPC3tc$p"n"<r•g)JjtfrtiN fci:a.t£&© 

J:9tCLTX^ 'J-=>?'3tit#£ ; 

(1) /\^7"'J K-Vfr£>t#£>tl/ccDNAtCd; ^TP-K3tl£V$Iii£#frJrE 

<* £ GPC3fgii« tC^M 3 "£ £1^ 

(2) £J:tf 

(3) GPC3^ii«tC^-r^^fr^®^"r^I^o 

[0050] Hfrfttcti, 

fttC^fcFACS&if©#£t;: J: oX* Jnfr £GPC3fgii«£0^^ft3 

ti?#£0 ^fr©^m^M-r^/c^tCGPC3^iilffl^0g|^I^«l:fiJ 
^ tit# •?> O 
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[0051] ea3tttum L - Zt-r`vf4Ka) 	, ) — = 	a L LT., 7 7 —1 	'91  

—fillEll Ltti='51tPTiZt6:.:JEll1iN 641.Z. t 1) 	1=1-t/l/fStivf4KRIM 

NU ck t') tivf* MIR 	*$14  Lt51 	$14 0 It 1 	7 Z 0 7 4 7 7 ') — L L ""C ER 14 L 

tctgat: 1,, 	7 7 —1 	'9— 	fillEll Lk- 	') —= 	"51efi_1.--eZ 

o M$14L$1$140)_'1Ati 	— 	-ZitiR, iItcl:') 	t —NATittlii 

-Za.' Lt:.-_,:t-D --C:>/l. 	4 JFN/ (scFv) 	UM - Za.' Le--C,Z 0  scF 

v— 	-ZitiR7 7 —:')/ 	'9' — t:---4AZ a LI,: ct t,), scFv 	 

I,: ftIRA-  Z 7 7 — 	IJ'ERI'41 :3541.141  Z . a' 0)7 7 —LPif-130t-ri,E, L 10#01a) 

46:: , ttawdzea L, tc 7 7 —IIIII5C -Z a-  L t:.-_,t -D -c, 	IA Oigotliia3t,ht 

zscFv 	— 	- Z DNA7VIIIIIR -,3_ 41.14 Z. 	a' otafF;05(,:g.31.; --Cet,)1_ 

- z_.' L I,: ck t'), PffZgAilia3tftZscFveMiret4t.141 Z. 

[0052] IA OigL -zfi-i,GPc3ttiA2tKovq/1 	a - 	-zoNA7V1'41 641.7L-1 6:., 	acDNA 

0piAt:.-.4AL,tc$1_1F1 	A1J--1 I- 	,IM-z$1_11i1MAt:.:ct 'D -cacDNAe511 

1E 	41.z0 	1_,0$1_11i1MA6, t-A14KMIRV* -zi-laagENt:fflIRA-z 

gAfte1E0i-kagENVEAL,-c5iI1n-z0 %t:.-.1 aE-a)5il1Ekh1; ,9' 

-t::_il,or=i--e4A -ztcv,:.-_t, 11-Za4A.z$1_1FREFIA047031T 

L 00  -EEO ct -3  (Z5111E -1/435 tt.tzt-AGpC3t-A14KovqtA 	— 	-ZcDNAil 	 

tcl'AIR, 	51-1,::-4AZ a.' L (,:.= ct "D --C . 	ttAK RIR 	'91—  egY1'41 :3s 41.141  z 

o z: opL 	, tr-L12tKtWati (Cu) 	— 	-zitiRL, 44,Evq1=7A 

— 	ZitiRLe-(J7 1, — ATM-a:S 'l. 	*)< 7 ti-NKeERM :5 tt.Z 

o L'a' T, * ) < 7 ti-E1* L 1, , ifWat i Li 	_'''qt=i0) FIEAe AI'S Z a L 	0', 

o Ltce -D -CN 7r, 	- L 1-1-sE0)AfE*)<7t-A146:.-AA., 	LI--LI-RfE 

*)<7t-A14Kt, *RIEIAt:.:80.z*)<7t-A14“:-A-V-Lz0 	6-e5'Z'W,A±=7A 

zftIR, ,9'-i,:.-_, 	44,1aMilitiR4A -zz.:Lt:.-_,t-D ---c-, 	*)(7ttv12tKft 

TR.,,9' — e** 	-1 /43541.14 Z 0 1417Migt::_t, 	tc LA_tS, Pif -Mot-A14KtViAti (C 

t=1) 	— K -ZDNAqti LttftIR 	'91-05' tut:.-_, nEv;.,AtimiR 

5il1n-z$111REFIAaAJFIMA,MagEMeiztialEM:sttAiz0 PI Umaa.)--at) 

-ftaAJFIMATAIL:354-Ltcte-f 	7 1, — A Taa :St. Z a.' Lt:.-_,t -D-c, 

WO 2012/073985 28 PCT/JP2011/077603 

[0051] LT, 7?-^^ 

-zmm*°'j? 
J&^J: 7"^ 'J—t LTlXtfL 

/ciI£iC&, 7 T-i/*? LtcX? 'J 

a tiZj: -z>Z%>y^"'Jly^LJi^' yFv (scFv) £ CI £: $ §c scF 

v£=i- Kt"-g>mfe^;&7 7-y^^^-tC^At"-?)d^tCJ:|'Js scFv£H® 

izm%t&7 Z(D7 7 —is tpftM(D$KB.t(DW:m(D 

JTLJIC£<-$[!'•' U tc 7 7 'v ̂  [°]J|Xt" •§> d. £i £<_ <£ o ~C% @ 

^-T^scFv^ZI- K"t£DNAtf[n]J|X£tlt#£0 

[0052] gft£t-£ftGPC3fttt©V^$£=l-Vt&cmhifmbntcmz, ^§£cDNA 
(DmttmizmxLtcmmmy-j \*zwmtzmmmiz£?-cmcmht><m 

— tC IE LIN 7J [R] Tiff At" •i>/cit)tCtiN 

£ IA\, ±§E©J:9K5^b;*ft/^GPC3fttt©V^£=l- Kt"•ijcDNA^Jjl^ 

- tCjfAt £ d <>: tc ^ T, ^ *i?#£ 

o Z0)t^s (C^IJi) £=l-K1"£mfc^tulEV^IJi^zi 

- tfiU yy *?<• 

o lit, 

o Ltcif-O X, 7^7.- t "y^WlZjiUPi, Lh-Lh|W|ffi 

^J;tfrtC#3;tl£0 

^ — tCN fulEVTli^mfe^^^fAt"^ CI i; tCct o Ts 

tctTitf, pftM(D$KWfen$m (C 
Hit) £=l-K-t£DNA£l£&Lfcfgi!^^-05' fly^ fulEVSIiimfc^ 

>7 b-A-es^^ti^d^tcd;^T^ 
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* )< 7 ti-NK RIR 	51— e** 	-1/435 tt. Z . 

[0053] f-AGPC3 	i 	i=i—J -11/ft4* 2'z1 3Ztc 61)(,::_, 	t-A14KitiReftIR$11,111qt1 

t:.-..ct Z$M110T--efURA-Z ct -) t:.-..f0R, 	5' —1,:.-.1Ea.)-31AVI.Z. ti-NKRIR. 

z tc: 673 oftm$11,Ignall L (,, IN A_tS, J 	WJ It --\D .7°D-91 — 	''A-V 

o etc, RIR L tc ti-NK /AMA 1,:.:314:35 tt. Z ct ', t:.-.., LAM tcl', 	- J I/ EN e 
7Z i 	i*-1,:.-..11-)ip -1/43s 41.14 Z. 	•1 t:.-.. Ea -1/43s tt.Z **MT 1, 	-)1/gEN Lt./Z.  

7-Z iRgaMMGINSCIILFLVATATGVHS (gog#24 : 7 2) 	-Z,'•7° 	Ke 

1CM3541.-C1,\Ze, 	a.' 4.0-; 	6:.-_ 	Ltc -)1/gUiJell-)in -1/43stt.Z. 	ft1R-1/43s 

tt.tc_- 7J1 ,), 7° 	K (,±EgUilot )1/t*)1/1133--e-b/Jkfi -1/45 41., 	-b)Jkfizstt. 

tc: 7J1 ,) 	7° 	K eW*A7J1 ,) 	7° 	K L L/Z NINA t:.-..3•5; -1/43s 41.14 Z . Z, \ --e, 

ti-i,GPC31h`,12tK 	— K 	Z DNA 	RIR 	z Cifq, A_ gun e gy 14 -,_ 41A z. 

[0054] ttL14KitIR 	0 RIR 0 tc: 6-e5 I,: , ttv1**$14 (KU 8 ct rf$1$14 (314) 	i — F' 

-ZDNPtl,, 	-t. tt.TA-LMORTR. 	51-6:.-Agi-312V-t.z. H$14L 314017).3A 

41.7-c_-, 	,9' —1,::_ck -D --C, 	PI agtMEnt:.-..P]Hit:.-JMit4 (co-transfect) 

tt.Z a.' Lt:.= . , t -D -  C , 	FltALL$14V A A.tc: ftv17teft17G-,3_ 4-04 Z . 	zki\ tvd$14 

8,t rf1314 	— IZDNAe*-05t1R, 	51-1,:.:CW)-31AV-LZ a.' L (Z. ct 'D 

-c-fg tgH JJN759Mitpc  ,LS 41,1141 Z ( 	lit--W3:100 94/11523 	OM a) Z: L) . 

[0055] *MEN tt.tc ttAiIIR 	LA 	ts'rgt t:.-..4A -  z a-  L k ct 'D —C tj-NK 	'fif, 

Z tt 61) OM t UN L RIR 	'91  —0* < oNda.)--aty-teri--ez. z:41.6 

oftTRAt, oTtLt*ftplottLE,Aia K)< 4 IA'DCD3*,i-a K)< -f 	*-1* 

zot:.-.VEH:sttAzo  ATANIIiNeVgtUlliNL L-c1C,11 - ,ztiii-a, EliValiN 

, $FAValiN, 	zki\t,VA-UlliNeiztik-1CM3541.14z. 1417Migt::_t, SAWN 

L 1, -c• (,, 	;Zg) ct 	is UN /PM 7i -1/435 41.14 Z . 

( 1 ) IVORKIIJEJN, 	: CHO, 	COS, 	Z 1 1=1 —7, 	BHK (baby hamster kidney) 

, 

	

He la, 	VerotSE 

( 2 ) 	tffiNiliN : 7 7 I) t 'Y )< )1 i/1/4[9-eNINts E 

(3) 	rbiejEiN: sf9, 	sf21, 	Tn5tS E 

WO 2012/073985 29 PCT/JP2011/077603 

* ^ tawo * - s ti % „ 
[0053] JnGPC3^ y ^ 

tCcfc •Sfy^PCDTT^iEt"£ ct 9 *? — tl£0 

$J;Ui\ x>/\>Ht-Jp7°P;E-^-;&#tJN 

JMmizmn^nm&o LT 
N T7$ yitiB^!]MGWSCIILFLVATATGVHS (IB^J#^ : 7 2) Ktf 

K <h LT«^tC:fr$3tit#£o )X^X\ 

d ©fgii^^ ^ T^&7s±«7^ff$E^3 ti£ 

SLGPC3SL^ £ =1 - K f £ DNA £ fgii f £ A « tflXt# 3 tit# £ <> 

[0054] ^KWmiTk^FCD^lB.CDtc&l/Zs Jjtfrttll (H||) focfct/Htl (Lfl) — K 

"T^DNA^ ^tl^tlSy©fg3^?*-K^&£*l£o 

titc*0 $ — tCcfc -O Xs IH U?S±lffl^K|W|0|tCMK$E^ (co-transfect) 3 

nzz.tiz£?Ts mtim%mxtcfcw%=fi$%i%i$n%z>0 

& J: t/Lil £ =1 - K t & DNA 1f%L—(D %l%* $ $ — iz1f&fr&tztl2> Z. tiz& ? 

(SP^MWO 94/11523%mmzt) „ 

[0055] tl/c^nfrmfe-f^jS^^TsiKaSAt"£ Z t tCcfc o TltrEfr^rfES^t" 

£fc&©7s±«£fgii^^-©#< ©fi^tot^^-efe^o dti£ 

©^iE^tis ti:fc^^0^©iiiJ^|p'n KP< -Y V-'pCDSilp-^- KP< -Y 

£©tCj£;ffl3tit#£o SMW70±»<>: LT^ffl3ti£*I£\ EbMJ^ 

s mimms fe£WimMffljfeM:t^ffl3tit#£o jitmcti, mmm 

t L T tiN ;^© J; 9 tit#£>o 

(1) DSfLlIlfflS^N : CH0% COS, $XP—VN BHK (baby hamster kidney) 

N HeLa% Vero&if 

( 2 ) : 7 7 'J tl y P< XjU#SM& if 

(3) : sf9, sf21 % Tn5fcif 
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[0056] Z liNt$FAIMENINL L --C l, . 	= a 5-  -I 77 t • '9' / 	t_i_x 	(N i cot iana tabacum 

) 1-sE0)=5- 4 7j- (Nicotiana) NELACA;111M.-..ck Ztivf2tKitfRIORTRA 

/POP T 	Z. $FAIMEINO))fMht4 V: 6, t )I. 	ii,E,I L, tc_AJEJN7YLASTRUEll 

41.14 Z . 

[0057] %6::- 	CI 	I., -c 1,, 	;Ig) ct -) 1-sUliNfillEll -Z a' LeT 	zo 

—Foe: It V t 1=1 Z "t Z • t i, E:>= (Saccharomyces serevisiae) fsE0 

It V t 1=1 --"Z t Z 	(Saccharomyces) X, 	)( 9' i — )1,*(EN-e (pi ch i a pastor i 

s) tSEOPichia) 

—.,:lt-M : 77*)1, 	• =t — (Aspergi llus niger) fsE0771 /1/* 

)1. 	(Aspergi llus) 	X 

[0058] etc, FAVIEJNfillEll Ltctivf2tKitfRORTRAt ,.%--e 	Z. It L A_ tS, 

UNIENCEHOzt'i'a, M'A'M (E. cot. i ) . #tffitsEaArAleiNeiLASTfil 

PI tql.141 Z. 	L'41.60MINifi6:.-_, 	HO'gL -ZttiA2tKitiR -A-tiNftIR ,9'- 

759fMiitIt:.:ck.D -C-4.Atq't.Z. ):MiitItg-LtzzeliN 	in vitroTitEIZ 

Lt:.-.. ctt , J , 	1,A):Miit'dEiNa)±3 ,EIlt /3\ 6 Pff-Ma) tivf* e EV41  :5 41.142. 

[0059] mail,c, A.ti-Aoratizt, _Egamtem.-..)NA.-c. 	1-7 JZ 	,=,y:),It 

tfillElltql.14Z. 	-1-s1--)tPffWa)tti,12tK— K -ZitiRe4.Atql.tc_-Eilt 

/3` 6, 	A tAl2tK 	141  Z z: Le.  - "C' 	Z . RAJ'S, 	tti,12tKitiR, 	.1,',+1=N:.= 

lzrIt- ,Z5' 	 — 1 -Zit 110`)1Vii13 6:.:4 	7 1,-1a--e# A - 

Z a.' L (,:: .. ck -D --cmaitiR 	LL--Catql."141  Z . 	1,.-Fifil,:.-_ -,3_q't ,Z'9'M 

KL L-C, tc L AiS, Al* 8 t-ff 4 J fdEfl_11,11 -,3_q-LI4 Z. tAl2tKitt11e 

4A -,3_ ti,  tc a -a 3.14R 	g tiNDNAm A-  i,  - \-7 *oi]IaAt4-t., 	A A A -,_ 41, k- 

g eft a) Ai *^4A   tql. Z . III 	k-g- 1., tc: -t-7*75\ 6 t V-t. Z I- 7 J:'Ji= 

v 	Ai* (V-z-_- 1,-t.a)TC eat 	Z '1,,+75\ 6 1,, pffV07t-n`,12tKeK,-F5' 

iONLaYiltaRL L/TERI4tql.141 Z. etc, 	7JZ:'J i = 'Y 

-t-7*/3\ 6flt -.3s tt. Z Fiff-Ma)t-A1* 	-A-t4L,+iite,1,4p -.3s -ft z tc6e5 t:.-_, 	*)i. 

7`1-7:'Ji=v-\--, *6:.3-,11_, ---CfA'4-,3_g-t,14Z 	(Bic/Technology (1994), 

12 	(7), 	699-702) 	c, 

WO 2012/073985 30 PCT/JP2011/077603 

[0056] fe'g) • ~r <T~y • ^ (Nicotiana tabacum 

) tZE(D — -i T~y (Nicotiana) ct 

tit# •So 

[0057] mzMMMMtLTtts fr<D£?ti:MM%:%mtZZ.ttf-et*Zo 
— : V y t) • $ izX • "tz Is tf:>X (Saccharomyces serevisiae) &£fCD 

(Saccharomyces) 1% $ J — (Pichia pastor i 

s) &£fCDPichia)ll 

— T^^jii : 7 X^-X^Ji/X • —IS— (Aspergillus niger) t<Z.E(DTX^-JU^f 

J\yX (Aspergillus) M 

[0058] gfcs M&Mffi£fiJMLfc1nftMfc:?<D%mmt,&to-e$>2>o fctZtfs 
Mm (E. coii) N 

mznmz>0 cti^0«^K, 
ct otl'So tl/clfflftU^: in vi trotipSf 

d tlz J: y, ^ 
[0059] ±§E7s±«KJP;iT, h7>xy'i-'^BIg 

t,5M3ti?#£o t-fcta^mM©#L<*£=l- Kt£mfc^»A3ti/cB]^ 

^#L<*£?#£d£tf-C$£o mx&s ?L>+4ncM 
Kjt£3tiz*>y<?n%=i- >7 l/-At#At 

Lrmmztimzo %$+$£#$$ 
onty,Xs tzt^ts yt$LZ*%m-z*i%z>0 

vw* pfjMofcwmiy-Yty 
y/<<?M.t LTlXt#3tlt#£0 S/c, h7>^>'i-'^ 

^P,3 tl£pirM©^£#fr?L>+M £i^JP3 •££tcsblcN M^y 

if h 7 yXiJjL — y 0 LTJx-^^ tlt#£> (Bio/TechnoLogy (1994), 

12 (7), 699-702) 0 
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[0060] *HANISt:.:8o-CENC:54-LZt ,),.7° 	K -RaptKeL 1-6:.-_#x4 -.3s 4-Lzvi'a 

. 	i,A-R-apt“:.-.. 8 0.  zttagea K)( 4 	L L -c, 	L I- t:.-.1,11-ZAfEti-ERtt 

1E T:35 -ft Z a.' L 	IA O'g L 1_,Z• AA O'g 6:.-..2,_R1, tcaffi 	*f[tA A_M-I ftvf* FLA a) 

tiMilia K)< 4 	eiLASMJEll -1 /4354-04 Z. 3.11RKLAA_M-IttyPtKl,:.-_(, , IN A_ tS, 

L HE (Humanized) fi-i12tK7V-A-V-t.Z. 	a.'41.60)2Afi'v12tK6, 	L,̀.110)51 

JEll 0-C LA SLIk4.' I -1 /43s 41.Z. 

[00611 *HANIfit:8o-CENC:35 tt.Z 7J1 I) 	7° 	K -Rapt“:.-.. 80* z trmia F )< 4 

4lF,11-Zt•c_- 6-e5t:.-..)Ello 641.Zt-A17tKa_JIAtit, 	1C4'. 	4 -D071,-1-x7 

— 	ARIA (FR) 	(,:.:(, -,3_ Vatc: 3 -D0)$INIEhitAtilAtpl (complementar i ty-deter 

mining region ; CDR) 	---MV_ tt--C o Z. CDIRt, 	-A-VO'gle:.-_, 	t-n`,12tK0Aliali 

Aft5A-Z1,--CkiNWAIATZ. CDR0)7Z JOHENtVb'ettlzatiNc, —)FR 

V*Z 7Z JOHOI_U, xfsze-a1ixttzt-r-Li7tKorm --et, AO 

PI -ft 	7i -  `Lego. - - otto-e5, -Nt:.-_, CDROTVM: ct 'D —C, 	Z M?1 

otlii-a1ixtt, itoti-viu.:4$ -z a-  Le--e 	z L - ,-cozo  

[0062] 

	

L 1-1EttL12tK6, 	ah c (reshaped) 	I IttLi2tKLt fttql.Z. 	1412tKrligle:.-i, 

	

I I- J-;0100Eit, 	tc L AiS7 r, Z #n1 OCDR 	I 	I- f-A,14“::*-01-1 I, tc I 	1-1Eftv1* 

fsE/POLITZ. L 1—fEttAKV4iztc_- &50)—MigtsitiRKLAA.51t% 

641.-cozo 1417Migt::_t, 	7r,0)ti-NK0)CDRL 1-0FIRt:.-..41 - Ztc_- 6-e50 

aL 1, Z, 	tcLAJSOverlap Extension PCR7511--eZc, Overlap Extensio 

n PCRt:.:80-Ct, 	I Iti-i,12tK0)FR -aZ/L- 6/30) .7°7-f 7-6:.-_,  

7 , t-riA7tKocDR 	a — K -ZigiagOlJel111:1:354-t.Z. 7°74 7 — t4- -DO)FR 

0)-ti-1 T-113:.= -DIX-CPIStql.Z, —Nt::_. 7r, 	CDRa) L I- FRa)*-01-m-,:80 

--Ct, 70)FRLITA —tt0AOL IFRiiitR -ZO)e, CDIRGAROWile:.-.. 

80--CflITZ L -1 /4541.--CoZ. 	-i-st-)t, 	—Nle:.-_, 	*-01-1-/<7 ,,CDRIe:: 

I344 I., ---C• kiN Z FRO 7 Z i REM L PI — tta)0, 0 7Z i REM /3\ 6 tsZ L IFR 

fillEll -za)/31T 	Loc. 

[0063] t•c_- i_ttlii-.354-t.ZikagOilt, 	MiNle:.-..4 	7 1.-1A -C40,-.354-LZ ct 	le:521f 

4 	-1 /4354-t.Z. 	-til.T11.0) .7°747— le:.-_,t -DT' L 1-FRe1111Mt::_a:354-t.Z. 	-t. 

WO 2012/073985 31 PCT/JP2011/077603 

[0060] tl£t§£-

'fST^t^'g) LTA^^liCS^ L tc mfcT Sfi& x MSttt fi 

fowifa'&Ftjytffeg.nmznmzo mfc^fi^M^tcti, mti\ 
L Mb (Humanized) tl£0 ZtlbO'ftMjiWlX, &%](Dj5}t;%: 

[0061] K£^*tC£tt£#i;JI^ KPW 

y^\^t^tdsbizm^btl^KW(D'^^M.mt, mn, 4 O07U-A7 
— C>%M, (FR) tCti£ S tltc 3 (compLementar i ty-deter 

mining region ; CDR) tlTlN^)0 CDRti, ^Kfr^tC, tfiWCDftnn'^f 

m^kfeLx^^mxfoz* CDR^^yitiB^yti^ttttcmfro -^FR 
£ t~ £ 7 $ y IIIB^y ti, ^^f •& CD^t s ift lN 

t(Dtc&, -fl£tc, zmo^mz^-ox, fo&faW 
Z tifx^z t 3 tlTlN^o 

[0062] L MbJ/Efrti, (reshaped) L hjjtfr t tlZ0 MWffilZtZ, 

£ KJ^COB]^ tct XfatkO) CDR % £ hJnfrtCf^it L/ct: MbJntfc 

te£tf&%lXfcZ>0 tl 

f^tlTlN^o -7OX0^W(DCDR^£ h^FRlzmHt^tcdfXD^ 

/itLXs tc t. xtiOver Lap Extension PCR^^^[]"efe'i)o OverLap Extensio 

n PCRtC£l\Tti, L hJafr©FR£-^J$t~-2>/c#)®70^-f V —tC, 

V^XjrE^CDCDR^zi — K "T £±^SI3^tfttJP3 tl £ 0 7°^-f V —ti4 "3 0FR 

©^•tl^tltCOlNTfflE^tl'So —IStC, V7XCDR® t KFR^®#ffitCfel\ 

Tti, -^ryxVFRtm-'&Om^t KFR^M^-r^©^\ CDR0^t^0H^tC 

fclNTWfiJ-efe^^^tlTlN^o —$£tC, v7XCDRtC 

L T lN £ FR® 7 $ 7 IIIB^y^:|W|— '\^(DM^7<. JWM^\t>sbt£Z) t: KFR 

£fyffl1~-g>©7^£F S IA\> 

[0063] S/c^^tl^J^SlB^yti, SlNtC^ >7 b-ATg^tl^J^tCT1'^ 

-f>3tl£0 ^tl^tl®7°5K V-tC^TL hFR^WJtC-£j$3tl£0 ^ 
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°Dew, 	-FiR6z.-.7 ,,CDR— K 	ZDNAeilliii -.354-Ltc_-ratel4 641.Z. 

flta)7 , CDR— 	-Zi-V 	MA,:.-..7J-  —/-7 v it Z c, 	t,z.-_ 

52  if-r J -.3s tvc 0 zo 00-C. 	I 1-t-APtitiRtrIlL L,---c -a -,354-Ltcrat 

op A- 

 

—p-7'y .7° 1,7-zz- CDR3 M,Nt:.-..7=—)1.-,3-t—CMA$14-a&Tit.37V4:3--1-) 

tt.Z. :.®&Ztz.-_-D ---C, 	L. I-FRe7r, 	CDRogOiAlil,-ciCititg-LZ. 

[0064] AI WY9 t:.-.. 3 "D ODCDR L 4 "D 0 FR eittlii:35 tatvq±5.1314Rt, --075' V-A L 3 

' 	1,::_7=—)1/ L,LAtcal_IFREFIA,MiggENITJ-M -1 /43s ttic 7°7 4 7 — G:.= ct 'D --c 

-t.  a) 	r<e±PII1g -1 /4s tt.Z., 4E0 ct -) t:.:1141  6 titcDNAL L I- ti-NKC;iAta 	— K 

-4-ZDNAL 	4 	7 I, —A -ert---, tz..RJR, 	—ifi6:.:4A4-z c-_-_. LK= 

< -D -  C , 	L. I- illiti,145MEH 	,9 —e4/M--c k Z. AE  3.1.g)- 	— 	TN I 

t:4X 1, -C Eft A.EBN 	ii-li-L L, tc ,1 t:, AMA k Mtn 	iiiitI L. A L 1—fEtr-L 

44K 	— K - ZDNARTR,-.3s -ft z z: Lt:.-.. ct 'D --c , A L 1-1Etty1 eAigMENa) 

iiiitItttii,i vz.. fa t. tg-t. Z 	(RVICtiEVL\,. NEP 239400, 	CI lig WOV01996/002576 

fi) 	. 

[0065] _LEG) c, =, 6:1 2' -1/43s 1-Ltz: L. 1- ibt-Al2tottag /a)e-aDt 	titrY9Rttal  

regt:gilit L. 	Wid - Z z:Lt::_ck -D -C, 	CDR1i1,-ciVIEVstt.tcL 	6:.-_,AcDRe 

APP`sth-,Reall3filff - Z ct -) ts L I- ti-LL-14K a) FRePTifttLiEtR--e 	Z. 0 

5 iz. Ft‘ L.. 	ah I I- #n1 a) CDR/YAM tsti-Meaf,IE13a 	):M -  Z ct -)c:.-..FRop 

)miniRaiMit -Zz:Lt -- Zc. tcLktS, 7r, 	CDRa) L I- FR^04 

tz.JER 0 tcPCRa“t‘M L-c, FRt:.-.7-Z )0tfiaRloA.)A4A -Z z.:Le --e, 

Z. 1.412tOig6:.-_, 	FRI,: 7= — I) J -z 7°54 7 — t.:3,E,1330igi-stiaagam ayo 

A.44-za.- Le-ezc, z: 0) ct 3 ts 7°  5 4 7 — t:.= ct -D --C -a:35 tat FRt: 

ir. tliagEN0RAeSAtort.Z. 7Z intiffifi,L,tc_- m-Iti--Li7tKot-n-,E, 

otlii-a3tit_tlaa)5A--egiLIZ L,FiTifiz a.-  L t::_ct 'D ---c•PfftlottN 	z 

A7AFREM75,32.1tRtglAz 	(Sato, 	K. et al. , Cancer Res, 	1993, 	53, 851-8 

56) 	o  

[ 0066]  etc. 	I 1-t-n-12titiR-Ta) --co1,i —  I-')— tom -0- z I- 5 J:'Ji= v 

tt t ( 	ff,i.L. IM W 0 1 9 9 3 / 0 1 2 2 2 7 , W01992/003918, W01994/002602, W01994/025 

WO 2012/073985 32 PCT/JP2011/077603 

CDi^H, #FRtCV7XCDR£=|-K"T^DNA^iP^^& 

j^g©T£XCDR£=i- Kt-£&SEB?!]ti, W.WZ*-/*-=7y-?t2>£:!)lZ. 

rfO^tiT^§o ^T, t: LT^^ti/c^ 

<DX-J<-7 >> 7°LfcCDRSB#£ 5 ̂  tC T7 = - JU 31* T 

tl£>0 KDJxJtacd^T, H hFR^v^7XCDR0@S^lJ^^UT^^tl^o 

[0064] g&fttC3o©CDR£4o©FRtfg^;*ftfcV^$ii£?tiN ^©5'^£3 

S3*l£>0 ±§5©<£ 9 tCtf^tl/cDNA,*: t: hJ/EffcC^Ii^ =1 — K 

if •g>DNA£ > 7 U—ATlSn"t"£ <£ 9 tCfgijE^^-cNcMA'f Sd £ tC 
<£^T, t 
izmxLxtmum^mtL{,tcmz, 

mm^tpizm±$nz> (^H^I^^MEP 239400, sras&nwoi996/002576# 
m) o 

[0065] ±15® J; 9 izftm-zntct 

WtC>|JJ£U Wint&ZtlZ&i X, CDR£:frLT^3ftfc£$tC§£CDR^ 

K^®FRmmizmiRx^&0 & 
WlZltilS, bjnfa<DCDRrf&Wj:1nmili£'£ffltiLZBl&TZJ:?lZFR<D 

7<S m&&%W&T&Ztt,X$Zo fctZtf, V-7XCDR0L hFR^©# 

*gtCffll^cPCR;££/^ LT, FRtCT7^ ;Mffi7U<DgmZgATZZttf-e$ 

So iftwcu, mz7--v y</t^>y°^^v-tc^M&iMiB^©^ 

M%mxtz> Ztifx^&o Z CO <£ 9 t£ ~?z> -f V- tC <£ ^ T •" J3c£ ti/cFRt;: 

ti, i^S@B^lJ0^s^2iA^tiSo T7^ 

(D^^£±§E©^;£-e>fjj£ LMts: tc £ -? rmMolf ft S 
^SFRfB^lJ^jSiR^ tl%%> (Sato, K. et aL, Cancer Res, 1993, 53, 851-8 

56) 0 

[0066] S/c, 

iht) (l!l$§4»O1993/012227, W01992/003918, W01994/002602, W01994/025 
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585, 	W01996/034096, 	W01996/03373501E) 	j-47:ElYtt L L, 	DNA 	6:.= ck t') 

PffW a) L I- #A1 75%14 -,3_ 41.14 Z . 

[0067] :5 6 t:.-.. , 	L 	ttLi* 7 -(I 7 ') — C'Il kiN --C . 	i'= 	'('-,:ct t') L I` til'AK 	ER 

114 	Z tAlik t % 641:T 0 Z. IN AiS, 	I 	ti'v14K0)1/1A±Ple—U4ftv1* (scFv) 

LL-C777 —:')5247°1/4/1,:c0J777 —:')01,:ftMtgl.ZotAFX. 

*iiLZscFvftIRA-Z 7 7 —:'JeilttR-,3_41.141 Z. ift.tRt tt.tc: 7 7 —:')0)51 

'fRV174* -Z a' LI,: _ ct c) , tiogt:.-..eaz L Itif/f2tKOORtIA i — K -ZDN 

AgameAt-e,z. tivgt:.3,i-a-zscFvo)DNAgog 	A t L tz-_1 , 	,!,A itilA tpl 

gOIJ 	Pff-13 0) L I- ttACqtia)gUIJ L 4 	71,—IATAta:35tIL16:iLAtSft 

'fi g — 	_higEt:.:. 	617-c_-  ck -3 1::1: PTiLUSRMEIN Fri t:AAL, A L 	ttv12 

— K -ZittfRRIR.-,3_ .tZ a.' L t::_ck t') 	i!,AL Iti'vf2tKeER1141 tql.Z. 	a' 41.6 

0)51l,al,:.YL,̀,VeZ 	( 	13;--L`,,1234W01992/001047, 	W01992/020791, 	W01993/ 

006213, 	W01993/011236, 	W01993/019172, 	W01995/001438, 	W01995/0153880 

fig) 	. 

[0068] th`,Reca F)( 4 

*HUM: 8 0 --C FtrageaK)< 4 	L (,, ti-Vg a) —53 	tc1, 	53( ._!ti 

xoigt::_eaLll-Dmmoig-ewatA-g-A,-ezttotKog330-3. time) 

3iii3_“,Ntiia, 	t-r-vi4Ktti--agaytit3,1331,:.-..logi-eaz a.- Le--C' 	Z. 

i,Ali.-/ffi33,=E 1-7°LoftStt.Z. tiMilia K)( -f J1 - 7-z-_-14a) 

#A11 0) iiV K)( 4 J ct t,) Plitt -,3_ 41.14 Z . PTA L < 6, tiMeca K )( 4 A, #A 

12 	tImA_IRIA (VL) LttotKatmA_IRIA (VH) L 	A-V. L-3 L tc tiMiii 

Q K)( -f 	OR L L --C (,, 	[scFv (single chain Fv) 	j , 	1-*$14ftvi* (sing 

le chain antibody) 	j 	, 	[Fv] 	, 	[scFv2 	(single chain 	Fv 2) 	j 	, 	[Fab 

j 	7-c_-6 	[F(ab' )2J 	751Tift6:.-..61641.Z. 

[0069] *RP] a) t I) 	7 	K-R-a*Kt:.-.. 8 0-  Z timea F )( -( 	t, FA — 0) i E I- 

-7cIztli-a -Z a Le-C,Z. a.' a.' --eFA—oi E I- —7°(,, gEM*1-41  : 2 

ZI,NEM*1-41:4(ZgBa07ZJREM75N6tSZOWW.,4/±Z 

WO 2012/073985 33 PCT/JP2011/077603 

585, W01996/034096, W01996/033735#B§) Ls DNA^^tCct lJ 

pjfMohi 

[0067] t: ^7 'J — /<> — yffizj: y t: hJ/Effc^lX 

0!la.l£, t: (scFv) 

t LT7 7-^fVx^U^ii(:(J; y 7 ̂ -^©MKfgii^tiSo St UK 

£ scFv £ 56it5 7 7- 3 tit# £ o 5SJR 3 tlfc 7 7 - *>* ffil 

S#L<*©V^$£=I- K-TSDN 
ABB?!Jtf^-e$£„ ftJIK^t-£scFv©DNABB^J£^Lfc^ 

BB9!l£mM©H SSL^C^OSB^J^'T >7 

31^? * -K^At~£ CI £ K<fc c> TfFlt3tit#£o ^ 

-K-r^it^^^^-yr^ci^Kcfcy^^n K^«t#^tis0 :ne> 
0^tt@E(:^"e«)5 (IIP^Hwo 1992/001047, W01992/020791, W01993/ 

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

m) o 

[0068] K/. -f y 

£&, ftn©— 

if± $ l^I£\ Z>Z£ ifX $ So 

tf S-7£n¥tfti£0 SLU^ KP< -f /cti*fi&0 

#L<* 0 RT^ K P< -f > J: y Jll£ 3 tit# £ o ^L< ti, SLU^ K P< -f > lift; 

(VL) (VH) 

•" K;>< >©$[]£: LTti, TscFv (single chain Fv) J , (sing 

Le chain antibody) J , TFvJ , TscFv2 (single chain Fv 2) J , TFab 

J TF(ab')2j mtftktfelzmtfbtlZo 

[0069] K£^*K£tt£#i;JI^ KPW >&, Il-©xe K 

-7lzm'£tZZ.£t>i~et*Zo d-e|W|-0Xto K-7°ti, IB^ll#^ : 2fe 

S WilB^ll#-^ : 4 Ksflic© 
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a.' LeT ,Z . 	Z1i\6*ftlEl)107J1 ') 	7° 	K-Rai2t“:.-.. 8 0-  z ti-Vgea K)( 

-f A, , MiNizAtsZiE I- — 7T.-Aiii-az z: Le--e,z. z:z:---eAtszi 

E I,  — 7°(,, gOli# 1-41  : 2 	Z 1,\(,g0j# 1-41  : 4 (ZENZ0)77 Z ingMEN75\ 6 

tsZ,9''Nifi6:.-_41± -zz:Le-- zo 

[0070] liAoig 

liArvg Lt. liAnt::_eca 	30)0)3Y0 - *Notl,i 

-a -Z$H1g)3J-;0•1-03(,:.-.141_, -c 61P60ts*Ii-a71-:stsoiti,I 

0-3. etc, ttLIgeca K)( -f J7Y, 	zt)-Vgifi6:.-_ -A-V-Lz4NoiE I- —7°  

07 -3 tlitoi E 1- —7T.-.14 l, --CtiArvg-eZtgat:t1E110 641.z. V-z-_-, 

ttagea K )( -f 	/39,i-a -  z i E I- — 7°OkRoAl-sz ttag t:.-. A- 	tt.z via 

t:.-_t, 	1,Ati-̀ 0111i-a K)( -I 	Z7J1 ') 	7° 	K -R-E`114KtigAiE I- —7°  

-A-t,NO/71-sti-VgLeca -z a-  Le--C' 	z . 

[um] tug 

*HAUS t: 8 0 VAR tVti t:Fit/V54-LT, CD3VV_ E0) ct 	tSti-ERTt ct 

kiN o ttLE,01N L I., -c 6, IN AiS, k74,12tK, afii`,M, MHCftag, 31EttLE.751T 

:1' - 6 — 

-'--r 

 

,It 4 I- t -( 	.11-7e-s' 12tK 7 7 Z I) —, 	1=1 :> 	*J-  — -ff MI ... -7e-s'12tK 7 7 Z I) — . 

-t')'/ --- 7y. 	I) —. 	TNF ..'714-12tK 7 7 Z I)—, 	G 

51 	NIVAM-I..-714-14K 7 7 z I) —, GPI 7 	t — MI ..'714-14K 7 7 Z I) —, 	1=1 

:> 	7i 7 7 '9' — -ff MI _11 7-412tK 7 7 Z I) — . # Z) 	7 7 Z I) —, 7J)1/_1_. 

7414K 7 7 Z I) — . 	OD ..' -7e' -s'12tK 7 7 Z I) — t::- al-  Z ..'-h' -s'12tK tcl: Ls 	tf Z z: Le 

" 	-CO‘Z 	z: 41.6.1'-g-12tK7 7 Z') —1,::Al - Zk-f4-12tK, 	a veto liit t:.:134 I., -c i, 

*Na)g, 	INAJS, 	Cooke BA. , 	King RJB. , 	van der Mo len HJ. 	ed. 	New 

Comprehesive Biochemistry Vol. 18B "Hormones and their Act ions Part 	I 

I"pp. 1-46 (1988) Elsevier Science Publishers BV., 	xt, 	gwgzK=0, 

UN T*-Iliffi \ 	K Iv 	') —Z [4  	/\ 	KI,yJ (1994) 	(A 

MI, 	ATrt, 	EI*) 	101, Ea — Olt, Patthy (Cell (1990) 61 	(1), 	13-14 

) , 	Ul lr i ch 6 	(Cell 	(1990) 	61 	(2), 	203-212) , 	Massague 	(et: 6 	7*a — 

WO 2012/073985 34 PCT/JP2011/077603 

^ ti*fP£ (D*° 'J * 7°^ K 33 if £ K P< 

-f>ti, sincs&sxt:0 h-yizfa-STzzttf-ezZo II^SI 
t°K-7°ti, : 2feSlNtilB^lJS^ : 4tC|Ei6©77$yillB^lJ^^ 

[0070] 

• tftftTlZtt LTtilpJ ^TT^tS 

lN90 £fcs JjtJ^ilp'n K.X -Y yifs feS^nJ^f^tC# S tf K — 7° 

©9 h-7°tcft LT^S^-e&Sil^tCtffll^tiSo s/c, 

SLU^ KP< -f >^tsx tf K-7°^I^0S^^^tc#StiSiI^ 

tc ti % ^ K P< -f > £ M t *> *° 'J * 7°^ K £i=rl* ti ̂  m x tf K - 7° 

£ #&*§ * &*aH tfa-STZZttf-CZZ o 

[0071] ffiM 

^B/jfflStCfe^T^Hti^tCPJl^tlfs CD3£P&$ £:CQJ; 9 fttftH'Cti J: 

l\ tfiWsfDMt LTtis ^iJxti\ USSLJIN MHCtftJI, 3Mb#tJI#tffcF 

igtcPtf£>*i£>o LTti* mti\ "J-

, +M >»7 7$ 'J-, fPi/>^t-iilgM7 7$ 'J-, 

-tz'J >/Xb^->^r^---tzM^#fr7 7$ 'J-, TNFg#fr7 7$'J-^ G 

'J-, GPI77>^-M^#^7 7$ 'J-, ^P 
N>>/t\X7 7 £—-tzM3£#ffc7 7 $ 'J —s gfSf 7 7 $ 'J —s JfcJl/^E 

§ft7 7< U —. |ffl»7 7< 'J-tCS-f 

d*i£g#<*7:p$ 'J-tcB-rs^#^ ^tf^o^SStclIILTti 
N mti\ Cooke BA., King RJB., van der MoLen HJ. ed. New 

Comprehesive Biochemistry VoL.18B "Hormones and their Actions Part I 

I"pp. 1-46 (1988) Elsevier Science Publishers BV. N Xti% 

K7'J-X rK7> (1994) (^ 

)ltt, Msi, 0*) mOls¥^-(D^ Patthy (Cell (1990) 61 (1), 13-14 

) N Ullrich^ (Cell (1990) 61 (2), 203-212) N Massague (etCti;7^-
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1, • 7 	-t J 1,,E-.4eil-< ) 	(Cell 	(1992) 	69 	(6), 	1067-1070) 	, 	Miyajima 

6 	(Annu. 	Rev. 	Immunol. 	(1992) 	10, 	295-331) 	, 	Taga6 	(FASEB J. 	(1992) 

6, 	3387-3396) 	, 	Fantl6 	(Annu. 	Rev. 	Biochem. 	(1993), 	62, 	453-481) 	, 

Smith6 	(Cell 	(1994) 	76 	(6) 	959-962) 	, 	Flower DR. 	Biochim. 	Biophys. 	A 

cta, 	Flovver 	(Biochim. 	Biophys. 	Acta (1999) 	1422 (3) 207-234U.:Eat 

tt:TOZ. 

[0072] -hilE.'-'7e-'12tK 7 7 Z ') - t:.-..X 	Z412tKIY9tS.-7e-'12tK L L, -c (,, 	im A_ ts, 	I I-R 

67 r, Zi') ZCIti 	(EP0) x7412tK (Blood (1990) 76 (1), 	31-35, 	Ce 

H. (1989) 57 (2), 277-285) , 	I IR1, 7r, 	$AgL-31=1=-Pist 	(G- 

CSF) 	kb's'-,12tK 	(Proc. 	Nat 1. 	Acad. 	Sci. 	USA. 	(1990) 	87 	(22), 	8702-8706, 	m 

G-CSFR, 	Cell 	(1990) 61 	(2), 	341-350) , 	I IR67',11=LJt7J1-r i 

(TPO) 	kb's'-,12tK 	(Proc Natl Acad Sci 	U S A. 	(1992) 	89 	(12), 	5640-5644 

, 	EMBO J. 	(1993) 	12(7), 	2645-53) , 	I IR67r,-( 	I) Jk-T-4-42tK 	(Na 

ture (1985) 313 (6005), 	756-761) , 	I IR67r,Flt-3'))1 	Kk7-412tK 

(Proc. 	Nat 1. 	Acad. 	Sci. 	USA. 	(1994) 	91 	(2), 	459-463) 	, 	L IR1, 7r, 

fl11/_14&FIEA±Pat 	(PDGF) 	...:;-4-12tK 	(Proc. 	Nat 1. 	Acad. 	Sci. 	USA. 	(1988 

) 85 (10) 3435-3439) , 	L IR67r,-1 	'91-7i1=1 	(IFN) -a, 	1 3 ... 

'-g-12tK 	(Cell 	(1990) 	60 	(2), 	225-234. aVeCell 	(1994) 	77 	(3), 	391-400) 	, 

L I-R67r, 	1,7° 	...'-g-17tK, 	I IR67r,R*)1. 	(GH) 	..'-'7e-'14K 

, 	L IR67r,-f'91 -1=1-1* 	(IL) -10...'-g-1 4K, 	L 1-867r, -( 

') JeteRAt 	(IGF) 	-I.-7e-'42tK, 	L IR1, 7',1E1111:14Mtf1]$lit 	(LIF) 	..' 

-74-14K, 	L IR1, 7',017tqlEil4g;1It 	(CNTF) 	..'-'7e-'17tKePTiLAt:---IN71 -1 /435 

ttZ. 

[0073] att1g6OMOEttlEt:.:1* 'D --C RIR 	Z YEE, T 	('), liErMiAttiER L t 

oftStt.Z. R, NINealE 1, tcligt:ANA'D,9' 	i0N3_hl,:=TR.4-t.ZA 

gts8,1$14t ati-ag-e 	(,), #68,1$14ti-ag L t of att. Z . at-AE.0R L 1_, --c6, 

INA.tS, 	±,Ea)..-7e-s'14KL L, -C GPI 7 	t -M-1.-7e-s'14K 7 7 Z I) -t:.--)X1-Zelffa 

Virii3L -z,..lt --D75\4oit4:.-..8ki\ --CRIRL/TOZGPC3 (Int J Cancer. 	(2003) 

WO 2012/073985 35 PCT/JP2011/077603 

h • KIE^W< ) (CeLL (1992) 69 (6), 1067-1070) N Miyajima 

b (Annu. Rev. ImmunoL. (1992) 10, 295-331) N Taga^ (FASEB J. (1992) 

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

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

eta, FLower (Biochim. Biophys. Acta (1999) 1422 (3) 207-234=f 

[0072] ±|7 $ 'J-IZST&MteMftg&tet LZte, tl KX 

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

LL (1989) 57 (2), 277-285) N L KX&V 0 (G-

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

G-CSFR, CeLL (1990) 61 (2), 341-350) N t KX&V7X K • xf 

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

% EMBO J. (1993) 12(7), 2645-53) N L KX&V^'J (Na 

ture (1985) 313 (6005), 756-761) N L KX&V7XFLt-3'J 

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

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

) 85 (10) 3435-3439) N k hXli7^7'TV^-7iP> (IFN) -as (3% 

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

L hX&v^Xb^y^m^ UK (GH) ^#1* 

, t hx&v7x^ (IL) -i0g#ftN Lhx&v-7x^>x 

(IGF) (LIF) g 
nw, (CNTF) izwmz 
tlSo 

[0073] 

pf^tiSo x, mmifmit[,tcmzmm^m^^y^cnft^±izmn^m 
mmvmtLT&s 

%WlsbttZ>7&'?fr(D'BlZlS^Tm%LT^Z>WC3 (Int J Cancer. (2003) 
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103 (4), 455-65) , IIVIFAVJeibL -Z*NO)E.."-CRIRA-ZEpCAM (Proc Nat l 

Acad Sc i 	U S A. 	(1989) 86 (1), 	27-31) 	( -t- ot I) 	fj 1,7J- 	KEN l, Re 

fSecati#-'4NM 002354.2 (guij#-'4 : 3) 	tZ, 	t') i' .7° 	KgaNtRefSeci)ff_ 

ti#1-41 NP 002345.2 (gOli# 1-41  : 4) 	(Z-t. tt,Vrt,,EatOrt,--COZ,, ) , 	EGFR, 

CA19-9, 	CA15-3, 	:> ') 7/1/SSEA-1 	(SLX) 	751Tif__Al,::_ti 641.Z. 

[0074] MHCfj-ijgt, tt:MHC c lass ME, LMHC c lass IIttagt:.:31LM MHC c la 

ss Ittagt::_t, 	HLA-A, -B, -C, -E, -F, -G, -HegV1,, MHC c lass IIttag 

(,:.:(,, 	HLA-DR, 	-DQ, 	-DP7Y-A-VaZo  

[0075] 3-(Eti-i,E,(,:.-_(, , 	CD1, 	CD2, 	CD4, 	CD5, 	CD6, 	CD7, 	CD8, 	CD10, 	CD11a, 	CD11b 

, 	CD11c, 	CD13, 	CD14, 	CD15s, 	CD16, 	CD18, 	CD19, 	CD20, 	CD21, 	CD23, 	CD25 

, 	CD28, 	CD29, 	CD30, 	CD32, 	CD33, 	CD34, 	CD35, 	CD38, 	CD40, 	CD41a, 	CD41b 

, 	CD42a, 	CD42b, 	CD43, 	CD44, 	CD45, 	CD45RO, 	CD48, 	CD49a, 	CD49b, 	CD49c, 

CD49d, 	CD49e, 	CD49f, 	CD51, 	CD54, 	CD55, 	CD56, 	CD57, 	CD58, 	CD61, 	CD62E 

, 	CD62L, 	CD62P, 	CD64, 	CD69, 	CD71, 	CD73, 	CD95, 	CD102, 	CD106, 	CD122, 	CD 

126, CDvv130egVV4Z. 

[0076] i E - 7°  

/± - i--LEUOTA -  Zi E I -71, *HUM lz8 o-c tr-Ogifit:4 	Zt 	Ata  

193d7T -,3_41,Z7J1 I) ,'•7° 	K -R--al**OttLINii-a F)

-  

( 4 	759ii-a -Zt)Vg_tog3 

itLUOTA -  Z. 	ct -D --C, INAJS, 	iE I- - 7°1,, 	-t.1043St:.-..ct -D --C-Zt:stt. 

4Z. 	tz---, 	,!,AiE I- -7°V,2,10 -Z7J1I) /7° 	K-Rai2tA=lottagt:.-J 

7J1I) ,-7° 	K -etiii-at:.:(,, 	iEl-.7°V -Z 77 Z inolat::_ct -D -c 

1El--7° !titl-Zz:LtUi R-CZ. V-c_-, 'El- -.7°e8,10---eztii 

-at:.-_t, litoxfilmst::_ct -D ---ciE 	- 7° 	!ti tl-  Z a.' L t ii-iC--eZ. 

[0077] &Mt' E I- - 7°1,, 7 Z I R- gEN75q2,10-,3_ tt.tci E I- - 7° 	gtiNi 

E I- -7°-eZ. &Mt' E I- -71, yV-I0igt:.-..t, ,Pts< Lt 3 -D. 8,t 

thRtffiC:.-JVPi-s< Lt 5 -D, INAiSeg8-e 1 01E, 6-2 011:107Z 

ingwa)goin:.-..80-c-A-v-Lz. 

WO 2012/073985 36 PCT/JP2011/077603 

103 (4), 455-65) N 11 Z EpCAM (Proc NatL 

Acad Sci USA. (1989) 86 (1), 27-31) >J J. 0 b:*?1 KWlltiRe 

fSeqgji#^NM_002354. 2 (13^11#^: 3) C, *° 'J *7°? KWlltiRefSeqM 

ji#^NP_002345.2 (13^11#^ : 4) tC^tl^tllB*^ tlT^£0 ) s EGFRN 

CA19-9, CA15-3, i/>JT)\sSSEA-1 (SLX) ^ifUMzmfbtl£0 

[0074] MHCJnJliti, itCMHC class IJjtJli £MHC class IltftJItCSHl;* tu MHC cla 

ss litres tCtiN HLA-A, -B% -CN -Es -F% -G% -H^'a Stls MHC class I litres 

tCti, HLA-DR, -DQN -DP^#StlS0 

[0075] $Mb#tJItCtiN CDU CD2% CD4% CD5, CD6, CD7% CD8, CD10% CD11 a. CD1 lb 

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

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

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

CD49d% CD49e% CD49fN CD5U CD54% CD55, CD56, CD57% CD58, CD6U CD62E 

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

126, CDw130^#Stlt#So 

[0076] x h° h — 7° 

Z>h-7°ti, 

>j*7°^ KP< -f 

tiLZMRTZo -tot, $J;iti\ xt°h-7°ti, ^®*i^tc J: ^T£«3ti 

t#SQ K-7°;&IIii"rS/lN0|J^7051 

£ tC cfc o T t ̂S£x L° h — 7° if fern ^ tit# S 0 SLU 7°^ K X ti 

*° 'J ^ 7°^ KT? & £ m-S tC ti, x tf K — 7° £ *1$t £ T7 $ J ItaS tCct o T 

xtr ttz, xtf h-7°^$ifl"efesii 

^ tc ti, tc^^TxtfK-y^^^-rSd^tqrt^-efeSo 

[0077] jtflltfx tf K-7°ti, yit-^l3^^llii^tl/cx tf K-70=&#^x 

tfK-7°-efeSo j&^xt°K-7°ti, HMfttcti, '>&<£=& 3 o, fed: 

tfgt»^ifitCti'>&< £=& 5^, 0!Ja.t£#]8~#]1 Oft 6~20i©7$ 

y ®i3^y tc & IN T # s ti s o 
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[0078] Al2tKe'l i E I,  — 7° (,, &Mt i E I- — 7°  L1,-,11Elgrligt:.-_, iE I--7° 	g 

V7 Z ) Re) —MEM e. ,121C35 tt.tc i E I- — 7°a)* —0) AZ 	--e ( -s 0 

iE I- — 7° (R 	'S, 7)D—) /. 	T 1, t i E I- — 7° V,t 

Z tr-L1* 1,  :: ct (,J !R. g-Vs tt. ts 0 1 E I--7°) --e 	Z . Al2tK **I i E I- —71, a 

Olt' E I- —7'4:31 I., -Cteill 	I., tc N4o7 Z i n'38,-A1-  Z13` t LtLfso. A 

14KaliE I- —7°  0,12,1M:1341,Z• , 	tti14K6, 	/ -7° 	K 	t•c_- 1,,  9 ' 	i' 	NO= 

;TcaliViEgO -  Z . IN AiS, 5' 	JON3e#fit,J_S_'.V-t.--CETcali 

mztiii-at:.-_(,, Aptqw,,siE I- —'7°UM -ZZ 7 Z ingaicktie/ 

tct7J1,) ,'7° 	Kt$14t, AM L ts (,), t-r-Li4KeiE I- —7°V,2,10 -Z a) 

;To--,Afiittiltn,Ule#Attiet:.-..5311MAnts E 	,t Vewl.li-MiThtIVIA 

316*-"e-A-V-LZ e, 	'Lt. 6 t:.-. (Vit/f tg-Lts 0. IN AiS, Epitope Mapping P 

rotocols 	in Methods 	in Molecular Biology 	(1996), 	M664, 	Morris 	() 

Ofi... 

[0079] -FE t:.-..GPC3t:3-,11-  z timea K)<-(J -A-ti113M7J1') 	• 7 ° 	K-R--al*t:.-_,t 

zi I 	I- —7°, a)tlii-aa)f4,251e1M71-.35 tt.Z e, GPc31-;0100t-I'Llgt:.--M-Z 

#i-Lmea K)( 4 	-.A-tiibm7i1 'J 	• 7° 	K-Rai2m::_ct zi E I- - .7°a)tlii-a 

ofetxat-Fgaolm7it:.-At 1.; --C ift SVAIIth -1 /435 tt. 14' Z . 

[0080] IN A_ tS, GPC36::_M-zt-r-age-a K)<-(Jat,' 13M7J1') 	.7° 	K-RaptKe 

GPC331=4:.-..4/± -zniti E I- — 7°V,2,10 -  Z a.' L (,, tc L AiS;ZOct 

t:.-.. I., --C WO 	Z a.' Le---e 	Z . _EEO IA Oigo)tc6e5 t:.-..GPC3aAINA K )< -f 

Kip, 	lE*-Vg (,:.-_-a 	tql.141  Z. 	Z kiN (,, 	GPC30)cDNArri a), 	;EliNqi. K)< -r 
t:.-A 	Z 7 Z i REM 	— K -Z.;,A±=7AfIJJEll LT', MIR 	T''441g 	t:.-.. 

ct (,J 14' 641.Z. 	t:.-_, NINA K)< -f 	VU -Z 7Z i REM /3\ 6 ts Z 	It 

7° 	K L, GPC36:.3-Ni1-  Z th-mea F )< -r J 	''A-tii)M7J1 ') 	7° 	K-Rai* 

L Wiia3tfteRifiz's 41. Z . tc L A.tS, 	/flE -1 /435 tt.tc_- *Alt 	7° 	K 	ti-Vg L 

ZELISPit:.-_,t -D -C, 	,!,A,' '7° 	K6:.-.1‘11-Z 	,!,A7J1 ,) 	7° 	K-R-a14KaAiii-a3t 

WO 2012/073985 37 PCT/JP2011/077603 

[0078] xtl°h-7°£# 

y II©—Sgfi^ti/cx ti° h-7°0J£— 

xtf K-7° T7 $ y @t©—Ltxti0 K-70;&^I^"r 

TfeSo izl**i^xti0h-70&, it 

\*-7lZttLTm±Ltc&(D7 $ Ltiftl\ 3t 

fr^x tl° h-7°0§IfiK!l LT, ^7°^ KSfcli* 

9 ytlT =./%.TUM3B.%: 

Mt S *Iiir K 3ttiM*£x ti° K - 7°£JFMt £ & £ T $ y life J; X?/ £ 

K±II^ mttteVs ^wx e K - 7°£mmt s © £ pj 
t^c-rso xti°K-7'<D±Lwm3&*&fetzi5feizi^ -

hzftt£X ti°>*Ifi£ J; xfWk£ft 

tlS^\ Epitope Mapping P 

rotocoLs in Methods in Molecular Biology (1996)% H66#% Morris (H) 

^#Io 

[0079] TIEKGPC3K^-TS^^ K* -f 'J ^7°^ h'KpftlCj; 

Sxti° K-7°^0^©5SI^;iWJ^^tiS^\ GPC3J^©*aJ!Ktt-r£ 

SLU^ KP< -f > 'J *7°^ F£&mz J: %> x ti° K - 7°^0^ 

®56S^;£ t, ~F§E©0!J^izm U Ttit#£„ 

[0080] GPC3 iZtttZfoWLB'S K* -f 'J ^7°^ 

, GPC3^^^K#^-TS^xtl0 K-7°^IIii-rSC«>i^ 

?IZ [sTBmt&Zttf-eZ&o ±§E©@^©/ctf)KGPC3®M^ KPW > 

£ mj&t z> y $ y IIIB^O ̂  e> & a «£*K0^ 7°^ K #3 ti s» ^ 7°^ 
K&, -fb^^K^^tlt#So feSWi, GPC30cDNA*ax 

Kmtz T $ y niB^y£ =1 - Kta£%um uT, 

^7°^ K<h. GPC3K^-rs^^ KPW "J^f1 K£^<* 

£©^S1ftfM3ti£0 fcatf, S^bStifcSM*'*;^ K£#LH£ 

f SELISAKct oT, ^1^7°^ 
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teET115-,3_41.141 Z. 	Z o (,, GPC3RIMEnt:.-_ --z 	a 7j1 ') 	7° 	F 

14KaAia6:.-.8 0* Z, *Vit, 7° 	Kt:.-_,t .loo) i.)14::_a-jkiN --C, *Vit,-7°  

Kt:.-.1,1 -Zeca3tftelE1)16/3\t:.-_ -.3stt.14Z. 	a' 41.601,41Rt::_ct -D -C, 	nit,' 

7° 	K t:.-.1,11-  Z 	A t') 	7° 	K -Ra 1* Milia3tft /PIA 6 /3\ t:.-.. -1 /43s 41.14Z. 

[0081] etc, GPC36:.-.1,11-Zti-VgAia F 	-(J 	gtilMt I) 	7° 	K-R-al2tK75q-L 

42MESi E I- — •7° ,2,30 -  Z z.: L 6, )a) ck -3 t:.-.. L --CWEEtql.14Z. ±,Ea) 

HO`go)tc_- &51,:.-_, GPc3RIRA-ZUJINe,17t1Itql.Z. GPC31,:.-.1,11-Zti-VgAia K 

)( 4 J 	-.A-tiibm7J1. 1) ,..7° 	K-R-a12tKeGPC3500EN 6:#01 L tc lig I,: 	,!,ANI 

liNt:A <*,ia -z—--e, 	,!,A7J1 I) /'•7° 	K-Rai2tKe 	-ZIE-:5 ttIL- GPc3aAl 

liNA K)< -f 	V* -Z 77 Z iRg01_1/3\ 6 ts Z*Vit,-7° 	Kt:.-.14 L -CAVOig 

t:.-Aiii-aLtsoL _/36164-t.Z., 	a.' 'LT, *Nnt:.-Aii-aLtsoLt, 	L I-G 

Pc3RINEN6:3-,i1-Zeca3tt0)80%J-;CF, 1C,450% -F, PTA L < 6300/01 

1, !tit:PT 	L < 615%J-;CFaAiii-a3t,ht 	0-3 o  

[0082] GPC36:.-.1,i1-Zti-Emea K)( 4 J 	-.A-tiibm7J1. 1) ,..7° 	K-RaptKoGpc3RIR 

MINt:3-,11-Zea3tft,1_t1-Z5IL L--Ct, RAJ'S, Antibodies A Labo 

ratory Manua lEj,k,051 	(Ed Har low, 	David Lane, 	Cold Spring Harbor La 

boratory (1988) 359-420) 7514641.Z. .Rlit, GPC3RIUNEJNtj-VgL 	Z 

ELISAA'DFACS 	(fluorescence activated cell sorting) 	0)1,$il6:cb .D zwfd5 

tt. 141  Z . 

[0083] ELISA7 A- -7 V 	6:.:80-C, GPC3t:3-,11-Zt-ARea F )<-f 	-A-tii)M7J1 

I) '' .7° 	K-Rai2tKOGPC3RIOHNIZM-  Ze-a3tftt, FoAazt:.-..ct .D-ct 

z:>-)1,i,, )1,EL$5--zz._-.Lt:.-..ck.D-Cifirligt:.-_,Wffitg-t.Z. 	V-St) 

t, GPC3RM TO 	t 4E 1, tc EL ISA 7° V— I. t:Aut i) ,..7° 	K-Ra,f2tK 	)iii 

A., MIN t:.-11,i-a L tz-_- WR7J1 I) , •7° 	K-Raf2tKe. *ut ')'.7° 	K-Rai2tK 

ogo -zolAtmgati--vf4KfinEll 1_, --Cffl-.35 tt.Z. 	Z1i\6FAcSt:.-.1-3k,\ --Ct, 	* 

7J1 I)''7° 	KRai2tKo a fRN 	'fiM L, GPC3RMEN6.z.M-zf-r-v12nia 

ENt -zut 1)..7  )31-14 (titer) 	5Atl-ZZ:Lt::_ck (,), GPc3RIN 	:31- 	* 

K -Rai* a) e a 3tft e EL$51 -,3_ 41.14 Z . 

WO 2012/073985 38 PCT/JP2011/077603 

1WM3tit#S0 K^ 

KKJ;SPIS® iM^70 

51 znbvmmz^^Ts 
7°^ K 0^ b frizes tit#So 

[0081] s/c, GPC3KtttSJ/EJ1^1=r KPW "J^f1 

flMf^xtf t* — 7$:W.fflLt2>Z.t&s )%<£)&. 9 K LTSSII^ tit#So ±§E© 

GPC3£fgiitS«7^Pi^tlSo GPC3K^-TS^^K 

P< -f 'J ^7°^ K£l=rl* WC3fgii«KjgM 

^K^<^"TS-^T\ K£^*tf@^b3tlfcGPC3©8ffl 

IIIB^y^ftS8M*"*7°^ KIZft LT^ffft 

£>tiS0 lit, t KG 

PC3^ii«K^-rS^Stta)80%J^TN iI^50%J^Ts SfSL<tt30%jy. 

T, ftlZftt L< tt15%Ja~F©^S1f£^9o 

[0082] GPC3KMf £>SLJI^ K* -f 'J ^7°^ K£l=rl*0GPC3fgi! 

LTti, Antibodies A Labo 

ratory ManuaLIESCD^/i (Ed HarLow, David Lane, Cold Spring Harbor La 

boratory (1988) 359-420) T^W^tlSo IP*N GPC3fgi 

ELISA-^FACS (fluorescence activated ce L L sorting) ©J^IIK ct o TI?® 

^ tit# S o 

[0083] ELISA7^-V«> KKfclNT, GPC3K^"TKP< ̂  

'J*7°^ F£r£ft<DGPC3&mMB&lZttT&fa'£%telis Bfil&J&KcfcoT^ 

J$T£i'7'J-Jl'ls'<Jl'%:kk$$T£Z tiz£ ^T^MftKI¥ll^tiSo T%t> 
%s GPC3^ii«^g^bL/cELISA7°b- h 'J ^7°^ K£^*£2JP 

i, *iz^ L /c»*° 'J * 7°^ K 'J ^ 7°^ K £ 

LT^ft^tlSo feSWiFACSKtelNT^ M 

mtf'ju? GPC3^ii«K^t"S^«^ 

Jim (titer) GPCS^iiMK^-TSM^^'J^^ 

KE'pft©|p'p ^hk$5i ̂  tit# S o 
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[0084] WIE-A 	V: SIN L tc_AIINA_E (,:.= RIB, L, ---C kiN Z f-Ajg t:.= A- 	Z *ER -41 ') 	7° 

KRai2tKotl,i-at, 	7 1=1 --It-f 	2( —'' —1,::_ct -D -"C* - Z a.' L e-C 	Z 

. 7 1=1— It 4 I- 2( — 51 — L L --C 1, , IN AiS, 	0 cV, t.cll !Me% 6 41.--C1, \ Z 

0 

FACSCantoTM II 

FACSAr i aTM  

FACSAr rayTM 

FACSVantageTM SE 

FACSCa l i burTm 	(0 Vrt, t BD Bi osc i ences# OA 1M) 

EPICS ALTRA HyPerSort 

Cytomi cs FC 500 

EPICS XL-MCL ADC EPICS XL ADC 

Cell Lab Quanta / Cell Lab Quanta SC (0 Ttt, t Beckman Coulter # OA a 

[0085] IN A_ a, GPC36:-111-  Z tiLIge-a F 2( 4 	gtilmt i) 	°3 K--- 14K a) 

ti-agt:.3 	zecaAttamttatrzao—INL 1, --C , 	0) 	a e* (4 6 tt. 

Z. 	T, GPC3ftIRA-  Z MIN L ag.T‘t -ff.  tc: )3UR7J1') / .7° 	K -Ra12tKVEra 

Z FITCffira 1, tc 	tivf2tvt' 	t 	Z . *R 7J1 I) 	7° 	K -Rai* 	ift_ial/Tizt 

tcm Via t: ck -D -C aflR - Z Z. L G:.-. ck 	Z, 	tiA-R-E1̀12fc75%1302 g.t:ille.' 1, 

-CJE110 641.Z. RAJ'S, 	10µ,g/m1.75\ 610 ng/ml -00)17.310)0T4-05NODS'I.T 

1 PI; 41.14 Z . 	t:.-.., 	FACSCa I. i bur (BD#) 	(,:.= ck 9 gyNm. L WEAR 7V3141 jt 

4' LZ . 	EiOant:-1-,11- ZtiLi2tKOAilia lit, CELL QUEST Software (BD ±) CE11 

1ivTIF4* - Z Z._.' L t:.-..,:t t')141  6 41.7-c_13.11tg., 	-1',4:1--) t Geome tr i c Mean CAM: 

a1A,_0(t,Z,, --i-s4--)t, 	Geometr icg 	MeanCAIV4Z a L t:.-_,:t t'), WiRt 

') 	.7°.  K-Rai2tKoecaiii tzct -D -c-,3_ tt.z*Rt.  I) ' 	13 K-Rai2tKoea 

3tfteArz -,3_ tt. 14' Z . 

[0086] GPC36:3j1-zti--00,i-a K2( -f 	at` gR7J1. I) / . 7° 	K -Rai* e, 	z t 

WO 2012/073985 39 PCT/JP2011/077603 

[0084] ISif L/clM±CM Lt 'J ^7° 

7P-+M 

o 7P-+M LT^ &©J:9&SMtfft]£tiT^S 

o 

FACSCanto™ II 

FACSAr i a™ 

FACSArray™ 

FACSVantage™ SE 

FACSCaLibur™ (l^tltBD Biosciencestt^j^pp^) 

EPICS ALTRA HyPerSort 

Cytomics FC 500 

EPICS XL-MCL ADC EPICS XL ADC 

CeLL Lab Quanta / CeLL Lab Quanta SC (l^tltBeckman CouLter^±®j^pp 

«) 

[0085] GPC3K)^f SftJC^ K* -f 'J ^7°^ 

-rsFiTc^iiiL/c-Mjtfr'e^fe-rso 

&\M^c £ ? xmRtZ Z £ izj: ? Zs L 
TffllN(X,tlSo 10/x-g/mL7bN£>10 ng/mLS"e©r^©lN-ftlANCD}j|£t:T 

i&mZtim&o FACSCaLibur (BD*±) K J: U ^ 

tlSQ mtmmizfttCELL QUEST Software (BD*±) 

INT$?#T~$TS I £ Kcfc lJ % b f&fo^Geometr ic Mean CD-fit tC 

Jx0&£tlSo ^I^Geometr ic MeanCD-fi^HS CI £ Kcfc lJ, 

'J *7°^- <£ ^TH3tlSM©?*° 'J K^-n^©i|p-n 

;S'I4 7^>|JJ tit# So 

[0086] GPC3lcttTS#LJ!^ K* -f 'J U? K£i§rlW\ &Stf 

'J*7°? F£r£ft£Jihfb-7Z#GT&Z£l£s M^©|W| Ci tf b-7°K 
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-‘11-Z0,-al,::_ck -D -Cf40:3541.14Z. 7J1'), 7° 	K-R-a14KIVottat, 	33z1 

D 	Jfj 7v -t'(tct:Ett:Etz_ct -D -CMffitti.Z. OIJAASMAELISA7 v t 4 t, 

PT1,03RIE:iv*7-1 v -t-f --eZc. 

[0087] 1414KIYglzt, 	R•Ysi=i ‘Y*77 ‘Y -t-f tc..80--Ct, 	74 	1=1'91 -( 5' —7°  

I,— I- 0),, 	)1/_lit:.= 	— I- I., 7-L- GPC3,9' ›/N7Y, 	1i-AL  tsznat i) / ..7° 

g-  KR—  12t04/1-F, 	tic 4-r4/1-F ---es 7°  1, 4 	* a 	— I- tt tt.tc_1 V:, * 

WI ')/•7° 	K -R-al*et )in -,'s 4'1 zo 	r)=)1/Itio)Gpc3 	>ixt.,-.31i-at.,7-c_- 

4N7J1,), 7° 	K-R-a14Kvit, PI Um E I- — •7°, a)*Ii-at..14 L-c0-1 -z 

K-R-a440M-agtzmIYgtz.z$H134 L,Z0Zo 	--a: 

bt in—' E I- — 7°t..M-  zgat ,),'•7° 	K-R-a12toVfotte 	< tstt. 

atsza *ot 1) ,.7° 	K-R-a12t0DGPC3,57  M'N 	— F. L, tc  r, 	)1,/. 

oe-a3tft 1, 1E-F 	Z. 

[0088] GPC35' 	Kiil,'"Cr, 	)1/1,:.:*ii-at.,tc_- 7J1 1),..7° 	K-a-aptost 

. 	ai)7J11) ,..7° 	K-R-Erf2tVrat.,--(1-3< ar. L t:.-_,t -D -c, 	-gg t:=1.1J-Z-:5 41.141  

zo  It L AiS, 	E‘7V-IreStt.tc_- 7J1H)7° 	K-R-a12tt, 	7 E':') ,.)1,7j- 

* 	•Y'---ff 	f)]_7— I- Lizt-b)Jtsan1C,-zz:Lt:.-_,t 9;141P-Z:stt.z. 

	

/)1,2J- *:>y---fftseollAggafi_llEH LA-_- 3.R11=1 ri*> 	-)-1  V t -I ts 

it:.-..41-aELISA7V -t-f L01-)tt.Z. 	7J1I) .7° 	K-R-a14Kt, 	*ffizoag],i_l 

7i-  ffiag tsit ograt% TOM -.'_ 4%14 z . Ai* 0,g c: c, Mal-dzitiM z 0 tg. 

Agf,ACtS, EiPLV_IT 	Z. 

[0089] IIK-Aottat 1),.7°- K-R-a14K04-PVIT TAA:5 tt.z 	1- 1=1 —)1/1,AN 

tz ;1, -c "gi 6 tt. z 	catit L E 	L. 	, 0,-a t I) i ' -7O 	-Ra KPte, GPC3tz.: 

-‘11-  Z trEIgeca K)

e

< 4 	A-  tilM

--C

t I) 	•7° 	K-Rai2totliiaiPts< L t 2 

0%, 0 	L, < tV-;\44',< L t 20 — 50%, z's 6 (z_PT 	L, < C WS, < L t50%1 D 

v 	-e Zts6tS, 	gikAN7J1  ') •'•7° 	K-a--aPttvgat i) , •7° 	K-R-a14K 

L -A-VO'gt:.-. imi Um E I- — 7° t:.-Ailiat z 75\, RtP1 Um E 1- —1,-Miliat:M- 

L, --C1A-1 -  Z 7J-0) , 7° - 1` -R-a14K --ezo 

[0090] GPC3t:3-4 -zti-age-Ei-  K)( -(J 	-A-tilEM7J1,) /'•7°.. 	K-R-E\114Kini-az 

WO 2012/073985 40 PCT/JP2011/077603 

#*)*73 £X7" 

• y * y 7 7 y -tz-f IZ £ o T^aj 3 tlS0 MXM^ELISAT7 y -tz-f fciU 

SfS Ll^X7"P y ^rV^^y-tz^-e^So 

[0087] £X7"P y^r>?'7y-tz-nc&l\v-f ^ P ^-f ^ — 7° 

U- h®^xJl/±C3- K LfcGPC3?>/<?ntfs mMt&Zvi'Stf'J*7° 

51 K#^©#ST, S/cti##^T-e7°U^ M 

K3tl5o 1?j:Jl'4><DGPC39>A9mzfa&Lfc 

'J * 73 F£&to<Dslis H U x L° h - ̂(Dfa&lZtt Lrm-ST S 

nm.#*) *73- K£l^l*©GPC3^>/^ff£p- K L/c^iUU^ 

[0088] GPZ3^yj^cm^LX^ ^Mzm^LtcmM^)*73 
, ^^^^*73 K£i=r{*£*itiLTfc< ztiz&^x, n^izm^nm 
So tctx&s ^3yWM^titc^')*73 7\^vy*)^ 

* *> 7--\zz\yV=L?-t*t M &s nz&m t- £ c: £ ic <fc <J >ai^ 3 ti £ o 

^) U ^ 3f */ 7- -tz & if © 1# ̂  41 m £ f U m L /c X 7" p y + > 7 7 y -tz -f It s 

^Kl^ELISA^y-tz^ ^iN^tlSo /1N0|J^7> Wi>UJ 

& if -c h s o 

[0089] 'J *73 tlS P > h P-JU§iti£ 

tC&^T#^tiS^>m£tbt$LT, GPC3K 

•< >£l3 'J *73 K^n,^0|p'n £:'>& < tt>2 

Q%s L< «'>&< i: =620-50%, L <&'>&< i: =&50%7P 

y 'J^f1 K^iirl* 

uxtf K-70K^"TSA\ xttn i;xtr 

LT$,£itZ>tfi)*73 K^fr-efeSo 

[0090] GPC3K£tt~S^JtJ^ilp'n K.X •< 'J *73 Kzsn"f£A*$n"n f S 
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_E k-7°0)4'175TArt -,3_41.-COztiii-at:.-_t, *ut i) / . 7° 	r-Rai2tKL -,1- 

'Mt') '' .7° 	KRa1*L7YiE k—'7° 1:M -Z z.: L t, 	al E k — .7°  

*..UZ/' .7° ' K t:.=.77  Z i OgMA4. A Lk-  i'' 	Kt:3-,11 - Zt.  0 t ') 

.7° 	K -Rai2totlii-a3ttiEL$AZ a' L t: 4: -D --C.  WE:5 41.14 Z. 

[0091] Zi.  ') 1, it e(a3tit 	Ali t1-  Z 	M L L, Z 1,, 1N A_ U, nE OD ELISA 7 A-  - 7 

'Y k t:.= t 1,\Z &' A 	4A L tc_1tit0) .7° 	Kt:3-,11-  ZWRA1 ') /''7° 	KRa 

14K a V' Mg t') 	7° 	K -Rai2toe-a3tftEL$A -z a' LI,: .. ct -2 -C1,1_17f -:5 tt. 

1420 ELISAL;01-0)5AL 1,-C6, t 51A taia Ltc: 	eekx,..7° 	Kt::-M- 

Z*,,-E;;tit, 	At 7 A t,z.-AM-it I) i7°- K -aai*L -41,3gt 1) / ..7° 	KR 

a145A-F -1 /43S -fttcflk tz.--gfflAil=1 tz.-..gffl -1 /43S ttZt') 	.7°. 	K -R-ai4K .-zi -z 

a-  Lt::_ct-D -C t;11.1.1V54-04 Z. 	..''A/' .7° 	K1.1,,4SGSTLagral - 	KL 

l/rt 51-xt:PRZt .t. Z5AtVL,̀.% -CZ. 

[ 0 0 9 2 ] tc: , I TA t -,)_ 4' t. tc iEk—ie A 14K 1 E I- —7'otitia6:.-i, *at i),..7° 

K -Rai2tKL -,-P,Egt I) i..7° 	kRa12tKL ei E k-7°I=M - Z Z: Lt, 

0 	5A-C1T1-15 -.)  tri:41  Z 0 	T, GPC3RIR.1-  Z MIN LiE1,— iz.-__,,Aff.4. 

A -,3_01. tzGPC3 	RIR 	ZWINeglaz'tql.Z. a.' tt, 6 offeEnepBsoimmtso 

via t:.-. SIN :5 tt tc V NEW,* t:.-.. -,1 1, --C*R7J ') 	7° 	K -Rai* LMg7J1 ' ) 

1 	K Ra121KiPt)ilit tt,Z . Z,N T, MIME* T A549- -,3_ tt.tc a IINSINA (,:.= 

.-4 LZ, *Rt') /'7°- 	KRa12tKLWIgt ') 1' .7° 	KRal*VintitZ a'. L 

7V .- _ ZFITCOICiat-cti-i,i)tetPii-.rt.Z. tggath`Acz.-_,t -D -ct-1 /43s111-cE 

NO g )Mtl. L KH JEJNN e F ACSC a I. i bur (BD ±) 	t: ct .D --C.  Alit -,3_ tt,Z,, *)7It 1) 

'' .7°. 	KRai*L 4fig-,-J1 I) /. 7° 	r -R ai2t a) 2 I.6 PT Ats simiA t:.-.. c 

ilAfRZZ:Lt:.-_,,t-D -CP20310.t:3;111 LZJIJUN64-1.Z. RAiS, 	10,ug/m 

lb\ 610 ng/m1. --COA100T4-05•1021.T1V11tql.Z. 	i!,AKUNt:.-.1,11-Ztg 

Egfotoe-ast, CELL QUEST Software (BD ±) VEHO -CIF4*-4-Z a'. L t:. ct 

(')141  6 ttd-c_13.116t1., 	-4-1-St)tGeometr ic MearICAlt::_&0:-_.Z. V-S,1-Dt 

,-.!,AGeometr i c MearICAIV4Z Z.: L I,: ck t') , frattvf2t0eaS I,: ck .D ""C. 

-,3_ tt ZaNt ') 	.7° 	leaf 	4IEM t') 	.7° 	K--a121K0pe-a5tit 	5flii-k- 

WO 2012/073985 41 PCT/JP2011/077603 

x tf h - £3 tiT ̂  £*Ii=r K ti, 'J * -?3 K £i=rl* £ 

8S# ^ 7°^ <b x tf h — 7°£f S11 it, ^§£x t? K - 7°£ 

^"rs^7> KK^t"S^0/lNO|J^ 

~f3 tiz£ o TMS tit#So 

[0091] Lta:, tuIB0ELISA7^-V 
y \- iZ^^X^m^mXLtcmt(D*y03 KK^-rs»/lN0|J^7> K^-n 

'J ^7°^ £J£&-rSI £ £J; o T>UJ££ti 
mz>o ELISAJ^cOT&h LTti, ^7AC^L/c^i^^ K(:^t 

£- <* £ /^E •r $ tt tc m tz m tb %ip iz m tb ^ ti s *° •; ^ ~f 3 K # ̂  ^ * t z 

[0092] ^ /cN |W|^^ tl/cx tf I— 7°^3xfrx bf S — 7°(Di§^lZ$18 <K 'J ^7° 

GPC3^^iI-rs«i;xti0K-70K^S^# 

A 3 tl/cGPC3 £ fgi!f £ »tf||$!l 3 tl £ o ZtibO)PBS^ ©M &H 

tifclfflM;l>fctt LT»f >J*7°3 'J * 

Fg-Stotfmuztizo >k^?\ j&g!l£ffifo-efofr3tifcMB&&ffifciz 
n LT, »*° 'J ^7> 'J *y°3 t 
ifT? 3" £ FI TC^Iii 3 tl tc #E ft if )^Jn ^ tl S o IZ <fc o T Ifefe 3 tl tc Iffl 
^©^^^Ifflra^FACSCaLibur (BD4±) IZ <fc o T)UJ^^ tl£0 »*°'J 
^7°^ 'J ^7°^ J; o Tig 

§_mRtz>ztiz£-iTpfTM(Dm&iz$nmLTm^btiz>0 i0Ag/m 
IA^10 ng/mLS-e®^©lN-rtl^®;I^-e^ffl^tlSo Eia§£«Ktt"t Stl 

CELL QUEST Software (BD*t) & Z tlZ<£ 

U% btltc^%y§jyL, tftt>"^Geometric Mean®fitKJ^B&3tlSo 

, ^Geometric Mean©lit£?#£ CI £ £ J;^ <fc oTH 

$ tis»*° >j*7°3 >J^7°3 
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[0093] *51t:.-.1 -3k,\ -c, 	INAA,S 1- RAGPc3RIRMIEnt:.-...-Avoit:.-_eca I, fcini\j 	a.' L 

(,, J-;1-F0)16:.=.ck -D -C*IJkft -Z a.' Le 	Z. 	T, 	'AGPC3ftIRA-Z 

MIN t:31 L, -c ea L tc: *V t ') 	7° 	K -Rai2tKLIIEM7J1 ') 	7° 	K -R-a12tK 

. alut-r-A--et -z. zi\ --emiNayg.Yt1.ffl -zo gl.Y6ffl (,:.= 7 1=1 

—1J-4 	)(F 1) — L I, ---C FACSCa I. i bur CE111,q-ctga, 	146 tt, tc_11,'AtfttCELL 

QUEST Software CE11 0 -0174*-5 41,14Z. t I) '' .7° 	K -Ral4K411-"ict ve4-r 
4TTO)Geometr i c Mean0)41175` 6, 	a' 0DEL$51411 (AGeo-Mean) 	-FE,Ba),Y,t 

XAt::_a-jki\ --Mffl -Z a.' LI,: ct (') , 	7J1') ,..7° 	K -RaPtKoecat:.-_,tzgY6 

tl.otirin,v,ii-a3R6-e5z a-  L e- 	Z. 

[0094] AGeo-Mean = Geo-Mean (7J1 1) ,' '7° 	K-R-al2tK4/±-F) /Geo-Mean (7J1 1) ,' 

.7° 	K -Rai2tK4-r/v±-F) 

[0095] 1174$fit:.-_,t -D -04 6 tt.Z 13M7J1 ') , '•7° 	K -R-a12tKIDAGPC3RIRMINt: -- 

Zecameao-,3_ tt.tcGeometr i c Mean. MI (AGPC33 	A Geo-Meane) 

)3M t') 	7° 	K -Rai2tK oGpc3foom t: m-  z eameao -,3_ tot A G 

eo-Meanth$51411 L EL$5--  Z. 	a-  otgat:.-.1-3 0 --c-, 	AGPC3ftIRANINEWGPC3ft 

MEN t: -,11-  Z AGeo-Meanthtlti3R6/3Z13;--t:1111 -Z*Nt ') /' .7° 	K -R 

al2tKODSV.tThiNt:.:17A —RtVAVO'gt:P1-0)21.--egIAV:54-LZ a' Lelit:PT 

L00 	6-e5GPC311:10)i E 	— 7°ViEgO LT.  0 Z a.' L eft12:35 tt.tc_- 7J1') i' .7°  

K -R a 1* e, WM t') 	7° 	K -R -a 14K L L --C.  f 11 PI :35 tt. Z 0 

[0096] WiRt 1) ,' 7° 	K-R-a12tKOAGPC3RIRMJEJN (Z. 	t..-,j 	A Geo-MeantMle 

*WI ')/' .7° 	K -Ra14K0)GPC3RIValiNt:-M-Z A Geo-MeantM10), /-.P 

1:4', < L t 80%, 	PT 	L < (,50%, 	%(,:.:PT 	L < (,30%, 	lit:.:PT 	L < (,15% 

ct t)  /_IN -,3_ 01-.6S, 	FA7AGPC3RIUNIN6:::-Avnizea L tS, 0_1 t a) L -  Z 0  G 

eo-Meant 	(Geometric Mean) 	3R673ZEitXY6 , 	CELL QUEST Software User 

' s Guide (BD bi osc i ences#) 	t:.= 2 QC, tOrt, -T o Z 0  ELV4FiEL$3 -Z a.' Li,: 

ck -D -C -t1-05'*-Nrligt:ITAN, L1'41 Zfi'l.TtLtS, 	)3M7J1 ') 1' .7° 	K -Rai2tKL 

--4 1,Egt. i) ,..7° 	K -Rai2tKoiEl — .71P1--"CZ L affitql.14Z0 

WO 2012/073985 42 PCT/JP2011/077603 

[0093] Z.£ 

tts ^SGPC3^^ii-TS 

K£l=rft£ 

-+M KP< K 'J~t LTFACSCaLibur^ffllN/cil^ % b tlfcgft&JtttCELL 

QUEST Software^ffl*° 'J ^7°3 <£t/# 

^p^TT'CDGeometr ic Mean CD-fit 7iNZ1 CDhbl^Hii (AGeo-Mean) ^TIECDft 

[0094] AGeo-Mean = Geo-Mean (tf\ 'J *y°3 ^Epft#fiT) /Geo-Mean (^N'J^ 

7°51 h*Kpft##ST) 

[0095] %miz<£IJ*-??• K^ft0^sGPC3^ii«tz^-r 

Siftpn" tl/cGeometr ic Meanhbl^Hii (ISHGPCS^^ AGeo-Mean-fOt) 

Z. K^ft0GPC3^ii«K^-rS^M^J5B^^tl/cAG 

eo-Meantt$mttmtZ>0 Z(Dmt>iZ&^T, ^SGPC3fgii«&t/GPC3fg 
mMMlZMtZbGeo-Mean tb$Mt%#$>Z>l&iZt &'J *7°3 K£ 

£tW (D ;f Jt it 5 WZ HD-X it MM. ft iZ HD- (D ;f Jt T?liM Htl&Zt tfift iZ U 

£. IA\> ^^GPC3^©xt° h-7°£§IfiLT^Sl£7^§I3ftfc/lN0U^7° 

3 K£l=rfttf\ LTfUffl^tlSo 

[0096] 'J^7°3 K£l^ft0^SGPC3fgi!MKtt-t Z AGeo-MeantblMt^ 

s K^ft0GPC3^ii«K^-rSAGeo-MeanJ;b$^Ll0, '> 

ft < 1£80%, $?£ L < £50%, MiZt?£L< lt30%, ftiZft£L< £15% 

r^SGPC3^ii«K^KftK^L^^J *,<DttZo G 

eo-Mean-fpi (Geometric Mean) CELL QUEST Software User 

s Guide (BD biosciences^) tC§E1#6^ tlTl^So ib$H0t £ ib$$~$~•£> ZL £ iZ 

o T^tl^ff ft^|W|*JE Lt#S*MJt-efetU2\ 'J ^7°^ 

u ̂ 7°^ h*^ft0i tf K-7°tiiwi--efes twmts timzo 
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[0097] Fv 	(variable fragment) 

*HUM t:81,vr, 	[Fv (variable fragment) i L 0 -3 nIgu, fh`,12tK MI 

$1M kilA tpl (VL (light chain variable region) ) 	Lttvf2tKOM$141PkilAil ( 

VH (heavy chain variable region) ) 	LO)775\ 61-sztiì,12tKEIEAotiìmeca 

K)( 4 	Ig)A1 /_1\*I174.1 -  Z. 	1988*(ZSkerraLPluckthun6, 	/ 	5-  ') 7 

10:> -11/gaNO-F5At:Svf2tKOittfR 	4A L MAffirri T 	a ittiR 	DORM 

Vi7341-Z Z: LI,: ck .D -  C, ti. --C75N -D3tftqti l, tc_AtIkTMIAA0) 	') 7°  

7 X-/AA3•75` 60111  tg-LZ a' L 	R,ffl Lit (Science (1988) 240 (4855), 	10 

38-1041) . 	') 7°7 Xixg3'75` 60]-1z.'tql.tc_-Fvt, 	ttagt:=1,11-Ztlii-a 

ZnaTVHLne-Ra L, -c 0 AL-. 

[0098] 4H 	mat:.-..80-c, 	Fv L L/Z (,, 	IN A_ tSJ-;t-F 0)7J1 ') 	7° 	K-Rai* ; 
4-fia)scFv0) -3 t—fit a) scFveCD3eca K)( 4 Jv* -zw$14FNikftm- 	L 

-CFcq1=7A0 -  Z - "D WI 1) 	.7° 	K t:.-_, 1t,0)-140)scFveCD3e-a F )< 

4 Jv* -zt51$14FNikfim- t., -cFc.wilv* -z,ft,a)---Dot I) '.7° 

Kizittlii-,3_ 41. tc =1-050)tiVgAia 	)( 4 J751050)scFv---e 	Z 	( 1 ) —1050) 

ti-T,Elliia K)( 4 J, 	( 2 ) IgG1, IgG2a, IgG3R6IgG40)Fcl'atAaZ 7 

Z JR0) -3 tFc 7 .1-h'-'12tKt:.3c11-  Zeca3ttt 	LtS0Fcq15-7A-gtiN 	)<4K 

, arf, 	(3) 'PtS < L t —1150)CD3ea K )( 4 J, 

-.A-tiN7J11) ,..7° 	K-R--a14KU.:80-C151$14FvkfiA-EzVen4FvkfiA- , th`,ENT 

ZCD3t:.-.. -,11-Ztlii-a -Zige"-C-Rsa LCD3*la K)< 4 	}ft- 	-z—*.a 

0)FvttcTiLMZ-A-V-LZ. 

[0099] scFv, 	*E4ttv12tK, 	tc: 1,sc(Fv)2 

*BAUM:80-C, 	fscFv _I , 	1-*$14tiv12tKi , 	i-z-_- 6 	Fsc(Fv)2 _1 	L l,\-3 Al 

igU, 	*-0)7J1 ')'' .7° 	Kt141t:.--, 	*$148,triet51$140)(ZEIEAZ Ui_JIA 

tAgtiNe, ifWiRtAki\ --COZti-NKMA-Ukg -Z. —421,::_, *$ #n1? 

1,, ti-ge-au,  gt:.-_ -z,BatA-LzFiff-mowlium -z a) 	i -i Rt:.-_ -Z 

VH K)<4 	LVI_ K)<-( Ja)rma)ti) ,..7° 	K') J)J — -,3_ 61,::_gtiN. *$14 

t-n`,1* i, 	, 	The Pharmacology of Monoclonal Antibodies, 	1134, 	Rosenburg, 

WO 2012/073985 43 PCT/JP2011/077603 

[0097] Fv (variable fragment) 

TFV (variable fragment) J ^ 9 if/Eft©!! 

(VL (Light chain variable region) ) ( 

VH (heavy chain variable region) ) JjUnn" 

KP< -Y y(DM^^-i±L%:MVfc~$~Z>0 1988^tCSkerrai;PLuckthuntiN 

© :> tf i~) HB ̂0 © ~F /m, iZ. ft © mfc? %: A L A J]§ Hi 411 ̂  §£ mfc? CO 

i: tCct o Ts tl—•Lfct£SI"eAJ]fS©^ 'J 7° 

^ X A®:fr £> 1^3 tl lift Ltc (Science (1988) 240 (4855), 10 

38-1041) 0 **) 7°^XA®^fr£>Pi^tl/cFvtiN fcmzttt 

Z> MitVH £ VL^^-n L T ̂  tco 

[0098] Fv^LTti, m^T©*° U ^7°^ K^ft ; 

~|ffi©scFv© 9 ̂ >— HCOscFv7^CD3i!p C3 KP< •< S jfiflFvlfr^^rff- L 

"CFc$I:$£^j$t~ £> —'O0/1NO|J^7°51 h'C, ffe^©—ffi©scFvtfCD3$££- KP< 

-f >£*iJ$1~&gflFv|fr^£^LTFc$I:ii£*ij$-t&ti!j;fr© —O0/1NO|J^7° 

51 KICJSIP^ tltC—^CD^KW-tma -f yif—|ffi©ScFv "£:'$)•?> (1) —Iffi© 

(2) IgGU IgG2a, IgMXtelgMOFcSmzmj&tZ>7 

$ yi£©9*>Fcy^#fttCttt£ilp^14£WL^Fc1I:ii£#fr KPW > 

s (3 ) '>& < £ =fc -|10CD3^ 

^#^/1N0|J^7°51 K^ft^Kfc^TSIlFv^^^t/ttllFv^^r^ StU-e 

feSCD3tC^it"Sinn*Slit'KP LCD3i|p-^- K.X •< >S—II 

OFvt^CtStlSo 

[0099] scFv. ^jjffrft. £fctesc(Fv)2 

TscFvJ N ri^tltfcftj N £tci& Tsc(Fv)2j £l\9ffl 

ti s tt,^'&*'pIffilztZ£&t>tiZ pfrM © j*i£ * B&t Z> © £ RT ffilz t Z> 

, VH KP<^ >^VL KP<^ v©^©/^1;^^ K'j 

Jjifttis The Pharmacology of Monoclonal Antibodies, 113#, Rosenburg% 
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arf, 	MooreS, 	Spr i nger-Ver lag, 	New York, 	269-315 (1994) 	6:.:81,\ --CPlu 

ckthunt:.=,:t -D ---CgO:.-A,Itg-vr OZ. Het:, 	liFtigffiNAWAVV01988/00 

16498 ck .0e* 	liFiM4,946,778 1-4 8 ck *OH 	5,260,203 1-4 	-VA. lit olk 

6:.-..8o-c, 	*$14t-Al2tKttc_-, 	ffiliAtt-ez75\ 	75\ --D / V-c_- l, 	L HE 

4-L'f'41 Z . 

[0100] scFv6FvV* -ZVHLVLL757° 	K I) .i)j—t-,.: ct 	--Cite,-,_41,7L-fj-`0, 

ea K)(4 	---eZ 	(Proc. 	Nat 1. 	Acad. 	Sc i . 	U. S. A. 	(1988) 	85 	(16), 	587 

9-5883) o 	,!,A,..7° 	K I) J)j —(,::_ ct -D -CVHLVLL elE4 l., kit ilk t:.:qti 

4-L'f'41 Z . 

[0101] sc(Fv)2t -DIOVLL 	""Da)1/H0)4"-Da) - V3A±A7Y1. 	K 1) J)J —10 1) 

t — t:.= ct "D -Cittliitql.—*$14 V* c 	ZUWL12tKT 	Z (J Immuno I- Meth 

ods (1999) 231 	(1-2), 	177-189) . 	L.' 0) --DO)VHLVIAAI'SZ 	J fj 1=1— t 

11/tiv12tK75` 6EIEA 	Z a.' L t V')141 Z . IN AiS, Journal. of Immuno logy (1994 

) 152 (11), 5368-5374(ZrA71:354-LZ,t -3 tSP1— ti-Vgifit::-/V±Z=fOROI 

E I- — 7° ,12g-a -Z=*ItiAtt (bispecif ic sc(Fv)2) 	tPTi_ft,r,:t164-LZ 

o sc(Fv)26, 	46:.-...%10516:.-_,:t-D -c4,F11-,3_q1.141 z. 	INAJS, 	scFv 

.7° K ') 	t-10 ') 	t---etlii/Sz.: Lt::_ct -D -C4lF11:3541.14 Z . 

[0102] *HUM: 80* Z sc (Fv)2 V*h 	z ti--Ligea K)( 4 J0)**L1,---c6, 

--DoVHarf -DOVLe, —*Mt'') 1 ' .7° 	KONVA11.1aAL I., -CVH, VL, 

VH, VL ( [VH] 	') J t — [VL] 	') J t — [VH] 	') J t — [VL] ) OAR 1,:.:AtA, 

T 0 Z L.' L!tiiliL - Zttv12tKeti 6 tt.Ze, 	-DopvidL2-DovLoPIR 	6Vti 

t:.-.±204M:.-..FIT-Z -1 /43stt,T, 	Ea) , t -)ts111R14-TAP<641.--Co•--Ct (to. RA_ 

tSJ-;CFa) ct -)ts, 	I'IR 	O)* h~'c 	6 s Z a Le--e 	Z. 

[VL] 	') J t — [VH] 	') J t — [VH] 	') J t — [VL] 

[VH] 	') 	t — [VL] 	') 	t — [VL] 	') J t — [VH] 

[VH] 	') 	t — [VH] 	') 	t — [VL] 	') J t — [VL] 

[VL] 	') 	t — [VL] 	') 	t — [VH] 	') J t — [VH] 

[VL] 	') J t — [VH] 	') J t — [VL] 	') J t — [VH] 

WO 2012/073985 44 PCT/JP2011/077603 

Moorefe, Spr i nger-Ver Lag, New York, 269~315 (1994) tC33lNTPLu 

ckthuntCd;^Tl¥lffltC^^tlT^^o mmz, HIW01988/00 

1649 33 946,778^33 <£t/His 5,260,203^£#B§O ^(DB 

*§tC33^"C i£fIJr[ft&3;/cN ~ttf#S<|4-£•£>£Tb\ fr-D/t. tcit t Mb3 

tl^^o 

[0100] scFvltfv^m^tK 'J 

^Kp<^>-efe-g) (Proc. NatL. Acad. Sci. U.S.A. (1988) 85 (16), 587 

9-5883) 0 HimU? F 'J >*J-lZj:?TVHtVLttfjE&LfcWMlZ&ft$ 

tit#-So 

[0101] sc(Fv)2it-'D(DVLt-'D(DVm4'D(DpI^MM^^<703 K 'J 

(J ImmunoL. Meth 

ods (1999) 231 (1-2), 177-189) 0 I©--3©VH,>:VUia&.g)^ j 0 • ~~t 

)\y^KWts b Z 11 h lJ %Z)0 JournaL of ImmunoLogy (1994 

) 152 (11), 5368-5374lcH^3tl£J:9&l!-*aH4nc#£-r£=ffi&©x 

tf K — Z>— (bispecific sc(Fv)2) t fcFjSUC^tf £>tl£ 

o sc(Fv)2ttN mM%lZ'jk$Q<Dl5mz£?TW$&timZo scFv£^ 

7°^ K 'J yti-^(D 'j y tiztiz£-? TWM$ti^z>0 

[0102] yommt -
O0VH^t/-O0VL^\ —K0N^1|IJ^S^^ LTVH, VL, 

VHN VL ( [VH] Ijyt- [VL] Ijyt- [VH] >jyt- [VL] ) ©jiitcMA, 

-e^zztzft&tTz~o0VHt2-D© VL© Jim? 

tC±§E©*ij3UC^£3tit\ £'©<£ 9 frJliJ^tM^'stiT^Tt MX 

TOT© J; 9 ̂  £ ZtlfX'^%o 

[VL] 'J >£- [VH] 'j yt- [VH] 'j yt- [VL] 

[VH] •J >£- [VL] IJ yt- [VL] IJ yt- [VH] 

[VH] •J >£- [VH] IJ yt- [VL] IJ yt- [VL] 

[VL] •j yt- [VL] IJ yt- [VH] IJ yt- [VH] 

[VL] IJ yt- [VH] IJ yt- [VL] IJ yt- [VH] 
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[0103] sc(Fv)20)3fak6:.=-D livt tVIV02006/132352t:80-C t EMZEBili,-, tt-C 

8 t'), 	4--e4-t.6sz_-4-t.6a),Ea1c6a-J1i\-c, 	*Hume-er347-.3s4-Lzt 1) 

" K-Ral2tKO'fif-tiOtca73(ZiLARPif20)sc(Fv)24/Ft-z a- Leii - fc-cs 

Z. 

[0104] tc_- *RIEIJI a) t I) 	.7° 	K-R-a42tKt, 	PEGO)*--,  I) 7 — 1-43 -\''tioVA,Ali 

lovmfE-alt 	J:-; a it — 1- L ""C t ck 00 	tc: 4:HAMMEN 	4A L, 

4$1413WW a) ')-)JM V41  Z a' L 	IA O'g L I., -c PHA t:11-)Ws 41.14Z0 

[0105] tiv12tKO iPkWAVIii-a -  Z I) J)j—L L -ct, itiRT*(,:.--ck t)4 AL 1 4' 

Zi1740) .7° 	K ') Jt —, Rt-EmE-alt 1) J)J— (RAis, Protein Eng 

i neer i ng, 	9 (3), 	299-305, 	199608) 	6:.-.A7Ttg-1,Z ') J)J —CE111,\ Z a.' 

Le--e 	Ze , 	*RIEIJI6:.-..81iN --C l,V' 7° 	K , ) Jt — 751T 	l,00 	.7° 	K I) 

t —0)R:35 tVtit:.:FitZ:354-LT, 	lAnt:.:17t‘ UT.  	teiLA767iig.tRZ a' Le 

U,  R-CsZe, PTA LOR-,3_ 657 Z ) OgW± (±13M,Vti6:13Rt -,Ls ttts kiN 7y, 

Ag', 307 Z ) NWT, 	PTA I., < 1, 20 7 Z i RJ-;CF) • - - e 	(,) , lit:.-..pT 	1,< 

6v57Z ingreZo sc(Fv)2t:.:3-D0) .7° 	K 1) J)j —7Y-A-V-t,Ztgat::(, 

, 	."-CP1 UR:35 1017° 	K ') 	t —CE110-Ct,t0L, AtSZR:35 0), 7°  

KI) 	t —CE111X-Ct,t00 

[0106] IN A_ tS, 	.7° 	K ') J)J — otiii-a : 

Ser 

Gly • Ser 

Gly • Gly • Ser 

Ser • Gly • Gly 

Gly • Gly • Gly • Ser 	(g0d# 1-41  : 	5) 

Ser • Gly • Gly • Gly (g0d# 1-41  : 6) 

Gly • Gly • Gly • Gly • Ser 	(goi#-'4 : 7) 

Ser • Gly • Gly • Gly • Gly 	(g0d# 1-41  : 8) 

Gly • Gly • Gly • Gly • Gly • Ser 	(goi#-'4 : 9) 

Ser • Gly • Gly • Gly • Gly • Gly 	(g0d# 1-41  : 	1 0) 

WO 2012/073985 45 PCT/JP2011/077603 

[0103] sc(Fv)20:fr^MEtC-3^TtiWO2006/132352tC33^T:&l¥lffltC§Ei63tlT 

33 kK ^M^XfctlUdtl£©§E*6tCg^-C\ ffllffl»tP?l^3tl£*0|J 

^ 7°^ K (D Wm(D tc Sb tC jggmM (D sc (F v) 2 % WMf •& 11 ifRT ffiX £> 

§ o 

[0104] S/c*fgBS©*° 'J ^7°^ K^ftti, PEG^0^1> 'J T-ftfttttfitfA,#.J 

^?#£I £ £ g ft £ L T SfigtcJP 3 tit#£„ 

[0105] mfe^I^tC^U^ALt# 

^^7°^ K'J Xti^/Sfc^tl'J >*J- (0!Ja.t£ Protein Eng 

ineering, 9 (3), 299-305, 1996#!$) tCM^^ tl£ 'J >t) — Z 

t ifX $ £ if, tC 33 ̂  T ti^ 7°^ K 'J > tl - iftfr ^ 7°^ K 'J 

> ti - <D m $ ti^ tc mfe $ tit\ @ ft tc *5; i; x ̂  t z> z t if 

qTffi-e&Zifs $?£ lA\S3ti5;p$ ;mu± (±Wf#tc^£3tifti^\ 

mn, 3Q7$;M&LT. $?£ L< ti207$y^JU"F) XfoV, f#tC^f^L< 

ti15^$ jmxhho sc(Fv)2tc3^®^7°51 K 'J yt>~if<a£tl^if^tCti 

K 'J >*J —Ja\, 

[0106] mti\ ^7°^ K 'J yt-(Dmt> : 

Ser 

GLy • Ser 

GLy • GLy • Ser 

Ser • GLy • GLy 

GLy • GLy • GLy • Ser (BB?!I#^ : 5) 

Ser • GLy • GLy • GLy (BB?!I#^ : 6) 

GLy • GLy • GLy • GLy • Ser (BB?!I#^ : 7 ) 

Ser • GLy • GLy • GLy • GLy (BB?!I#^ : 8) 

GLy • GLy • GLy • GLy • GLy • Ser (BB?!I#^ : 9) 

Ser • GLy • GLy • GLy • GLy • GLy (BB?!I#^ : 1 0) 



WO 2012/073985 
	

46 
	

PCT/JP2011/077603 

[0107] 

[0108] 

[0109] 

[0110] 

Gly • Gly • Gly • Gly • Gly • Gly • Ser 	(gog#24 : 	1 	1 ) 

Ser • Gly • Gly • Gly • Gly • Gly • Gly 	(gog#24 : 	1 2) 

(Gly • Gly • Gly • Gly • Ser 	(gog#24 : 7) 	)n 

(Ser • Gly • Gly • Gly • Gly 	(g0d# 1-41  : 	8) 	)n 

[nl, 	1 J-;t_ha)VRTZ] 	lls Z a'. L 7VT 	Z. 1121, 1'7°  

—0R -,3_ AbgaMtVAO'gt:.-.ZU -CteiLARiiitR - Z z.: Le-  - e 	Z. 

-E`AIL*It ') J t — (lE*1:4AAIJ) 1,, 	7° 	K01,3 431:.-..AVII 

kiN z1ZAAIJ, IN AiSN- L KI=1* -f Z K (NHS) , 	:>J 

)1,/ 	V— I, 	(DSS) 	, 	I. 	()1/7J 	:> J-( Z :')/1/) 	1,— I. 

, 	:')7J- E‘ 	(:>J-f Z:')/1/7°1=1E7J- --H 	(DSP) , 	:' ) 	- 

) 1/ 7J 	:> 	4 --.Z:') ) 1/7c1=1 EA - 	— H 	(DTSSP) , 	i3  1, J 	' ,) 

(:>-(...Z:')/1/:>.—H 	(EGS) , 	il/J'')—)1/E' 

7J:>J-f Z:')/1/:>-- H 	()1/*—EGS) , 	:'):>-1 

n'31d31 (DST) , 	:')/1/ 7J 	:> J-f Z :')/1/ffiRti ()1/*—DST) 

[2-  ( 	4 Z K7J-*)J/1/ 7J=J1/7J-*) IJI/] ZJI.tJ 

) , 	E‘ 	[2-  ()1/7J 	4 Z K7J-*)J/1/ 7J=J1/7J-*) 	IJI.] 

)1/ 7 	()1/*-BSOCOES) 	ts E--evj , 	Z:4-t,614kAiii,11&-,3_g-t,--ck,Nz o  

4-Doti-L12tKui vaxvIii-a -ztiii-at:.-i, icig, 3-DO)')t —e:05Lts 

Ze, 	."-CFAL;')t — CE111,\ -Ct,t01_,, AtsZ ,) 	t — CEIlkiVrt 

0 

Fab, 	F(ab' 	)2, 	7-z-_-6Fab' 

K') % 

0 6 tt.--C 

-f ..-Z 

(BS3) 

	

E‘ 	( 

— )1/E‘ 

()I. 

Z:')11/ffi 

	

. 	I.  

(BSOCOES 

ctkiN 

OF 

- )1/ftvf2tK 

- Z a.' L 

Ktlii-ao 

igG' 

[Fab] 6, —40p 	$1$, 	tcl: 6 vet:.= —*offit140CH1q±Vict tiel_R;iAtibN 

6* 	* -,3_ 4-Lz o  Fabloffi$14t, 	1.110ffitl43L a):'))1/ 7  4 Kean 

--e -s1, o 

[F(ab' 	)2j arf [Fab' 	j 	Lt, 	4 A i M=11 i) J ( 	i 	i=i—J 

) 	'9' JiON3Aq&lA-CZ ,-7° ZkiNt-f 	--c111,±1 

t:.-..ck (,) tka,-,3_ 41., 	L 	'''3A15-iii=02*0)H$1412C:.:#11 -Z:')/1/ 7  4 

mgre5iliE:s tt.-ctvs tt.zt-r-L14K7 7 	')< J 1 	sg -zo ilJAJS, 

WO 2012/073985 46 PCT/JP2011/077603 

GLy • GLy • GLy • GLy • GLy • GLy • Ser (BB?!I#^ : 1 1 ) 

Ser • GLy • GLy • GLy • GLy • GLy • GLy (BB?!I#^ : 1 2) 

(GLy • GLy • GLy • GLy • Ser (BB?!I#^ : 7 ) )n 

(Ser • GLy • GLy • GLy • GLy (BB?!I#^ : 8) )n 

[nfcfcUo II U 

- (D m z * iB^y ^ g ft iz v x ̂  atitRt %> z t if-x $ £ „ 
[0107] stint(^b^^ij) Us FammizmftH^btix 

mti'N-L KP^>X^>W < K (NHS) N $.*J 

jux^b-h (DSS) N ex (XJU*X^>W x^b-h (BS3) 

, y^ex (x^>w $y;u7°p e**- h) (DSP) N y^ex (x 

JU*X^>W $y;u7°p e**- K) (DTSSP) N p-juex 

(X^^W K) (EGS) N x^UX/'J P-JUex (XJU 

*X^>W $*>Ml/X?*>*- K) (7JU/1-N-EGS) N 

5II±^ (DST) N <V)\y)I5II±^ (XJU*-DST) N ex 

[2- (X^>W $ X^JU] XJU*> (BSOCOES 

) N ex [2- (XJU*X^>W $ X^JU] X 

JU*> (XJU/1-N-BSOCOES) tzzxfoy, 

[0108] 4^(D$Kfo~Rl&vMi$%:%n'£t:Z>tinlz&s 3rxov y-h—lfi&wttn 
%>1fs ^THI LPJ —'J >*J — 

o 

[0109] Fab. FCab' )2. £fcttFab' 

TFabJ tiN — ̂ C0g|I% ftbXfiZ —*©tt^©CH1^J$i> cfcrfpT^IJ^fr 

£>*ij$3ti£0 Fab^^0ttllti. i:©yx;i/7'f 

[0110] TF(ab' )2j TFab' J £l£% -fAy^P7"'J> (^y^P-tJbSft 

tc<£ e>y^ui^a)2^0Hii^tc#s-r^yx;u7-r K^© 

> h£EP*1"£0 $J;Ui\ lgG£A 
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i-f iZV_I,±1 -Z a.' Lt::_ck (,), 	L J .;:a15-111:10)2*0)H$141Vt:.:4/±Z)1. 

7 -f Hiliaa)±5A--e-bm:stvcvL (LtImkilAti) L CI_ (314-ZWAX) /3`6 

tsZ314, a rf11H (H$141_'''*±A) LCH7 1 (1-1$14tg***0)71q1A) L/3`6 

tSZ1-1$147 5 	)<i I- eCiA0A±5-1-C:J 	)1/ 7 4 Hiliat:.-_,t (,)eal, tz-_-  $H pi] ts 2 

-D a) t-A 1*7 7 	' )< 	I- etkII:35 41.14 Z . a.' tt. 6 2-D a) M PI ts ttvf* 7 7 	)< / 

6-t- t1.T-1-1.Fab' LOI-Dtt.Z. 

[0111] [F(ab' 	)2J 	6, 	*0`)t51$14, 	ts 6 ve t:.-_, 	$14m0))1/ 7  4 Hiliae2--D0) 

M$141V -e)f -Vs tt.Z ct 	t:CH1 K)< -f 	8 ct VeCH2 K)< -f 	1g)-3,,133•0Y-ZW,A 

tAgti'=*0)*$14 -gti'. *HANISt:.:80-CrA7it.Z7J1') 	F 

12tKv* -zF(ab' )26, pff-mottimea K)(4% -ZRI 	D— 

J-  ll/ttvi .7° 	o_s.IEIN3AUFIA1,:::--c1133•5111E 1, tcgoz, 	Fcfi 

7c1=15-4 	At7lAt:_-_PRZ -1 /435 -t--clt -z a.' LI,: ct (,) , 	PTA I,: ER14 -1 /435 41.14 Z . 

/3\ /3\ ZNAK3AMAL 1,-Ctpida)filAa)aR.,\A-Itiz_At)Jt:.-_,TA--Z -z z: L 

t::_ck (J$LIFRO'gt:.:F(ab' 	)2t 1.; Z ck -3 t:.:Rtivi2tK5i1lE 1,14Z t a) ---ett3S 

lifRo)FitZ6 -,35 tt.T, RAJ'S, 1'7° 	-\'D7 -I i J 	/J'IN7i•-- 	Z. 

[0112] F0415.1 

*PI VS I,: 8 0 --C r3471 -1 /45 tt. Z 7J1 ') ,..7°K-R-af7tKv*zFoiAtiti 

1=1 — J-)1/tty1 	Otti14K7° 	o_s.IEIN3AUFIA6:.-_ --(1133•5111E Lk1 

t:.-_, 	kft .7°1=15--f JAt71a. 	ZI,N6 .7°1=15--f 	Gt7./Ale:.:PRZ -,_-fttcA 

le:-. 	LAM tSgffl / 	v 7 7 — t:.—..ct (,) gffl -.35 - tZ a.' .le: ct (,J PTA le: E814 -1 /435 41.14 

Z. b\b\ZNAK3AMAL l,--cipida)EgAoaR.,\A-Itiy__A-b)Jt:.-_,TA--Z -z 

Lie:: ct ( ,J E) 7 1=1 — J-  )141--L1* 	a) tr-L15111E L,141  z t a) ---e 	tt3S1iR a) FR 

tU-1 /435 tt.T, il.lAiS, / 7°iJ74-\'D 	iJ 	iPiN7i•--ezc. 

[0113] *HMS le: zaili,tql. z t ,) , '7° 	K -Rai2tK le: l,IgG1 , 	IgG2, 	IgG3R6IgG4 

OFcq15-1V* -Z7 Z i Ro -3 t Fc7 117412tK6:.3-,-A-  ztlii-a3tftee-F L, --c 

kiN Z FOiRtleg 	tt. Z . 

[0114] ttiA24Ka)74 v ,9'-f 7c't, ZWAX043St:.-..ck -D -c- Attql.z. IgGl, IgG2 

IgG3, IgG40A-7-f v '' -f •7°OVVAtit, -t. t.T.11., C71, C72, C73 

WO 2012/073985 47 PCT/JP2011/077603 

7-f K^©±^-e^0ft3*lTVL (Lllqr^IJi) i;CL 

RxtvH (Hiiqr^iJi) iiCHy 1 m&fen$mtp(Drnm) t-frb 
tSL 5Hi77^>h y X JU 7 -T Klp-n tc <£ y L H &2 

ti^tl^'tlFab' £^;btl£>o 

[0111] TF(ab' )2j tiN &£tftCN $iFai©s>*XJl/7 < KIS^^29© 

ttfIP^JFM3tl£ <£ 9 tCCH1 KP< -f >33 J:tfCH2 KP< -f 

fill £#&<> ^0^lffl#tC33lNTM^^ tl-i)^ 'J /^7°51 K^-n 

ft;&+ij5ct"'2)F(ab' )2ti% p/rMCD^JiJ^ilp-n KP< -Y >J 0 • — 

FCI^£ 
7°PTM >A^^AtCD^#^-&TP^-r^C(>:tCJ: y, &BStClXt#3tlt#£0 

tCcfc y flMfttCFCab' ) 2 % £ i; £ <£ 9 tc £ 58<b L ?# £ t> © "C & tl t£ 

f#f£OT£ti3tit\ ^iJ^tis ^^>>Jp7r>>f«'e$So 

[0112] Fc^Iij 

* 0^ mm tc 33 IN •r m ̂  s ti £ *° >J * 7°^ K ̂ £ *1$t £ tcmn & ̂  y 

tc, |ff>dr^7°P7z^>A±)^A, Wi7°P7M >G^AtCP##3-&/-d£ 

tc, -> 7 7 -#tc J; y ;#tJH^t±''i)C:i;tcd: y SfiStclXt#^ tit# 

c: £ tc <£ y ^ y o p-±)\sfcW!§(DtfiW%:>%ib Lmz> t (Dxfon&wtzom 
^ti^tiTs ^J^tis ^7°^>^7 -r 

[0113] ^B^Iffl^tClEic^tl^/^'J^y^ K^fttCtilgGK IgG2N IgG3XtiIgG4 

©Fc^^^-r ̂  7 $ 7II© 9 t>Fcy tctttAM£"F LT 

tl£0 

[0114] JjtftcDTM 7*>C 7°ti, ^^©^tCcfcoT^^tLSo IgGK IgG2 

% IgG3% ^640#^^ 7°®^^Iiiti^ ^tl^tu CyK Cy2% Cy3 



WO 2012/073985 	 48 
	 PCT/JP2011/077603 

, C74Lnf6 	't-COZ. L IC71, C72, C73, C740)FcilAtiV*Zt 

i) .. 7° 	K 0 7 z I mum gog#24 : 2 3, 2 4, 2 5, 2 6 6::-IN7J 

tt 	-77 --.Z JOHOIA** -Z 7 Z ingMaL, kabatOEUt J/ V) 	( 

*HAUSt:.:80-CEU INDEX L t 14 att. Z ) La)13A*(4 1 8 t:.=.7itql.-coz 

0 
[0115] Fcq±5.11, , =40) 	$1$, fci: 6 .01Z, $141240):')/1/ 7  4 Kecae2-DOW$141V 

T):M-,_41.Zck 7 6:CH1 K)( 4 	8„brfCH2 K)( 4 JiEmaY7VigliAlila)-533 

gtiN=*0*$14 -gtiNF(ab' )21tOtcq110a.'L 	kiN -3 . *HAUSt:.:80 

--CrA71-,_g-t.Z7J1') , 	K -R-E`c12tKV* -ZFcqtit, 	IgG1, 	IgG2, 	IgG3, 	I 

gG4J 	1=1 — t 11/tiEl2tK/' .7° 	19)_g.IEIN3A74NA6:.-_ -c5335111E L tc,1 
c:, 	7°=15-4 Ji'tt 7LS:PRZtql.tc=g 74ffl -Z a.' L t::_ck -D -CPTiLMZER 

14:3541.14Z. 13\13\ZNAK3AMAL 1,-ClpHIONAIDaFt‘A-Itiftt)J1,:.= 

ER tl-  Z a.' L I: _ ck I') $UFRIY96:F (ab' 	)2±1.; Z ct -3 (,::Rtii-,12tK 	AIL L, 141  z 

t a) T 	tt3SlifRa) FiTtU :35 tt.T, IN AiS, 1-7°-\'D -7-1 	e'fM71.--e 

Z. 
[0116] F c 7 _l_. 74 14 

Fc 7 k7.412tKL 6, 	IgG1, 	IgG2, 	IgG3, 	IgG4E i 	1=1 — t)i/ttvf2tK oFcqtpl t:.-.. 

ea 1,  141  Z k7414K 	kiN  ON 	-AV lYg t:- F c 7 ..' -7e-'14K MIR 	t:.= 	— K -1/435 tt, Z '91  

NO) -7 7 Z ')-0)075`1"SZi—t7,41 -Z. L H"-et, 	a.' 07 7 Z 

I) —t:..t, 	74 '1 7 A-  —AFc7RIa, Fc7RIb8cttgc7RIc -gt;Fc7RI (CD 

64) 	; 74 V7 A-  —./AFc7RIIa (71=15'4 7°H1318,tVeR131 -gt;) , 	Fc7R 

IIb (Fc7RIIb-18,trfFc7RIIb-2 -gt;) 8,trfFc7RIIcgt;Fc7RII (C 

D32) 	; 8,t .074 ' l 7 A-  —L\Fc7RIIIa (7D q 4 7°1/1588,trfF158 -gtiN 

) 8 ct VeFc7RIIIb (71=1,914 7°Fc7RIIIb-NA18,ttgc7RIIIb-NA2A-V) 

-.A-ti`Fc7RIII 	(CD16) , 	tVet:.=.075NtSZRR,O)L IFc7RffiV-z-_- 1, Fc7R 

74 `1771- -AV-L- 1, 77 1=15'4 7°t-A-V-t.Ze, 	Z:41.61,:.:FITiftql.Zt0T 

tV'SliNc, Fc7IRt, 	L I`, 	7r, Z, 	7'Y H 	̀,1t*8,trieltli/gtiN e, 	a.' tt. 

6 t:FITZ:354-LZ t aYetV's0, 	 TtcJZ ckic. 7r, 	Fc7Rffil,:.= 

WO 2012/073985 48 PCT/JP2011/077603 

, Cy4tm£HT^Z>0 LhCyl, Cy2, Cy3, Cr4<DFcftm%mtilT&tf 

>J * 7°^ K® T $ J : 2 3, 24, 25, 26 lZ®m$ 

tl£0 &7 $. £7 < yMfMSts kabat®EU^">/< 'J y f ( 

^BEitSUHC&lNTEU INDEX^ tPftitl-g)) £: CD H# & IH 1 8 tlTl^ 

o 

[0115] &£>OHC, BM(DVX)\yy -f K^^2o0filir^ 

-ejFM3ti£ <£ 9 tCCH1 Kp< -f >£J;t/CH2 KP< -f 

#fr-^©fiH£#frF(ab' Z. 

zm^nz>7fsv*7°3 IgG1, IgG2, IgG3, I 

gG4^y ou-i-^wm^Xiyymom.Bnftmmmizxt^mitLMik 
tc, 7°PTM yk±)^Aizv%mnntcMft%:^ihtz>ztiz&^Tumz*& 
?#3*i?#£o LTtipH#©gfi©J5j&£#£jg^lc 
§££"t £ d tltZ&V «fttCF(ab' )2££ i; £ <£ 9 tc^sJnft^b Lt#£ 
t®T-fetlt^#f&0^ti3tlt\ 0!la.t£, ^7°v>^7 ̂  v 

[0116] Fcyg&ft 

Fcyjg^ft^iti, IgG1, IgG2, IgG3, ^4^y ̂ 7 p — ^JUjjtftCDFcrpIi^tC 

^fffttCFcyg^ftitfe^tCP- K3tl£^>^ 

?M©7 7$'J—©^AN&£>* >/<—£t,Sl£t"£>o £ S"Cti, :07?^ 

'J—tCti, T7 V 7 TI"—AFcyRIa, Fc y RIbJ5<£ t/Fc y Rice's £JNFC y RI (CD 

64) ; 7M V7^-AFcyRIIa CPP * -f 7°H131 £J;tfR131 £#fr) , Fey R 

lib (FcyRIIb-1£J;tfFcyRIIb-2£#<fr) £ <£t/Fcy RIIc£#frFcy RII (C 

D32) ; fc^t/TM 77*-AFcyRIIIa CPP * -f 7°V158£ <£t/F158£#fr 

) 33ctt/Fcy RHIb CPP * -f 7°Fcy RIIIb-NAI fc^t/Fcy RIIIb-NA2£#fr) 

£#frFcyRIII (CD16) , Mt/tCl^&^fgJl,® L KFcy R|IS fctiFcy R 

7M V7^-AS/cti77P^^ 70;fc#Stl^^, d tl b tCH^S tl£ t, GOT' 

ti&^o FcyRti, bK V-7X, 7'^K dtl 

£tCH^3tl£:fe>©'eti&l\ ^fr&££$)E3fe-e:fe> Ja\, v7XFcyR|ItC 
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1,, 	Fc7RI 	(CD64) , 	Fc7RII 	(CD32) , 	Fc7RIII 	(CD16) 	8,:tVeFc7RIII-2 

(CD16-2) , 	AtVe6:.-..075NtSZ5tRi0)7r,Fc7RffiVL- 6Fc7R77 -1 V7 A- 

-11, V-z-_- 1, 	71=15' -I .7ct -A-V-LZ7`, 	L.' 41.6t:.-..F.Rif ;'_ 41.1:4:0. 	L.' -3 L tc: Fc 7 

...7e-e4 	0 PTi_ft, tsiN L L -C 1, 	L 	Fc 7 I 	(CD64) , 	Fc 7 IIA (CD32) , 	Fc 7 IIB ( 

CD32) , 	Fc 7 IIIA (cD16) atie/RtFc 7 IIIB (CD16) 	7561641,Z,, 	Fc 7 I 

07t') 	1,t 	KgOilarf7Z i RgUI_U-t. tt.T.1-001J*1-41  : 1 3 	(NM 00 

0566.3) atie 1 4 	(NP 000557.1) 	(:.=, 	Fc 7 IIAO)t ') 	fj 1,7J- 	KgEMatie 

7 Z ingMENt-t. t.T.'ttgEN*1-41  : 1 5 	(BCO20823. 1) atie 1 6 	(AAH20823. 

1) t:.-.., Fc 7 IIBODt ') 	I, t 	KgEM1 tie7Z i RgaNt -  t A-LTA-LEM* 

-14 : 	1 	7 	(BC146678. 1) 	ave 1 8 	(AAI46679. 1) 	t:.-.., 	Fc 7 IIIAOt ') 	1, 

t 	KgOlJ1 rf7Z JOHOI_U-t. tt.T.1-001J*1-41  : 1 9 (BC033678. 1) arf 

2 0 	(AAH33678. 1) 	t:.-.., 	atieFc 7 1 1 iBa) t i) 	i. 7J- 	KgEMatie7Z JR 

gaNt, 	-tl-t,T1-00j#-141  : 2 1 	(BC128562. 1) arf 2 2 	(AAI28563. 1) 	t:.-.. 

BE a -,3_ tt --C i 	Z 	( t 'y a f J 1, Ref Se q Re #-14 	) . Fc 7 k7.412tKe, 	IgG1 

, 	IgG2, 	IgG3, 	IgG4 	i 	1=1— J - 114-riA2tK OF cilAill,::_e-a3tft 	Z 75\1 75\ 

(,, 	±E6:.-_,Eili,tg-LzFACSA'DELISA7 A- -7 'y 	10a75`, ALPHA 	I) — 	(A 

mpl if ied Luminescent Proximity Homogeneous Assay) 	-\'-p•7°7XJ:k 

[0117] 

IS (SPR) IRA 	RI PI L AL-BIACORE51(,:.=,:t .D --atm -,3_ 4-04 z 	(Proc. Nat I.. Aca 

d. Sc i. USA 	(2006) 	103 	(11), 	4005-4010) 	c, 

etc, 	[Fc') tJ ICJ 	i-c_- 1, 	['7i['7—')'F] 	l, , 	tA42tKO7FcliA15-1 

t::_ea L -CFc/Fc ') )i'J Kv-a12tKu[ -z, ffsott6:.-..FLA -Z3, 

PTA L < (7J1 ,) ,'•7° 	K U07.,g -  Z. Fc') )i'J KoDFcorAiii-E`a, 	PTA L < 

(,, 	'I "D 	tc6-t- 41.1-;t_t0)i7 i fj g—Agv,73 E, -z,, 	Fc') )1J K t:.-_(,, 	F 

ck.g-12tK, 	Fc 7 R, 	Fc a R, 	Fc s R, 	FcRn, C1q, C3, 	7 JJ-  A li-E; i, 	, 	7 

i — 	l'-7e' -s '12tK, 	51  7 4 1=Ivt07.7°1=15-4 JA, 	'917-f 1=1‘Yt 

075' JiONG8,:trier,-(/1/07Fc7R7Y-A-V-t.Z7`, 	L.' 41.6t:.-..13.Riftg-LtS0 

o 	Fc I) )1 	Kt:.-..t, 	Fc•yRt:.-APItSFck7412tKO)7 y  Z ') ---eZFc.1714-12t4HP1 

12tK 	(FcRH) 	(Davis et 	al., 	(2002) 	Immunological 	Reviews 	190, 	123-136) 

WO 2012/073985 49 PCT/JP2011/077603 

ti, FcyRI (CD64) , FeyRII (CD32) , FcyRIII (CD16) fc^t/FcyRIII-2 

(CD16-2) , Mt/tCl^ft£^fgJl,®V'7XFcyR|I3;/ctiFcyR:/M V7t 

-ASC? L/cFcy 

g#ft©$?>g&0!J£ LTtit KFcyl (CD64) , FcyllA (CD32) , FcyllB ( 

CD32) , FcyHIA (CD16) &£//XtiFc y IIIB (CD16) ifmibtl£0 Fey I 

'J 3 ̂  7ItlB^lti^tl^tllB^I#^ : 1 3 (NM 00 

0566.3) &OM 4 (NP 000557.1) tC, Fey IIA0*0 "J 3? 0 KWll&t/ 

yillB^Uti^tl^tllB^lJS^ : 1 5 (BC020823.1) RXf 1 6 (AAH20823. 

1) tC, FcyIIB0*°'J -*0 KIB^US.t/77$ 7IIIB^Uti^tl^tllB^US 

T§- : 1 7 (BC146678.1) &OM 8 (AAI46679.1) tC, Fcy IIIA0*0 'J * 0 b 

^ yillB^lJti^tl^tllB^lJS^ : 1 9 (BC033678.1) RXf 

2 0 (AAH33678.1) tC, &t/Fcy IIIB0*0 'J 2 0 KIB^US.t/77 $ JII 

IB^lIti, =ttl^tllB^US^ : 2 1 (BC128562.1) M'2 2 (AAI28563.1) tC 

(ft V ZIlWRefSeqUiPiS-^-^l") 0 Fcyg^ft^, IgG1 

, IgG2, IgG3, IgG4^y ? P-^Jl/ftft©Fc^$tC^S1f 

ti, ±IEtC|Ei6^tl-g)FACSJpELISA7^-Vy K0tiA\ ALPHAS'J-> (A 

mpLified Luminescent Proximity Homogeneous Assay) X: 

PI (SPR) 3I&£*UfflLfcBIAC0RE£#tCj:oTi6s^*l?#£ (Proc. Nat L. Aca 

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

[0117] Sfc, TFCU^VKJ S/Cti rx7x^7^-U 15 y Kj ti, irEftcDFc^Iii 

tc^LTFc/Fc'j^> Fm&ftZBtiiT&s GMfD^ya 

Sf S L < ti^° 'J ^7°^ £o Fc 'J > K0Fc^0^ti, L < 

ti, 1 oS/cti^tlJ^±0X7x^^-4it^If|B-r^o Fc'J KtCti, F 

c;§:#ft, FcyR, FcaR, Fc s R, FcRn, C1q, C3, y~y >$•"• b ̂ 7 J- >, v 

>y-x^#ft, x^7-r P=I y;bx©70P7M >A, x^7-rppy^x 

0^ y/^ffG^t/^JUXCDFcyRT^Stl^, 

o Fc'J KtCti, FcyRtC*@|lD&Fcg#ft®77$ U-T-fe£Fc^#ft*@|lD 

ft (FcRH) (Davis et aL., (2002) ImmunoLogicaL Reviews 190, 123-136) 
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t-A-V-t.Z. Fc ') )1J Kt:.-..t, 	Fc(•Aiii1 -Z5tRat-A-V-t.141 Z. 

[0118] Fc 7 917414“:3-cil-  Ze-a3tit 

FcliA±PleFc 7 I, Fc 7 IIA, Fc 7 IIB, Fc 7 IIIABW/RtFc 7 IIIBOOTtt 

75`0)Fc 7 91714-14“:3j1-  Zeca3tfte1ET L -C 0 Z Z: Ll, , ±0:.:ENC,-,3_ tt,Z F 

ACSAbELISA7 A- — 7 v I- 0)(V3N, ALPHA 	1)—J(Amplified Luminescent 

Proximi ty Homogeneous Assay) 	A'-D•7°7X 	Jj:k1:1,% 	(SPR) 	IRA 	fl_IJEll L, 

AL- BIACOREaU.:,:t -D --Cfaii,Z a.' LeT 	Z 	(Proc. Nat l. Acad. Sc i. USA (20 

[0119] 

06) 	103 	(11), 	4005-4010) 	c, 

	

ALPHA 	I) — J1, , 	Kt — L7 	-t•7°  51  — 02 -D OE — X10E11 -  ZALPHA 

5- 	J1=1:') —(,:. . ck -D -C -FEO)Rillza--io-CArttg-LZ . 	K t —E -Zize, 

Q L tc: 37Y, 	7 	-t 7°51 — E— x t:.= ea L, tz-_-3 	L tt 0# oig t:.-A 314FiEll L 

, 2-D0E—XeiE4L,ttittkoHit:ogi-, ftY6 -)1/ffl-:stt.z. 	i.— 

if — (z.ck-D -cOJEtql.tc  Kt — E— XI 07 A- Ht J:> 514 If — 1, , 1713210) 

OOJEltilka)—mmomiz vA -zo  —mmomi, Kt_ E— x ffl,o,:: giM 

Me L, iff.4 LT-  0 z 7 	-t 7°,9,  — E— X t:.:Eit 	Z L E — zia)4E*5tY6 

aFti_q_da- L, 6Migt:.:Y6eaffl -.354-LZ. 	Kt — E—xt::_eat.,tc 

L7 	-t7°  '9' —E -xt::_ea Ltz-_- 375 H1IFJEll LI-SOL 	1 , , 	Kt — E— 

X0rat -Z — slAntMe7 -t7°,9i — E— Xt:.:YIJA Ltsotcob, 1L*RY6 

[0120] RAJ'S, 	Kt — E— XI,: Et 	J4,10-,3_g-t.tct ') , 7° 	K-R-a12tK759ii-a-,3_ 

41., 	7-1-t7°5'—E—Xl,:.:(, )1/51 7J- S177i7--ff (GST) --eq 

7‘IE -,3_ tt, tcFc 7 91-7e-'14K759iiat tt.Z. 0,-1 -z 	..RAFcilAt5-'1A -z 7J1 i) 	7° 

K-R-Q12tKa)44/1-F--et, T.3±m-iFcliA±5-7A -zt ,), 7°K-R--a12tKLFc 

7 917es'-12tKL 6$14,F),11 L520-620 nin0):>/l/tTZ. 	'91 	'‘IE-,3_41,--Cki\l'S 

ki N AFC'11A 5-Z ti) / 7° 	K-R--a12tKt, 	T3tM-IFcilAt5-1 -Z7J1H) 

7° 	K-R-a12tKL Fc 7 91-h'-'12tKIV0M4,F1,11 L41-1 -zo graotliiMtLzglY6 

og/P -Zii - zz:Lt:.-..ct 'D --C.  $D1 lYg ts Ai -MN RI ft e A t -:s ttAizo tr-vf2tK 

ot I)'-7° 	K-R-a12tK 	sui. fo-NHS- Et 	CE111,\ --C E7in-Z a.' L 

WO 2012/073985 50 PCT/JP2011/077603 

t'aStl'So Fc 'J ijy KtCti, FctCilp 

[0118] FcyggttEfr-r&fe^Stt 
FCTI^^FCy IN FcyIIA% FcyIIB% Fcy IIIA$.t//XtiFcy IIIBCDl^lftl 

0 Fc r K ttt £ AM£~F L TI ±§E IZ IE® 3 tl £ F 

ACSJpELISA7 t — ~? y S0(§:A\ ALPHA X^'J—> (Amplified Luminescent 

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

fcBIAC0RE&#KJ:c>T5is£t~£C:£tf"C$£ (Proc. Nat L. Acad. Sci. USA (20 

06) 103 (11), 4005-4010) 0 

[0119] ALPHAX^ ij —y&s K^--^77^-tz7°^-02o0e-X^^ffl"r^ALPHA 

"TO J pyWCc£^TT§E®JliIItCg-3VT^te3ti£o K^-tf-X^ 

• T^-tz^-tf-XtC^L/c:^L 

% 2o0e-XMSL/c^E®0|tC®^ fg^^JU^d^ti^o b-

^T®|B^ti/c K^--e-Xl^l®7 ̂  JUS® 

-fiilltUte K^-tf-XJUSK 

rau 

£: T7 ^ iz 7° -S7 — t'-XC^U/c^tflM K^-- tf-

x (D m £t z> - filing tf y o -tz 7° ̂  - tf- x iz iy m u & ̂  /c &, <f t 

[0120] 

tu ^-tz^-tf-XtC&^JU^^VS K^>X7x^--tz (GST) U$> 

<f\t IS tl tc F c y ̂  ifB-£ iS tl £ o US t Z> F c$Iit £ # t Z> *° 'J * 7° 

51 h^^0^#4TTtt, h'spftilFc 

L 520-620 nm(^> £o WitiStlX^ti. 

7°^ K£^<*£Fcyg#<*^©*ls:^£^t-£>o 

(Dm'P^mt £ ZtlZ^-o tftit#£o 

K^ft^SuLfo-NHS-tf^V^ffl^Ttf^y-fb TZZt 
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tVL`,.1:1-CZ. Fc7k7es'-i2tKGST-Cin-ZaL 1.,--Ct, 	Fc7k74424K 

— K -Z7J1') 	1,7KLGST— K -Z7J1') 	1,7J- K-f 	71,— 

./.1. --eiwaLtca-amffiftTRU,  Rts 	5' —izqti L tAIN 	t:.= 8 kivz ft 

IR l„ 	‘‘)1/5i7J- 	t7.LACEIlki\ ---Oitl' -z5leifAik-il,11 -:541.1'41 z. 	14' 

6 tttc: :> 	-)14,INAJSGRApHpAD PRISM (GraphPad#, San Diego) 	1g)`/ 7 

r, iTicEllo-c4-rw:NamfmnfinE -z—markra (one-site compet i t 

ion) 	52/1/1,:.-_iftat -t. Z a'. L t:.-. . ct (,) PTi_ftt:1174$fitql.z. 

[0121] $111HE11,7 -ZIttR0D— 	(') )i' 	K) 	-t 	iJ-- 	V 7°19)j1M_E 

t:.= 	if 1,, 	-t J1J-- 	v 7°aA. 	10.175\ 611*- L )17a)±30T- --ea#1--z 

ck -3 t:=Y6 --cz L , amlybo—mt::_avtfteia-F Litg33' (SPIR:> -)1. 

) 759:-V_g-t.Z. $H ,VF1,11,,I -Z1tRa)it, 	(7J-74 I-) 	-t J1J-- 

,y 

') t 	lor)K iietenri L. -t 	iJ-- 	V .7° V78110)11,1n$13%R1n- 

Zo 	Z:0111n$Ok1E6:.-- z t'), SPR:> 	-)1/0>11ffle:> 7 	-Z (16:.-_*,i-ae 

Aq,-t -z L:>-)1,01I-Latmz) o Biacore:>5-1-xt_h20):>7 	-Zi 

. 	-7`st-)t-t 	iJ-- ,y •7° --ea)NikfENtat:.-..L (,), NiaNiM_RIE 

;Pit 52-9' L L ""C 	7i -  Z (''7i-)+t— 	0  -t 	+t— 	7 .1- xa) t — 1 

75\ 6 t 4 -T4 	: ei-a311:/fR (ka) LAVAIE311.7fR(kd) /Y 	" 1,A 	R 

a) EL 75\ 6 77-1 =5-  4 — (KD) 7Y3R673 6 .Z0   BIACOREaTtVEAAlitat PT 

ift 

 

6:1110 6 tt z 0 	13E..V. ALI t510 IN 1, P roc. Nat L. Acad. Sc i. USA (2006) 	103 	(11 

), 4005-40106Z 80-CEENC,tql:t 0 Zo 

[0122] *HMS t:.:80-C, Fc 7 ..'-'7e-'12tK 6:3-,i1-  Z eca3tfte1i-F 1, --C 0 Z L 1, , IN 

A_ tS, ±20)11Pfia6:.-..a-j0-C, 	-,ifigL 	Z7J1 I) 	7° 	K -R-a14Kang,a3t 

ftt:EL$511_,-C1Mt I) 	7° 	K -Ra12tKOrkr -a3tfte , 50%J-;CF. tcT 	L < 64 

5°/0J-;CF, 40°/0J-;CF, 35°/0J-;CF, 30°/0J-;CF, 20°/0J-;CF, 	15°/0J-;CF, !tit:.-.M 	L 

< 610%J-;CF, 9°/0J-;CF, 8°/0J-;CF, 7°/0J-;CF, 6°/0J-;CF, 5%Jt-F, 4%Jt-F, 3 

%it-F, 	2%J-;CF, 	1%J-;1F0Aii-a3t,ht7i.:L 	kiN -3 0 

[0123] -41,]gL 	-Z7J1,),-7° 	K-Rai7tKL 1, --Ct, 	IgG1, 	IgG2, 	IgG3R6IgG4 	J 

WO 2012/073985 51 PCT/JP2011/077603 

Fcyg#ft£=l 

— K "3" •?> 'J ~Z9 K £:GST^zi — K "3" •?> 'J ~Z9 b Tl" 51 K £ *1' >7 b — 

At'ip ^^iERTtb7^^^7 ^ L/clffl^^tC33lNT^ 

HU ?# 

bntcis V1-)MZmXl£Wh?\\?hV PRISM (GraphPad*t San Diego) |0V7 

K "7 — •P'fuM-n (one-site competit 

ion) 3 tl£0 

[0121] CJtf>K) 7°0#^1± 
K @ ̂  u 7°0*iiytf<^>&gjg^^x(D^nmx±mttZ> 

J5im©-^tCJ5lM^tfffiTL/c^ (SPR->^^-;U 

) tfjFM3ti£0 tmwmzmmtzsmvifcfi {y-y^< K) ztyv— 
=5-v 7°®MtC)tL 'J 13 y K ®^b3tiT^£ 

'J 13 y K^OffMtfigJD U -tz ynt-51 y 7°M0;m©jS^tf^bf 

£0 d0JimJ/t^c75^'fbtcofc U. SPR^^^-;u®{uMtf^7 h"t£ (^tc^tf 

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

s ttefr15izyy--3Lyy^rnzonm^it^rnwztyN gt©^ri^b 
^UJAEIT1-— $ t LT^^f'2) (-tz>-t—A) 0 iz>-t—A®^D —7" 

tf : ^5£j££& (ka) £fl?BI5£j£^l&(kd) tf\ 

©hbtf £)777 -T — 7^ — (KD) tf;£tf)^tl£o BIAC0RE;£-mPM>D^£t»Sf 

iM^tl-So PlS>fJj£;£©$y&Proc. Nat L.Acad. Sci. USA (2006) 103 (11 

), 4005-4010tC TIE® 3 tlT^-g>0 

[0122] M 

X&s ±IE0®^;itcS^^Ts nm 11 &*° 'J *7°^ 

>J*7°^ K£l=rft©Ml§r;£14tf\ 50%lUTs $?£ L < £4 

5%J^T, 40%J^TN 35%J^T, 30%J^T, 20%J^TN 15%J^T, L 

< ti10%JUTs 9%1UTS 8%1UTS 7%MT, 6%1UTS 5% JUT, 4% JUT, 3 

%UTs 2%&TS l%&LT<D$£'£%&Z^TZt$:^?o 

[0123] MmttZtfi)*?? LTti, IgGK IgG2N IgG3XtiIgG4^ j 
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i=i-J-)1/tr-L12tKoFc;:ati tom -z7J1i) -7° 	K -R-a12tKeLASLICE11:54-041 z. 

i,AFc•IlAtila)**3St, 	gaM# -141  : 2 3 	(RefSecati#-'4AAC82527. 10)N 	6:.:A 

1111:1) , 	2 4 	(RefSeciRti#-'4AAB59393. 10)N6:=A171))11) , 	2 5 	(RefSeq)ff_ 

ti#-'4CAA27268. 10)N6:.:A11111) , 	2 6 	(RefSeciRti#-'4AAB59394. 10)N 	6:.= 

AMU) 6:.-.1Bili,tqlt OZ. etc, 	Z!tiif 07 -IV '9 ' 4 7°0) tti, 12tK a) F cliAti a) 

_JA,12tK 	Z 7J1 I) 	7° 	K -Rai* 	$ttt N L l,-C10E11 -  WA' at:.-_t, 

alit a) 7 4 v ,9' 4 7°0t-A14K a) Fcq±=1 	z 7J1 i) 	7° 	K -R-a14 -4fig L 

1_, ---C JElloZ a.' LI,: ,:t -D -C , 	FiAA.7Al2tK7V -ZA.7At:.-..ck ZFc7k7412tKOAili 

3tft6:jcil-Z5- 75q gItg-t.Z. ±20),:t -3 V: l., -C, Fc7k74,14“:3-cil-Z 

eca3tite1i-F I., -c kiNZ a' L OCI:s tt.tc FOiAtiaAJA12tK 	Z 7J1 I) 	7° 

K -R-a12tKetAik-TMI:stt.Z. 

[0124] a.' Oct -3 ts A_Al2tK a) IN L l./Tt, 	EUt Jii) 	‘l,:.-.."ft-D --(lit ;_ tt.Z 7Z 

J R-"CZ231A-238S0) 	(WO 2009/011941) , 	C226S, 	C229S, 	P238S, 	(C2 

20S) 	(J. Rheumatol 	(2007) 	34, 	11) 	, 	C226S, 	C229S 	(Hum. Ant i bod. Hybr idom 

as 	(1990) 	1(1), 	47-54) , 	C226S, 	C229S, 	E233P, 	L234V, 	L235A (Blood 	(20 

07) 	109, 	1185-1192) 	1g)A7Al2tK75011--e 	Z. 

[0125] -71-s1--)t, lite) 7 4 V '91 -f 7°O)th`,12tKO)FcliA15-1V*h 	Z7-.Z JR a) -3 t 

, EUt 	') 	‘6:.--It -D -Ctit:35 tt.z -F200 Ttt. /3\ a) 7 z i R ; 22011, 22 

611, 22911, 23111, 23211, 23311, 23411, 23511, 23611, 23711, 23811, 2 

3911, 24011, 26411, 26511, 26611, 26711, 26911, 27011, 29511, 29611, 

29711, 29811, 29911, 30011, 32511, 32711, 32811, 32911, 33011, 33111 

, 3324 	VA -,3_ tt:t I, \ Z F C.WA 	. t I) i' 7° 	K -R-a12tKincTiftt:t1s6 

tt, z 0  F cilAila) EST 	Z tti, 12tK a) 7 4 V '' 4 .7°  L L -C tVti t:.-..13R if -,_ tt, T, 	IgG 

1, IgG2, IgG3RtIgG4 	i 	1=1 - J - ll/tAl2tK 	ES L -  ZF cq±CYLARRIJEll 

41.14 z e, IgGiti-NKEEL -ZFOiRtiePTiLAt:finE11:3541.Z0 

[0126] 1N 	6S, 	IgG1tti12tK0)Fc'WAV*Z 77 Z i Ra) -3 t, EUt Jii) 	'(,:.-. 

It-D --ctit:stLz-F,E00T4-03\off#P, (tMeEuti) 	‘6:.-.4t -D --cti 

-Z -1 /4354-Lz 7 Z i RRaoliiff, 	 z-tr*vAqt::_iiiff - 	Z-'*v) 7 Z i RE 1-4 e 

WO 2012/073985 52 PCT/JP2011/077603 

0 K£^fttf3g:t^ffl3ftt#£o 

mZrcWi$,V>mm.tes IB^US^ : 2 3 (RefSeqMii#^AAC82527. 1©N^tCA 

ttJP) s 2 4 (RefSeqMii#^AAB59393.1©N^tCAftJp) N 2 5 (RefSeqM 

®#^CAA27268.1©N^tCAftJp) N 2 6 (RefSeqM®#^AAB59394.1 ©N^tC 

Aftjp) tC§E1#6^tlTl^-So S/c, fe£f#£©7M 7*>C 

LTffl^£Cl£tCj:o-C\ tf#f£J;£Fcr 

1§^14tC ft 1" £ <£] Htf &SE3 *1 £o -hlE©ct 9 tC LT\ Fcyg#tttC*rr£ 

i^Stttfi&T tf^ll^ ft/cFc^Ili©^aft^^tS *° 'J ^ 7° 

51 K^fttf^gg^^ft^o 

[0124] d©<£9&^aft©$iJ^LTt^ EU:f >/<'J y?tCfi£oT^3ft£> j7^ 

yi|-efe-g>231A-238S©^^ (WO 2009/011941) N C226S, C229S, P238S, (C2 

20S) (J. Rheumatol (2007) 34, 11) N C226S, C229S (Hum.Antibod.Hybridom 

as (1990) 1(1), 47-54) N C226S, C229S, E233P, L234V, L235A (Blood (20 

07) 109, 1185-1192) ^©^Sfttf 

[0125] f#£©;M 7 3^ 7°©^*© Fc^IJi^^-r^T7^ y®|©9 t) 

% EU^VA'J >?Hc^Tf#£3ft£T§E©^-ffttf©:'7$ yil ; 220fiu 22 

6fiu 229fiu 23 Hu, 232fiu 233fiu 234fiu 235fiu 236fiu 237fiu 238fiu 2 

39{u% 240'fiu 264{UN 265'fiu 2QQ{\LS 267'fiu 269'fiu 270'fiu 295'fiu 2QQ{\LS 

297fiu 298fiu 299fiu 300fiu 325fiu 327fiu 328fiu 329fiu 330fiu 33Hi 

% 332&tfM^3ftT^£Fc1I:ii£Wt£*0U^70?1 K^^tfSfiStCptf e> 

ft£ o Ec^O^,Xh^W(D7^ 7*>C -ft LTtif#tC^£3ftt\ IgG 

n IgG2N IgG3XtiIgG4^ y ^ • — "T^Fc^Jitf ^ 

ftt# £ tf\ IgGI Jjtft £ jt3;JI £ f £ Fc^$ tf $?>S tc fil 3 ft £ „ 

[0126] mti\ IgG1fttt©Fc^$£lt/£-r£:P$ yil©9t>^ EU^VA'J >?'tC 

^Tf#£3ft£T§E©^-ffttf©g$l (i^tfEU^yA'J >?'tC^Tf# 

^^ft^T7^ yitas©fi:M^ ^©iutcteM-ra-*^©^ yillE^tf 
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4407 7' Z ) oma, 	10,16:.-..11E -Z—-077 Z i RE1-41 effit14 

0)7 Z ingOla -t.tt.T.1-t.V 	; 

(a) L234F, 	L235E, 	P331S, 

(b) C226S, 	C229S, 	P238S, 

(c) C226S, 	C229S, 

(d) C226S, 	C229S, 	E233P, 	L234V, 	L235A 

erfttg-L -CO ZFcq±5-1, Rt, 2311175\ 6238a0D 7 Z i RgEN751_,tcFc 

q±5.1 - Z7J1' ,),-7° 	K-R-a14KtiLASLICElltglAZ. 

[0127] 7-,c_-, 	IgG2t-Al2tK07FcilAtiV* -Z 7 Z JR0 -3 t, Ellt Jig') J‘lz•it 

.D ---Ctittg-LZTEIDoTto5NOfflitl (tr*WELltii) 	'(,:.-_,It.D --(lit 

-1 /43s tt.Z 7 Z i Otglaa)liCE, 	0446:.-..11ffl -Z—-0)7 Z i 	E1-41 eff 

t44407Z Joma, N•--07TH6:.-..11ffl -Z—-077 Z i RE 1-4 e Mitlq0) 

7 Z ingOla -t.tt.T.1-t.V 	; 

(e) H2684, 	v3091_, 	A330S, 	P331S 

(f) V234A 

(g) G237A 

(h) V234A, 	G237A 

( i ) A235E, 	G237A 

( j) V234A, 	A235E, 	G237A 

erfttg-L-C- 1,\ZFcq±5-1 -Z711')/ -7° 	K -R -al* t LA SLICE11 tql. 14' Z . 

[0128] 7-,c_-, 	IgG3t-Al2tK07FcilAtiV* -Z 7 Z JR0 -3 t, Ellt Jig') J‘lz•it 

---Ctittg-LZTEIDoTto5NOfflitl (tr*WELltii) 	'(,:.-_,It.D --(lit 

-1 /43s tt.Z 7 Z i Otglaa)liCE, N'-'*'044(,:.-..filffl -Z—-a)7Z ) mE .-4/ 

t44407Z Joma, N'-'*'10,1t:.-..filff -Z—-a)7Z i RE 1-4 e Mit 1 4 a) 

7 Z ingOla -t.tt.T.1-t.V 	; 

(k) 	F241A 

( 0 D265A 

(m) V264A 

WO 2012/073985 53 PCT/JP2011/077603 

$ yit§E^®^tu 

(D7$ ; 

(a) L234F, L235E, P331S, 

(b) C226S, C229S, P238S, 

(c) C226S, C229S, 

(d) C226S, C229S, E233P, L234V, L235A 

Xtts 23Hutf ^238^0^$ yi||B^lJtf^^L/cFc 

vm K t 3 tit# £ o 

[0127] s/c, EU-f>/<ij>?izm 

^Tf#£3tl£T§E©^-ftlfr©M^ (it^EU >7'izm?rftfc 

smBS(D&Ws ^(Dm]lZ'iiLWTZ-$::£(D7< yillE^^® 
&m<D7$ jmB&s ^(Dmzizwt&-^(D7$;mm^i?w&m(D 
7$ yitas^ti^tin-t) ; 
(e) H268Q, V309U A330S, P331S 

(f) V234A 

(g) G237A 

(h) V234A% G237A 

(i) A235E% G237A 

(j) V234A% A235EN G237A 

tlTl^£Fc$I±^;£;i't~'i>^ 'J K^^ft:fcjiS:iE#iffl£tlt#'i>o 

[0128] ttcs igG3m^(DFcmn^m^t^7< EU-tys<*j y<?izitt 
^Tf#£3tl£T§E0^-ftlfr®M^ (i^^EU^-V/^J 

^ti^T7^ yiias®iu®^ yiliE^^® 
jmB&s ^(Dmzizwt&-^(D7$;mm^i?w&m(D 

7$ yitaS^^ti^ti^-T) ; 
(k) F241A 

(L) D265A 

(m) V264A 
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erfttql.-COZFCiiRt5-7AZ t I) / -7° 	K -R al* t LA SLICE11 tql.141  Z . 

[0129] 7-,c_-, 	IgG4tAl2tK07Fcq -Z 7Z JR0-3 t, Ellt Jig ') J't:=,a 

.D -Ctittg-LZTEIDoTto5NOVA (tMeElltii) J'6:.-_,It.D --Ctit 

tt.Z 7 Z i ogmaoam, tr*.ont::_iiim -z—-a) 7 Z i 	E1-41 eff 

llqa) 7 Z ) oma, tr*vA t:.-..Iiiff 	Z — -a) 7 Z i RE1-41 effitlqa) 

7Z ingoAa-ti-LTA-t. -) 	; 

(n) L235A, 	G237A, 	E318A 

(o) L235E 

(p) F234A, 	L235A 

751thtg-L-C 0 Z FcilA15-1 	Z t') / -7° 	K -R al* t LA SLICE11 tql.141  Z . 

[0130] -t. opitopPT 	I., kivf 1.1L I., Z. 	IgG1 ttvf2tKopFcq±5-1V*Z 7 Z ) RO -3 t 

EUt 	/ 	') 	‘l,::_lt -D --(lit -,3_ tt.Z TEO 0 T41.75\07 Z i R ; 23311, 23 

411, 23511, 23611, 23711, 32711, 33011, 33111e, 	-clrz, -zIgG2V-c_-tig 

G4t:.:1-30-C-t. ODEUt J/0) 	‘7 -41/•i. -Z 7Z igg::_fflitItg-L-COZFcilA15-1 

Z7J1'')'' .7° 	K-R-aptKetf64-t.z. 

[0131] -t. opit,a)PT 	1, 1, \ IN L L -C, IgGittd2tKopFcq±5-7A4Z 7 Z ) RO-3 t 

Eut 	io) 	‘6::..,1t -D -Cti7f -.3541.Z -F,E100T4-03\--DR6 -t. 4-0-;1_h077 

Z JR ; 23411, 23511, 29711C eta) 7 Z i RI,: ck .D --CIVA-,3_ 41.-C 1,\ Z FcilA15-1 

Z7J1'')''7° 	K-Rai2tKePTILAt:ti641.Z. Mitlt:#11 -Z 7 Z i 

n07 EffitVtit:Fit/ftg-Li-soe, 23411, 23511, 29711070T4-03\--DR6-t.  

4-0-;1_h077Z ingbY77=1,:fflitItg-t.--CoZFcq±5-7A -Z7J1,), 	K 

ai2tKelit::_pT 	L 00  

[0132] -- opita)PT 	I., oiN L L --c, IgG1 trE12tKoDFOiRtA** -  Z 7 Z )0M -') t 

EUt 	i 	I) 	‘l,:.--It -D --(lit -,3- tt.Z TE0D0 T41.75\ 077 Z i R ; 2654 Jet 

0)7Z ingig::_ck .D -CfflitItql.--CoZFcq±5-7A -Z7J1,) / -7° 	K-R-a12tK751T 

ift6:-6f641.Z0 Mitlt:#11 -Z 7Z iR07Uffi6Vti6:.:FitZtg-LtS0e, 2 

6511077Z ingbY77=1,::_ffitAtqlZOZFOiR15-1 -Z7J1') /'7° 	K-R 

af2tKelit::_pT 	L, 00 

WO 2012/073985 54 PCT/JP2011/077603 

[0129] ttcs IgMm*(DFc$m%:mi$tZ>7$ EUi-> s < ? IZ'& 
^Tf#£3ft£T§E©^-ftlfr©M^ (i^tfEU^yA'J 
ati&7$ yiias®iuM^ y^lfl^tfM 
&m<D7$ jmB&s &^®mzi&.wt&-tt<D7$.sm.^tfm8m<D 
7$ yitas^ti^tin-t) ; 
(n) L235A% G237AN E318A 

(o) L235E 

(p) F234A, L235A 

tf ite 3 tix IN z> Fc^im % M t & tf 'J * 7°^ Kt, iggtes 3 tit# £ 0 

[0130] ^©ffeOSfS IAN0!I£ LT, IgG1fttt©Fc$I$£l*j$-r£ y II® 9 % 

% EU^VA'J >^JC^oT^^tLi)"FiE©lNt"tLtf©7$ yil ; 233fiu 23 

4fiu 235fiu 236fiu 237fiu 327fiu 330fiu 33Hutf\ fcbfcf £>IgG2£7cl£Ig 

G4tC fcN INT ̂  0 EU^" >/< U > ?tf ttJfcf %>7 J I£tCM^3 tlT IN £ FC^J^ 

£W1"£tf'J^7°^ K££-tttfPtf £tl£o 

[0131] ^©ffeOSfS IAN0!I£ LT, IgG1fttt©Fc$I$£l*j$-r£ JII® 9 t> 

% EU±>y<>J >7'lzm?rftfc$tlZTE3(D^Ttlfr-'DXttttllU±(D7 

$yi£;234fiu 235fiu 297{utf^077$ J WZ&oTM&3tlTlN£Fc$I$ 

K^^tfSfjStcptf^tL^o m.m^z^t^>7^j 

I£©ffilI&f#M£3tlftlNtf\ 234fiu 235fiu 297&©IN1"tltf-^Xli'=t 

tlU±(D7< yiltf^^-VtCM^^tlTlN^Fc^IJi^W-r^^'J^y^ K 

^•"fttff#^?S LlN0 

[0132] ^©ffeOSfS L^Mt LT, IgG1 ̂ ^©Fc^IJi^^-r^T7^ 7110 9 t) 

% EU^VA'J >^JC^oT^^tLi)"FiE©lNt"tLtf©7$ JWL ; 265<fi:tfffe 

©^^yiltCc^^T W$k iS tlX IN Z Fc^IJi £ # f £ tf 'J ^ 7°^ K tf Sf 

iglCplf £tl£0 yit©ffiH&f#M£3tlftlNtf\ 2 

65&(D7 < J Ittf 7 =? - y tlT IN £ Fc^^#f •& tf 'J * 7°^ K£ 

"nfttf^CfcFS LINO 
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[0133] WtiAtttif12tK 	ES L 	Z Fc;:ati 

*HJIMSt:.:80-C, Fc7.1-7e-'12t“:3-‘11- Zeca3tfte1ET L, -c 0 zFclAtAL 

L, --c (,, 	w!tiAttti-'vf2tK (b i spec if i cftv12tK) 	as L 	z Fcqtit 	R1 	,11 

-;stt.zo =WtiAtt#n12tKL6, 	-DopAi-sz!tiAttztl--L12tK --ez. IgG 

320=WtiAttt-Al2tK6igGftv12tKv1± -  zi \ 4 I I) K-7fE lu-E; -z a- L 

V: ck -D -Ct l.; Zhybr id hybr idoma (quadroma) 	(,:.:ck -D -C- 314-,3_ t.  Z L.' L effl 

[0134] 

Z 	(Milstein C et 	al. Nature 	(1983) 	305, 	537-540) 	c, 

7-L- , IgGM-1 0)*!tiAtttivf2tKt 	IA Oigo=f20)IgGV*h 	Z 314)3zrfH$140) 

5,11R, -ag-HERMAffiVeINt:.-AAL, -t. 41,6I:kftIR -3-ftzz.:Lt:.=,:t .D 

--C3•5;s6tg-t.Z. 	Lb\ L, 	41.6 0)51Trattg-LZIgGIOH$14L3140)4[-a-tU 

fug±1 0A (,) t:.= t tszo 1 ofEffia) IgG75\ 6 IA rligOALW-)-abt. 0)H$1431475\ 6 tsz 

igGal.1-z z.: L 6Llki-CZc, 	-,3_ 61,:.:1Arliga)Ca-)--al-p -totoopsbit 

±1,1Che L, < 1E-F 	z tc 673, 	ts±3,,EIV,07Y;05 t:ts (,) , III,  ± a) 	I- 

[0135] z.:oligHt4a)FcqtAa -zcHnatit:.-_LAI-s77 Z  J onitlY-0- z.: LI,: 

ct -D -CF1tIC:.="DlivriNT- Mtcadat'a)IgGelEAnt:.:351s6:35 ttAZ. 1414Knt:.= 

6, 	— a)1-1$14a)cHnAtit:_-_41± -  .7 Z I R114814 	ck (,) 	0114814 (knob ( 

1-5€E, j 074) ) t:ffli-ki 1,, 	t -3 — a)F1$14a)cHnAtit:=41± -  z 7Z i RN 

$14,,k (,)/J\t“,\114814 	(hole 	( 	1-9'2135Rj 	074) 	) 	t:fflit -zz.:Lt:ck (,)5,-ey 

9-2 itz r 	t:.-..Eff :354-04Z ct ',1,:.= l, -CAUF1$14)f0)1ZAE8 ct rf H fEl-ItleM a) FE. 

.V.1,”1, a' 	51-"CZ 	M1996/027011, 	Ridgway JB et al., 	Protein E 

ng i neer ing 	(1996) 	9, 	617-621, 	Merchant AM et al. 	Nature Biotechnology 

[0136] 

(1998) 	16, 	677-681) 	c, 

7-L- , LtIC:r4 l., --C- 1, , Fl$141Pk*Xt:.-..EL/< -C131MVA15.10)*Ofteel, \ 

L /3" 6, 	1-1$14t:.-Aiii-ag4A.14zItAaAtIqem64-t,z z: Legjj4 -,354-Lz o  

z:oltAL$14LF1$14311RVeINt:.-AA -z z.: Lt::_,:t .D -CIgGRIR,-,3-ftZ L.' 

L T51)3$0)ftli\ffiliAttIgGORTR3YLtsZ (Nature Biotechnology ( 

1998) 	16, 	677-681) . 	1,75`1,4EM::_f20)ftv12tKigh,tc_qa-a, 	imi utlq-g- 

WO 2012/073985 55 PCT/JP2011/077603 

[0133] -£mmttz 
mm IZ fc IN •X % Fc y IZ tit Z> tf <£~F L T IN & Fc$m t 

LTteU —(bispecificjjtft) t^Fc^Ii^tjiSllE'fliffl 
3ti£0 IgG 

tCct U'Shybrid hybridoma (quadroma) tC cfc :3 "£•?> Z1 £: tf til 

jfe'i) (MiLstein C et aL. Nature (1983) 305, 537-540) 0 

[0134] ttcs 
t:tmm(DTAfcT%:mmizmALtntb%:&%m,m±z>ztiz£-o 

xftv&'SH&o LtfLs znibojjfexm^n&igGoumtLmom^te 
SH±10®y lZ*,tj:Z0 10ffl!l0IgGtf f,@W®l^t0HiLj|tf £&£> 
igG^mMt^ztitmMxh^o isbtzm^m&frtifo^(D^(D(D%)>&WLib 
mm±m[,<{&Ttz>tcisb, xztei&mMmtf&mztev, §u£±©=IXK 

btzm±?z>0 

[0135] zvmmwcmHtkmj&t&cH3mmz^ti:7 $ z tiz 
J: o T H|I iz n IN T ̂  f- • (D IgG tf'® % ft IZ ftB is tit# £> 0 ft ^ 

~Jj(Dm(DCU3$%mzfel±tZ>7$ U *$lN{|ijtg (knob ( 
r^jtBj ©i) ) KM&U *j:?-j5(Dm(DM3w.mzm±tz>7< yiiiiy 

U/JN^IN{IIJ0 (hole ( r^pfj ©I) ) U^|3tf 

£msfoizmmisnm&£oizLxmmu$mf$(Di&m]D£xfmtmmf$(Dm 
(W01996/02701K Ridgway JB et aL., Protein E 

ngineering (1996) 9, 617—621^ Merchant AM et aL. Nature BiotechnoLogy 

(1998) 16, 677-681) 0 

[0136] titzs LlltC^ LTti, H|IqT^IJitChb^TL|Ipr^IJi0#atttf®lN-
t-frb, mmic^tgz^xm&©imtft# ̂  tiz z t tf%ms ti£0 

zo^mimtmmrni^ ̂ amicgx-ra c ̂  iz & -oxigGzm%is-£z> c 
£ X$]^(D&\JS>—Slf#S'l4lgGCD^§i|!,tfRltb^:(Nature BiotechnoLogy ( 

1998) 16, 677-681) 0 Ltf LffilUCm UUI£# 
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tiNU,  gtt1E <E0)74 527 	-A-'41-Z a.' L l, LINT 	(,), IISoAtszid 

$14t:3-4ZLIVAii-a171 -Iti&L$14314tR -Zatt'l -:stt.-coz (W02 

004/065611) 	. 

[0137] V-z-_-, 	7J1 ,), 7° 	KO-R-a, 	V-z-_- 1,7J1') , 7° 	Kt::_ck -D -c*UV_q-LZAfE 

*21 14K0-R-aaAIAM51, FOiAtiV* -Z=-Da)7J1,), 	Ko-R- 

fl_11,11 -Z z: L t:.-..ct -D -c=ffiliAttr-L1241Ft -Zt-Alirdt% 6tvc o Z. Mt 

, Fc;:atiV* -Z=-Da)7J1,), 	Kia)YT-UM -Z 7Z ingoAa 

2_ -z a.- L t:.-..ct -D --c, 	Pl—gUIJ -ZFOiRt=7A** -Z7J1,) / -7° 	K a) 

-Rael3JJA:stt., gOiJoAtsZ=-Da)FcqtAa -Z7J1,),.7° 	K-Rai* 

e):M-1 /43541.Z ct 	6:.-AM11 -  Z 	Ie=*!tiAttt-A14K041F,11  t::_i- JEll -1 /43541.14Z 	(W 

02006/106905) o  

[0138] *RIE1J]6::_b\b\ZFOiRtAgtiN 	)< -fK 	JL I., -c• 1,, _tga a) = ffiliAtttvf* 

ESL -ZFc.;,A±=7A** -Z="Da)7J1,), •7° 	KetAik-11,11:3541.14Z. ct ( ,J 

1412tqig6:.- 6, 	Fcq±5-1V*h 	Z=-D0D7J1 1 ) / -7° 	K -e-D --C, 	- t . 0 —19)7J1 

'J'.7° 	K 0)77  Z i RgEN0 -) t Eut 	I) 	'6:.-_,It-D --Ctitzstt.Z349110 

7 Z J o  gro) 	T4 	, 36010)7 Z ) Re 	I) 7°  1-7 7 	•--e (,J, it 	077J1' 

' ) '' 7° 	K a) 7 Z ) MOM ', t Eut 	iij 	'6:.-_,It-D --Ctitz'stt.Z3561107 

7 Z ) Re 	5 - -f J, 3661107 7 Z i Re -t I) 	(,:.-_, 36811072 ) me7 

7=6:.-_, 407110772 )Reiv) JZZ z.: L 	1t1L -Z, =-D0)7JII) 

7° 	KePTiftt:.:111 0 641.Z. 

[0139] 

, 

t ', - "D VOW:8oz, *RIEIJ]t:.-_b\b\zFOiRtAA-tiN K)< -r 	L I., --C 1, 

FOiRtA**Z=-D107J1,), 7° 	K -C-D-C, 	-t.0)-0)7J1,), •7° 	K 

072 JOHEN0-)tEut ij 	'6:.-_,It-D-Ctitz'stt.Z4091i1077Z ime 

77 7*Ogr-eV,), 1t,0)7J1,), 7° 	K077Z ingMEN0-)tEut 

') 	‘l,:.-_,It-D --Ctit-1 /43stt.Z3991i1a)7Z into 	'J 	JZZ a.' L!tifftL 	- Z 

=-D Opt I) /'. 	K751ELAt:.--)110 641.Z. ±Efee-et, 409110772 IR 

6 7 	i'7Ogrfl,:.-_,KA.-c• 	")i.,9' Z Jn'3r, 	3001077 Z i OW I) 	(,:.-..1-tA.-c 

77)1/*= -e.D--ctckkiNc, 	etc, 	3991i107'6:.:11:1A.--C36010777 

WO 2012/073985 56 PCT/JP2011/077603 

&Rrtite&<£< ±§E© TMTrzgfiT%z ty^ ftmomtazu 
jliR t&Jom Jill 3 ftX IN £ (W02 

004/065611) 0 

[0137] S/c, tfSfctttf 

^mftCDzsn"CDfU^P^/i^N Fc:pl^6^:^j5ct"'2) — "3CDtf 'J /^7°51 K©sn"tC 

fUffl 1~£ CI £ til <£ o T-£WmtZ&ffibtilbftT^Zo IP 

£i=rtfPlS3ti, B3^J©g&£=o©Fc^$£«/rr£tf K£i=rft 

02006/106905) 0 

[0138] *fgBJ^Ctftf£Fc$I:ii£#fr KPW LTti, 

|3;JI11 & Fc^im%m$-1 %> -r> <Dtf <j * 7°^ Ktfigg^m s ftm%>„ <* y 

Fc^IJi^4ij55ct--g)-o®tf lJ^7°51 K*eS>oTs =t(D—^"®tf 
lJ^7°51 K®;7^ 71115^00 9 t)EU^->/<'J >?Hc^Tf#£3tl£349fi;® 

T7^ yitfs/xf'f x 366&®:P$ yittf h 'j 7°K77yes>yN ffe^otf 
lJ^7°51 KCD T7 $ y I£I3^1]CD 9 "^)EU^- >/< 'J >?Hc^Tf#£3tl£356te® 

T7^ yitfs/xf'f x 366&®:P$ yittf-tz'j 3Q8{±L(D7$ yittfT7 

407&©j7S yittfA'J y-Z'foZ>Zt%:^fflittZ>s — rXDtf1)* 

7°^ KtfMtCffllN^tl^o 

[0139] t9-^©MitCfclNT, *fPJ!Ktftf£Fc^£#fr K*>T LTtt 

s Fc^IJi^4ij55ct--g)-o®tf lJ^7°51 K*eS>oTs ^"®tf lJ^7°51 K 

(D7$ y 1113^00 9 t)EU^->/<'J >?HC^Tf#£3ft£409te©:P$ yittf 

7^7^>i"e&y, ffe^otfK®^7^y 1113^0©9t)Eu^->/< 

•J >?Hc^Tf#£3ft£399te©:P$ yiltf 'J */>-£$>£ Z.t%ft&ittz> 

, -^0tfKtfMtcffliN^ti^o ±IEMi-e^ 409{u077$yit 

&7Xst^Jrymz{XPLT<?Jl'5> $ >11^ 399tiL(D7$ swz 'J 

T7^^-y-e&^rt, £l\ £fcs 39m<D 'J isy IzmXT 36m® 7 
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*AkR(3924ILLOY7 / 7*OittPTil__CZ--.3,8A1V5 41, -) Z. 

[0140] 1.10,Itket:...8 0 -C, 	*RBA Cz..- 75\75\ 6 Fcilk 	-gi'V K )( -f '.} L 1, -C a, 	Fcl'iR 

triV* - =--__ --)071t' ,.),-  K --C --C, 	-t- 0)- 0t!), 7° 	K0  -1 Z 

)olzbaallo -5 tEu-t›i 	I) .1z.-..1t--D -M7i."-,3_41,Z370,1A-0) -7Z JOk.tMv  
Z.,  Ares. 	(,), it,Z0)7J11) 	7°- ' KO 7 ..-Z I MEN® -5 tEUJ- .Ji 	i) >J6-. 

•ft --D -Clitt01.357ao7"--z- ig,A75<i):). --CZ z.:L ,TAL•4-Z, 	_-_-_ --)0 

7J-0),* 	KePTigtz.-..Mo6tt. c. 

[0141] RtzPionetzu\ -r, *REIAtz..75N/3\ZFcIAIT'AA'V I<)<-f ' . J L 1., --c (,, 	F 

cilfsiV* -4-LL—L-D071-1) /7°- 	K --C ---C, 	- . 0)—Zor)7J-0), 	107 

Z i RENO -) t Bit Jil) 	s tz.-.4t -D -C*1-,LO-t. 	4391A-07 Z )111z675)i. 

5 Z >RT.b U, ItZ0;11') .-  K077 :-Z intgEJO) -3 tEU1-- //0) > 

0)7i- i) l' . 7 ' -- KetITLAtz.-..Mo 641,Z. 

[0142] -, 6 I,: a*REIA t:..i3\75\ 6 Fc-W5-7A-gt` l'?4  -f J2 1.Z 6l, 	a.' 4-1.6e*fig.)-a 

Fc•tA±5-7A4PIt=.-D0t 1)/7°-  K --e-D --C, 	- 0)—Z0)711')/•7°-  i0) 

7 Z i RENO -3 tEU-J—..M I) '.J 	'6:-.4t --,--Mtz.. ttZ409110 7 -.Z i[R7V77  

J'i5*.NAk, 370110)7 Z i Igt7M1, 	..-Z JE9.--C 	I') , itZ0,11 I) /7° 	K 

077 :Z JOBEN0 -3 tEUJ->/ i) J't•Z•ft .-D -Ctiii.";LttiZ3990:07 Z JR75< 

')V, 	3571107Z /WV') V'.i --e'D 	Z_'. L 	.WILAL -0- , 	z__-- 	0) -;i1 1) /'7° 

K (*30--Ca, 370,1110)1/37 ----:>NV:.=.1-eA..-C -77*Ag'IT-D-Ct 

ck < , 37010) ")1, 51  •Z >NMI-U.-C-39Mo) 77--,* git --e-D  -c t (to 

) 	. 

FCliAt'AV*=-D0)%ii 1)/7° 	K --e-D --C, 	- - o") — (1)t.,)/•7°-  KO 

77 ,-Z ignOlio) -5 tEUt. 	i) .2 	s l,-,:lt ---Cti,tz.1.Z409,(ii`.077 -::: JR7V7 

%Zi '7 *Jngt6, 	439410 7 -. 	JR7'‘J(., 	...-Z Ar-eg) 9 . 	1t,(07J-k' ,), 7°.- 

07 --.Z J URNO -) tEUt 	1) > M.z.-_ ,It -D --"M`t ttttZ 3991310 7 ----Z i Re 

',J .:'), 35010)7Z /K67P)f) --eZ a'. L 	!*1`L-0-Z_=:-DOM11)-7°- 

WO 2012/073985 57 PCT/JP2011/077603 

# > ItX &392&© 7 X J \° ^ dr >II % Sf ii tC Still £ ft 9 3 „ 

[0140] Sy©SI*§fCfc^T, *§gBEJCtftf5Fc^£^fr K*>f > £ LTtt, Fcii 

sn'o©tf Kt'fc^T, 'e©—^•0/1NO|;^7°51 K©7$ 

y1113 ?!l 0 7 £ EU^~ > / \* 'J y 7*tCf£ o T 3 ft £ 370&© 7 $ J It tf 7"> * 

$ y STC& y s ^©tf K0D7$7 StlB^y® 9 t>EU^ U > ?Hc 

ft£357fii©:P $ y Ittf 'J V y-£&>%> Z. £ zmiktt&s -1(D 

tf 'j ̂  7°^ K tf M tc U b ft 5 o 

[0141] MtC^iJ©MitcaiNTN *fgBJ3(Ctftf<5Fc^:$£#fr V £: LTt£> F 

^©tf U^7°51 ^©—;£©tf lJ^7°51 K©7 

$ y®&iB9!l©3"5EU±>A'J >7*tC^T#^£ft£439ft©:P$ 7Ittf 

^$>lfe&y, ti^©tf';^7> K©z$ yitie^-^Eu^yAM >7" 

tC^Tf#££ft£356fe©7$ yittf'J --9 

©tf'J^7°^ KtfMtCffilN^ft^o 

[0142] 3 ^tCt£^P£tCtftf£>Fc£pi£#& KP<Y >£ LT&, 

t)$fttli ; 
Fc1fii£*ij3ct"£ —^o©tf lJ^7°51- KtrfeoTs ^©—;&©tf'J ̂ 7°^ K© 

y|tlB?U0 7 ̂ EU^VA'J >7"tC^^T#^^ft^)409^©77$ 7 Ittf 7 

7,^=5¥>m> 37m<D7 $ J WtffM $ Vlf£& y, ffe^©tf 'J ^7°^ K 

©7$ yitl3^©9t>EU^->/s:iJ y?lCflEoT^;*ft£399&©;p$ 7Ittf 

•jyx 357ju©77$yittf~^©tf';^y 

370&©^;U*5 VlttC^^TZX/^dryltT-fe^Tt 

J: <s 370fe©^U^ $ >IttCft^T392ft©7X/^3r>It"e£>oT;fc <U\ 

) , 

—O0tf i;/^7°51 KffcoT, ^©—^"©tf lJ*7f- K© 

T7 $ y ItlB^O© 9 tSEUi- >/< 'J >7'tC^^T#S^ft^409{i©77< yittf 7 

Its 439-fii© 7 J Ittf ̂  $ Vlfe^y, jfe^©tf 'J *7°3~ K 

©7$ yitis^©9^EU^>A">; >7nc^oT^3ft£399te©:p$ yittf 
V v ys 356iiL(D7 < J It tf 'J v y tr $> § z. t £ WW 11 z> - ̂ © tf]) * 
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K (*,fee-Ct, 43911"LO 	")I.,9 ::-,-- ARtz.:1-tA.-C360i1A077 *>R, 392 

itogY75*A'ARtV13911A075*>P3rre. - --Ct c, 0) , 

Fc-V±AV*MtZ=-DO;Itm)7°. K --C -D -C, -t.0—Z0 71t ,), 7° - KO 

7 •Z I OtigaM0 -) tEu-)-.1) 	't-,:•it-2 --C-ti.--.41.Z370,fi"La)77:-.-: I P3t75< 

)1 / 	z.-- >01t6, 	4394107 	i Rt 1')1, 5' 	›R--C 	9, 	itZ a) 7-J1 ,.) /' •7°- KO 

7 --Z JOH01_10 -3 -SEUtio) >1-,:lt -2 --Ct'l.:_ttt,z3574iLL07_---z Joel) 

., 35611077 	igtiP) 	> --C')Z CI LliiuAL -Z=-D0)7J11)•7° K 

, 	g tc t, 

FOiRtA**Z=--)o);1-Z ,)/7°. K --C -D -C", 	-t. 07—Z07 -0)7°-- KoD 

7-1 '--::- JOH2,M0) 	-SEU-t.'2i 	I) >tz"..ft--CWI'z'sti.Z4091A1077 .-- /10Y7 

/5*>0'3t, 37041 	':-Z J ogro") 	z AC 439110 7 Z J Ogt1" )1, 

--- 	Olri•--e 	9, ItZ0t I) 	7°- 	KO 7 	J REM 0 -3 t EUt ›i' I) i 	st::: 
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[0153] etc, 	(3) cD3e-a K)4  4 	/3,!,Ati-Li2tqcsaY-zwatiociAme:.-_ .  

Ktlii- 	., -aia:s1.14ztaat:._, cD3e-a K)4 -f 	V* - Zffitl4FNikfiA- 

100:3A±AV* - Z — OrYifgiiAtiODC 	i 	(CH3 K)4 -( 	) le:ate:St., CD3 

Ai- 	K)4 4 	v* - Zt'l$14FNikfiA-13qc;',A1=7A** -Z t')- 0Y7fWati 

ociALA (CH3 F )4 -r 	) 	le:attlii:354-Ltc7J1') .7° 	K -R -al* t rat cEll -1 /43s tt. z 
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Kilna" L Xilnn"^ CDSilpn" K V •& tt$JtFv®r j1^ 
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(DCMm (CH3KPW» ICg^Stlfctf 'J*7°^ 3 tl£ 
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£^Iii©C^ (CH3KPW» IZjg^tLs CD3yZmticT&M 
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6o z:VS-at:80-C, agEor)=CiAitliti4KEZL -4-6FcqtMEHoZ 
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7c<ft IZ pT^Ii^CD 

KI^£^UT#^-fffi©CD3i|^KpW >tf^£-£ftf#-g> 

O l£tCs ~|ffi®CD3i|p-a K,* -f ~t&fc&)l,Zl&^ ~~D(D 
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H RT^I^CD 9 *>--D omm RT^IMcDC^^XttN^i/itC ~ {ffi© scFvgp%sc( 

Fv)2tf^t^tf %tc, mmw 

^tc-iffi©CD3^^ K* -f -O©3§MRT^I$©9 
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[0157] ^^^Mi3stC-'fl©CD3^ KPW "TS/ctf) 
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AfttrE12tKEELZFOiRtAJElloZz:L6:.-..ct -D --C. 	a ttL12MCS OD 	"D a) 

M$141Pkqtla) -3 t --D 0ffitIMVA±510N1,:.-. —14a) scFv759ii-i -  Z *ft 

1E1)1(z*Z7J1,), 7°  K -R-a14Ke503$01gt:.-..ER14:3541.Z. 

[0158] t.,:. 	±2107J1,), 	K-R- 14K4lFt -Zt:.-..IEL,-c, 	K)< 4 A, F44 

•7° 	Ke-a-clii-a-.3541.Zit, 	K)< 4 A,'•7° 	K ,) 	t —Il,tc_- / -7°  

Ktlii-a-ni-a-1 /43s 4-04Z. 	a' otaat:.-_ 80-c, 	i-s- )E11 -.354-Lz i) 	t —L 1_, -c l, 

±,E,ENCTIN7J -,3_ tt Z ,) J)J —01t, 	IN A_ tSH i s ,9' 	, 	FIA,9' 	, 	myc,9' 	, 	FLA 

G,9'"a),-7° 	K,9' -Z ,) 	tiLAST11,11:3541.14Z. 	t.,:, 	7.KAAi 

Q, 	)1/ 7 -I Kea, A 	*p-a, 	4 t 	'It$H ,flF) 	tcl, 	z: 41. 6 otlii-aa) 

Ca-tt:.-.. ct tj MiN t:.-111i-a -ZttNt 	tc PT LAt:.-. fil JEll -1 /435 41.14 Z . IN A_ tS, 	ttvf* 

Midi LCM100,filttefillEll:sttlt (,), /NT- DFOiAtia)-Rat:.-.1E 1_, --CVLRa) 

ffiliAtti-NK 	ES L -  ZFO*AtielEll o 6 tt.tc (,) 	Z. -1 /43s 6 (,:.-_, 	1N--e 2 
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lTh's tt. 14' Z . 

[0159] *ft EIJI t:.-..*Z 7J1 ,) 	7° 	K-R-a14Ka)Ma)**IL I., --C 1, , 	IN AiS, 	( 1 ) ti-i, 

Rea K)< -f J L L-C —Ea) FvEzzie —14a)Fab--eZ*ESt 	7-z-_- PTLAt:.-..q 

tt.Z. z:otga6:.-.1-30-c, *RHA6:.-_*ztip7°K-R-a17tKV* -z (2 
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If A- 	(VH) R6$1$14FvkfiA- 	(VL) 	e,..7° 	Ktlii-al„-cittliii.„ 	i,Astlqc 

H1q*:.-..)1/7  4 Ktlii-at.,--ai-aLtc$1$14coatu.-_—f-t4a)Fv0) --) top 

— 10\il-RtV/FIMA-13' .7° 	Ktlii-at.,---cittlii -z a-  L t:.-.. ct (,), 	stAc  
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-Zsc(Fv)275•7° 	Ktlii-all,--Cittiitql.14Z. 	z:otgat:.-.. 80-c, ME 

opsliAttti-E12tKEEL -zFOiAtICEHozz:Lt:.-.. ct-D -c, ,!,A7J1 1 ) / -7° 

K-R-a,f2tKV* -  Z 	oF OiAtio 	t— 	a) a)F OiAtit:.-_stAcHiqtle, 
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[0158] S/c, ±§E0tf £• KPW >tiitjg 

^ 7°^ £• K P< -f > ti^ 7°^ K 'J y tl - Zfr- L tc* 7° 

"5" K^ ci "n" T $ ci "n" til# S o C. 0i4s"n*t<_ 33T% rfSffl^tlS 'J V U X ti 
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©N^tcti ( 1 ) (3 ) CD3^ KP< -f > £JFM 

-rSsc(Fv)2tf^7°51 K^^^LTSi^^tltfSo d ©il^tCfclNT, fu§E 
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C0173] hil7I-e, 	g-Aa-a$1i4a*CiSa)Ats.6 —SOL UT, 	,E,A-1011..1..'-b'-v421K*-E`cf4 

*1i-a K)( 4 ›11:10)20Fvkff A-  tz.: ittlii-.3_ ti.tc CF11';At/a) 7' Z i nma8ctieg,A 

b-Mlia r )< 4 ›rtia)gtiOvkifgtZ---iCirittt.tcCLqtlop7 Z: I Ot0Attet,\ 

tZ.-.PROMA 	L, 	PM-ARM-a K )4 4 . 11:1 0)Eti4FvMH-(z_i141tiz_ titc.cHi 

1A±A0) 7 Z / NtRa ;ctrl 	gATEJm:V-14KVa14*A I-)<4 ›rtia)M14Fvkff 

A-  tzate-1 /435 41.7L- CLWAID 7 --Z i ngtRaeM, \ r_PPEOrd it 	L, 	gA-inin 

...-7412tqka14*-a K )( 4 > iti a) WM F v M A-  iziteit tt.t,-: cH 1 fiR151 0 7 ..Z / R 

a 8 ct t), P,ATAIIIJ8.V.•-b'-v14ceA F')4 4 	1:1=10$1$I4FvMA-(z_i_leztt.tczCi3Atio) 

WO 2012/073985 69 PCT/JP2011/077603 

KP< >r y^ommtvmfrizm^ntccmmny $ 

y itasif s IN izmmo mffi & m t a tf v * Ktfitm $ nm % 0 

[0171] $iblz, WistLT, K* -f >^©fi 

u K* -f >^0fiiiFv®f^rtcsi^^n/cCHi^ 

©7$ K*-f >^(DSilFv^)ttCSi^^tl/cCL 

^©7$ yitastf htacsficDi^^-rstf 
^ tit# S O 

[0172] 3^, LT, 

£• K* -f >^©ttflFv®f^rtcSi^^ti/cCHniii®7$ yIt^Sfc 

JI^-& K* < y^om^vmfttzm^titcQi^moT^ y ii^igtfsinc 
U. K/O^CDfillFvif^rtCSS^^tl/cCHni 

y StaSfc KP< -f >^CDSIlFvif^ 

izm^titcci^mo)? $ y stEStfswiiufi©'!^^ u 
£• K*>f >^0fiilFvi?^tC^^tl/cCHmig®7$ 

JUn •" K*>f >^0gilFv|ftM-tC^^tl/cCUIit©T$ yitastf 

a?s (D mn * M t % tf IJ ^ ̂  K if^m ̂  ti# s o 
[0173] UT, 

^ Ky -f ^^©ttiiFviff^tcsi^^ti/cCHnii^^T7^ yitasfc<fct^i£ 

KP< <f V^^gilFvif^rtC^^tl/cCUIJicDT7^ y IlEStfSlN 

U ^I^/Li^l^ K* -f >^©fillFv®f^r(cm^ti7tCHi 

M©7$ y KP< -f >^©SIIFv|ff 
mcg^stifcCL^©/^ jmn^if^-^zmmmM^Mb, ^§£T« 

KP< ^ >^©fiMFvif^tcm^ti/cCHi^iJi07$ y mn 
>r y^(Dm.mmfttzm$isicitzci^mo 
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7 Z i ogoAaemiNt::_xmordA 	l„ ttamilia K)< 4 	1=1:11ostl4Fvk h A- 

vz_ittliVs tat cm ;.,Ati a) 7 z I Nola 8 ct ve ti--L  ig el  -a K )< -f 	if! a) $1$14 F v kft  m- 

t::_itez's tt.tccl_qtia) 7 Z i ogolaemiNt::_xmor6A -  zt i) ,..7°  

K -R -a 14K e im -1 /43s 41.14 Z. 

[0174] cH1q±51LcLq707rd,07$M0 

naiik.h'-'14Ktii-a K )< 4 	1g)stlq L$1$14t:.-.. ct (,) naiik.ch'-'12milia K )< 4 	a) 

i El- — 7° 	OA l„ 	etc. ttLIge-a K)< -( 	offi$14  L$1$14t:.-.. ck (,) tAmoi 

E I- —7° ,121 - Z ct -') ts=WtiAtt7J1 I) /' .7° 	K-R-ai2tKE[R,f4 Ltcotaa 

. 	,!,A7J1 1),.7° 	K-Rai4Kotrat:.-m, L, -czna) - - 4-t.TA-Lotlq 	ftIR,-,5 -ft z L 

fug_tiofEffiot I) ,'•7° 	K-R-a17tKetrIc-:s tt.zu,  gttez. 

[0175] a.-  otga. im A_ ts, najik...4.17mi lia K)<-( 	1g)ffitl4Ltr-amilia F )< -f 	a) 

$1$148,t ve/tcttrLigtlii-a K)< 4 J 1g)*$14L -rum..-e-14Ktlii-a K )< 4 	MI 

$140rAlo-R-al3E..VA-Z ct -) t:.-AM11 -413S, 	Pif-M0D7J1 I) 	'7° 	K-R-a12tK3 

If_AO/gt:E[RI' - Zz_'Leui R--ez. 

[0176] IN A_ tS, naiik..:T-41441i-a 	)<-(K 	1g)ffi$14cHi Lftagela 	)< -(K 	10$1$1qci_ 

rAla)V-UM -z7z ingoAaTayra ii -z77 z ingMat:.-..E_R L 

. timea K)< -( 	1g)ffi$14cHi Lumiik..:T-4-1441i-a K)( -( 	lot51$14cLIVa)V- 

UM -z 7Z ing0AaffilaYalA -z7zing0Aat:.-..2,_ - ZIN 	 

tiZ z:LeT 	Z. 	z: 102,_Rt:.-_,t (,), 	IA Oig L I., ts 0 nfllik.. '-g-144ii-a K )( 4 

ostAcHiL ttania K)< -( 	a)t51$14cLL 0-R-amT-um -z 7 Z i ogol 
aeet 6tIMAeZtc&513f1..V..3stt., HO/gL Li-sottOgeaK)<-f 	1g) 

*$14CF11 Lumiik.ch'-'14Ktlii-a K)< 4 	o$1$14cL L lo-R-amT-um -z 7 Z 

ingMaeEt6tRIZA--eZtcobEl..V.-.3stt.z. -t.oem. HoigLz-rui 

...-g-i7milia K)( -f 	Ig)ffi$14cidi L -rum..741441i-a F)< 4 	19,)$ItIqcLL 0-R 

-aaveHoigLztrige-aK)( 4 	1g)s$14cHi LttLIge-  a K )< -( 	a)t51$14cLL 

0-Raet t; tc*ft HA ot 1)'.7° 	K-R-a*Ke5migt:.-..ER14:3s 4-041  z . 	tc 

. 	PTA t: (,, 	IA oigL 	-z-reiik.ch'-'12tqiii-a K)( 4 	opstl4L-Miik..-7e -s'12tglii-a 

K )< 4 	a)t51$14L a)-R-at, YT-UM -  Z7 Z i ogolaemiNt::_xmord. 

WO 2012/073985 70 PCT/JP2011/077603 

KP<^ >^©SllFv^^r 

tC 3 tl tc C UI it GO T $ y II^S tf 5 IN tc si GO W "T S tf 'J ^ 7°^ 

K^fttffti^^titfSo 

[0174] CH1$IM£CUIM(pmjsr(PM 

KP< >r ><ommtm.m^ & y T«^m«£i=r K* >r >© 
xL0h-7°£§IfiU S/c, ftJM^KpW>©tt$£&$tcJ:yftJI©i 

tf h-7°£!I!i1-S J; 9 ̂ -fi^s^tf Ij *71 K£i=rft£lXt# Ltc^mt* 

IIIi±10ffilI©tf 'J ^7°^ tlS RTtgte tf feSo 

[0175] d©^ 

Sllfc fctitftJI^ K* -f K* -f 

j; 9 tc»p-ttiti\ mMotf u ̂ 7°^ 

£ ® ft ft tc IX?# "T S C «>: tf Rl fg -e S o 

[0176] mti\ T«g#l«£l=r K* -f >©ttilCH1 K* -f >©SIICL 

jmmtzz^L 
s SLU^ K* -f >©ttllCH1 £T«^m«£l=r K* -f >©SIICL^0^® 

tf s £ «>: tf-e $ So C (Dim tc £ y N @ ft ^ L ̂ K p< -f > 

©ttiicHi £#i;j!^ K* >r >©siicL,>:0^ti^®^jFM-rs7$ y mm 

Stf £'*>^tIE^TfeS/cMS3tl, @ft^ KPW >0 

ttllCHI ,>:T«g#l«£i§r K P< -f >©SIICL £ ©£^ti£ JFMt S T $ 

yit^Stft(D%$m, gft^-rsTil 

KP< -f >©ttlICH1 KP< -f y(Dmmcit(D^ 

-SRXfmttlttZSLU^ KP< -f >©ttllCH 1 ,>:SLKp< -f >©SIICL,>: 

©£^tf£i;fc*fPJ!©tf K^fttf^fttClXtf^tltfSo t-tc 

, SfiStCti, @ft^-rST«g#ft^Kp<^>0ttlI«>:T«g#ft^ 

KPW >confix COZ5"ntis y II^StfSlN^ag®fl; 
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ii - Z t-c6 - 4 5 tz.-_,ZE -,3_ 111., 	'An L - Zitt,Iget v S -f J0WM L itt, Ig ei -a 

K)( -f 	19)t51$14L10-R-atYT-UM -Z 7 Z )0gOlaeThiNt:.:AfE0roA 

Zt•c_- 6-e5111AE -1/4354-t.Z. 	-t. otliiM, 	HIYgL -Z-R-aet Utc*R13)107J1') 

7° 	K -R- -a14K ihtSO'g V: ER14 	41.142.-1/435 

[0177] etc, *RIE1A0)-Rt$IAllfinEHZa.'Lt:.:(t (,), CH1FA±(rmml..1412tKet 

K )< -( 	1g) M $14 L t-ri, Ellii -a K )< -f 	offit14) , 	Z kiN (,, 	cLITA±(rum....4.12t 

Ait K)< 4 	19`)$1$14LtrEFAit K)( 4 	o)t1$14) a)-aatfl]$_1 - Z z: L t U, R 

---eZ. 

[0178] 3kt•--ett.6S, 	*RIE1)16:.-_,t -D --C4-a$IRtli I., tc: oPff-Ma)7J1 ,) ,'•7° 	K-R- 

t14“:.-_ -Do-c, -R-al,tclit--OCH1 L CLOV-1,:.-..8kiv-C#Cd -Z 72 i RRao) 

fEffiiltik-%z a.' L eUi R--C' 	Z. 

[0179] 	etc, 	I H 	i}')1., 	7, )krier,it*OtItt:.-.1-3o-C, 	ti-i12tKOCH1R6CLL 

1_, -CfillEllUi AMEN 	, 	3k41, , 	L.M1052—'9'—fillEll I./ZARIN 

l' -Zz:Le-- Z. ct (,)1412tOigt:.-..t, 	46taY-41-01Jt:.-_,EgoORt:.-_ -C, 	CH1 

RtCl_ a) 7 Z i RgEMINeERI4:3541.14Z. 

[0180] RA_ tS, 	"fle&O 'AAR -C71-.35 tt.Z ck -3 t:.-_, 	TUjjk..74,17Milit K )<-f 	t..L-i, 

ttaget K)< -f JV* - Z VH8 ct veVIA:.-tl-LTA-LiCiii -ZCH1 LCLe-R-1 - 

ZIEOCH1LCLoWt:.-..80 -C#CE ($D-4tcW01) 	- Z77 Z ingOla0)14 

14KR L LT', J-;CF a) KL-a-t. etls 64-LZ . 

• CH1 ODEUt Jig') J fJ•14711 (R 	6S, gEN#14 : 1 t:.-_,ENCO 7 Z JONA 

6:.:80. Z1474 ) 0 ,):')(K)L, $D-4 (#01) 	- zci_a)Eutio) 	‘18O4ii 

19)1,7J -=(T) 

• CH100EUt Jig') 	'147110) ,):')(1() L, 	$D-4 (# 	I) 	- zci_opEuti 

,) '131110) -t I) J (s) 

• CH100EUt Jig') 	'147110) ,):')(1() L, 	$D-4 (# 	I) 	- zci_opEuti 

,)164,filo)1.7J-=(T) 

• CH100EUt Jig') 	'147110) ,):')(1() L, 	$D-4 (# 	I) 	- zci_opEuti 

ZJ~7*J (N) 

WO 2012/073985 71 PCT/JP2011/077603 

^ £ *i "T £ 7c afc £{£313 tfc Jl^^r K / >f > © fill h 
KPW SlHCSffiCDfllipr 

[0177] CH1[H±(T*^ft^ 

Ft^xDmrntufa's 4 ><Dm$k)s cm ± crams#** 
K p< -f > ©SII £ Stu^ K P< -f > ©HID © ££•£M f Z Z t i vim 

?$>Zo 

[0178] U& *%BBlz<j:?r£'£ZftmLfc^pJfM<Dtf'J'<y?b'£ 
-SfalZ-D^r, £-£Lfcm(DCH1tCL(Dfl.miZ£;^rtg&TZT<ymBS(D 
mm zfe^Kizzt ifRT ffi T? $> z> o 

[0179] %tc, Lk V-JW -?0 7>JkXf0y^<D£.mz£^Z, *att©CH1XttCLt 
LTfUfflRTtg^SB^J^s ^t£#fciu LTSiMX 
mtzzttf-zzzo tr&(Dmmmz$mo)m%.izz, cm 
XtiCL07 $ J IIIB^lJIf IXf§3 *l?#£0 

[0180] KPW yttzte 
iaii^ KP< -f y^m^t^m^xfrnz^n^nm^t^crn tciif^t 
SP^0CH1,>:CL0^®tCfclNT®S£ tz>7$jmm<nm 

uTom.ti^ifmibn&o 
• CH10EU^->/<'J >?'147ft (0IJa.^ IB^y#-§- : HClEi6©7$ 7IIIB^U 

tCfcttS 147ft) ©U^XK)^, (®M) t"SCL0EU^->/<'J >y'180ft 

07W-XT) 

• CH10EU^->/<'J >?'147ft©'J i/*>(K)t (®M) t"£CL©EU:f 

<J >?'131ft©-tz 'J >(S) 

• CHWEU±>/<'J >?'147ft©'J i/*>(K)t (®M) t"£CL©EU:f 

•J > ?164ft © X b ̂  - XT) 

• CHKDEU^yA'J >?'147ft©'J iJy(K)ts (®M) t&CL(DE[}1-y;< 

<J y?'138i±L(DTXs<^^y(N) 
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• CH10DEUtii) 	'1471i10O'):')(K)L, 	$D-4 (#01) 	ZCLODE1.1j-  Jig  

') 	1231i10))1/5' Z JO 	(E) 

• CH10)Eli3 J/V) 	1754iC0))1/5' Z J (Q) 	L, $M-  (#01) 	-ZCLIDEli 

t Jii) 	1601i10))1/5' ZJ 	(Q) 

• CH10DEUt/i) 	"2134i10)'):')(K)L, $D-4 (#01) 	-ZCLODEUJ-  Jig  

') 	‘1231i_CO))1/5' Z JO 	(E) 

1:4:8, 	a' 41.6g34ii0)t J/0) 	‘6:.-_ --D1,\ ---(1, 	Kabat 6 0)e(Kabat EA et 

al. 	1991. 	Sequence of Proteins of 	Immunological 	Interest. 	NIH) 

etc, 	*RP] t:.=.80.ZElit Jii) J 7 	L/TEBili,-,3_q'ttc_- #-'41, 	EU number in 

g(Sequences of 	proteins of 	immunological 	interest, 	NIH Publication No 

.91-3242)t: Ltce-D -CENCLA: toYeZ. ts8*RHAt:.-..8o-c, 	FEUt 

Jig ') 	'Xiiia) 7 Z )Nola] , 	FEUt Jii) 	'Xiiia) 7 Z i WI 	(W41 

740N) 6, 	1-EUtii) 	"Xliit:.--$H -Z 7Z imolai , 	1-Eut,i) 

')(416:.--$1 -Z 7Z JR] 	LEP.07)-75NA_Z a.' L tichl"-CZ. 

[0181] "IC& OYArOli --C71 -  ck -3 t:.-_, a.-  41.67z ingoAa2m.„ *ftp]a)51 

-41-0-  z z.: L t:.-.. ck (,) , Pff2 a) t ,) , '•7° 	K -R-a12WIEArvg t:.-. ER14 -,3_ 404 Z 

0 

[0182] a.' 41.6 77 Z ingoAat, 	L I- 8,t Ve7r, Z 1,:.-.1-31x-CT,41.1,:q4:3541.-COZ 

a' L75064-t,---CliN Z (J. 	Mol. 	Recogni t. 	(2003) 	16, 	113-120) a.' L 75` 6. 

WM t:.:71 -7J1 ') ,..7° 	K -R--a12tKi-;oi-0)cH1 LcLo-Rat:.= -Dlivr t. 4E7 z ) 

ogoAat:3-4g3 -z 7z ingoAaA.,-zz_.-  Lt:.-_,:t .D -z-, *ft HA ot i) / -7°  

K -R-a12tK 0VVA±510-R-a75%Mll -,3_ 41.14 Z. 

[0183] Nlit, *RBA (, ffitAL$1$140-R-a75%11,111tql.tc:t I) / -7° 	K -R-a1*--e 

-D -c, 	J-;CF a) ( a ) — ( f ) 	6:.-..71 -7ZintgAa0)4113\6 7̀ sZUct (,)314tR -1 /43s 

t.Z 14[V-c_q 	241.1-:1±0)7'Z ingMaePPEOYM: ii - Z7111),-7° 	K -R- 

(a) CH1t::_gV'tZ7ZingrAaT .D -CEUtiV) J'1474i10)77 -Z JR 

WO 2012/073985 72 PCT/JP2011/077603 

• CHKDEU^yA'J (®M) t Z>CL(DEUi~ 

'J >tn23tiL<D?JU* < >11(E) 

• CHWEU±>y<'J (Q) (®M) t~SCLCDEU 

y<?]QQ{\L(D<?)\st> $ > (Q) 

• CH10EU^->/<'J 'J i/*>(K)t (®M) -TSCL0EU^->/< 

ij >?'123{SL(DV)\/5> $ >11(E) 

ZLtlib>n${\LCOi~ys<l,J y VlZ'D^T l&s Kabat £> CD;£it;K(Kabat EA et 

aL. 1991. Sequence of Proteins of ImmunoLogicaL Interest. NIH)^:#^ 

iZ LTINSO 

£fcs ^^BHtZfctjZEUI-y/t'J yfft LTlEt!6^tl/c#-§-tiN EU number in 

g(Sequences of proteins of immunoLogicaL interest, NIH Publication No 

. 91-3242) tc L/ctf^ TIE® L/c TEU^-

>/< 'j >yxft®7$ y Itasj ^ TEU^-'j >yxft®7$ y i|j (xtifr 
It0$O tdu rEu^yA'j yitasj ^ rEu^yA'j 
y vmtzm^t&7$ ;llj 

[0181] yitaS^B^L^ *fgB£(OT;£ 
£ tc <£ y, mMotf 'j ^7°^ nm& 

o 

[0182] t KfcNJ:t/v7XtCfclNTi^^tC^#^tiTlNS 

C^tf^tlTl^U. MoL. Recognit. (2003) 16, 113-120) d ̂  tf ^ 

MJtC^-Ttf'J^^f1 K:§M^ftJ^©CH1£CL0£i^tCOlNTt, ±IE7$y 

II^StC^J^-rST7^ yil^S^B^-T SC^tCd: ̂  *fgB£(£>tf'J^7° 

[0183] IP*>, *fP£tiN ttlI^SIl0^tffy^^tl/ctf'J^^ 

oTs UT(D (a) ~ (f) tc^-r7$yiias©lltf 3 

ti s ui s tc ti 2 mu± (D y^y nas tf ii m (D %M t s tf 'j ̂  7°^ K £ 

(a) CH HC # 3; tlS 7$ 7 ItaSTfe ̂  TEU^->/< U >^147ft07$ 711 
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a, EzzieCLG:ggtiZ 7Z ig0Aa- -D -cEUI- M1):/180110)7Z i 

oitRa, 

(b) CH1 tz.-_ -g-,tt.Z7'-Z igil.RaT -D --CEUtio.) '147,(A-07-1 -.-Z )0t 

RS, RrICLtz.-g-ItLZ7Z intRaT-D ---cElJJ-M1):/131,11L-L.07z J 

IiMa, 

(c) CH1r..-A- ttZ 77 -Z IRRa-e -D -CEU±:iiv) ›147,(iLL077-..ziK1  

Ra, EzzieCLIz.-g-gtt.Z7Z ingtRa-C-D ---cEUI- M1)>164,(A07 .-z J 

MR.a, 

(d) CH1 tz-gi- Z 77 -Z 10Ma--e -D --cEutivi 11471107 .--z)WA 

a, EafCLIz-g-Itt.Z7Z JOgrOAa --C -D -CEUI- /o):/"138,11Ca)7Z i 

40A a, 

(e) CH1 tz..-A-VaZ 77 -Z iggtRaT -D --C-EUtio.) >147410777 -Z JR 

Ra, RtieCLtz.-_ -A- 41Z7Z igiz6na-Cs -D --CEUJ-- /o) >123a07:-Z J 

Oita, 

(f) CH1 lz-g-VIZ77 -Z iflirMa-exp -D --cEtit -.m i) >17511L-L0D77 -Z JR 

Ra, EzzieCLt:.-_ -A-V-LZ7Z ingtna--D --CEU1-1):/160a0)7Z J 

RR& 

[0184] *RI3J109JoiSOL 1_, --C, 	-.3_ 61,:, J-Ta) ( 9 ) tz..71-4-77 	iK6R807*11 

0)77 	JR1 affRf207CA--e6fi-c14#'114t 4 - 	; 

( 9 ) CH1 r..-g,-111.Z7Z JOIOAa-e -D -CEUJ-M,) >21341077 -Z JR 

Ra, RtnLtz.-_ -A-Vrt.Z7Z iniola-e-D -cEu-i--›/I) >123110777 Z l 

ogz,Ra. 

[0185] 4E41a-ft t:.-_ -Eaa) -- 4-LT1u) 7 Z 1 NMI (,, 46t07 AAR t:.-ji- t ,t 

tz, 	-a--al,tagtz.-_otz..#0_t_, -ct,Nzo  	pfiMocHi 	7--,:(ci_cz -D 0 

-c, 	•$fg ON 1 7 I- r) i7 	1EllkiNt-c71:1 	—f521)' . J 	1,-,:ct 9 , 	±,IE ( a 

) — (g) tz.18a0)77 ----:igitRaOttA- ZtEMAR,ffl -4- ZiLb<T, AST 

, A534310 7 Z J OtR/V,Z,:.-..44:k -0-z z:LeTli- ftg--e. 

[0186] _LEY-1 K:8oz-, 	FalAt77 Z i OM& 1, , RA_ tS, i-).-F0 ( 

WO 2012/073985 73 PCT/JP2011/077603 

mm, 
( b ) CHUCKS *l£> 7 $ J -oTEUi- >S< 'J > ?'147ft07 ̂  J @£ 

B&s Rxfcuz^tn&y^ yitag-e^TEu^yA'1; >^131 ft®7$ y 

(c) CHHZ-gatlZT^ ymBSVS^ZEUi-yyCJ >^147ft07$ yfl 

&t/CUC#3;tl£7$ yil^S"e^^TEU±>/<U >y'164ft07$ y 

stas, 
(d) CHHC#^tlS7$ yitaS"efc^TEU±>A'J >^147ftCD7$ y@t 

St/CLtC#^nS7$ ymBMT:'fc?rEU1->s<iJ >^138ft®7$ y 

MS, 
(e) CHHZ-££tlSr$ ymBS?fc-?rEU1>s<iJ >?'147ft07$ yit 

WCUC#tft£7$ y@t^#Tr&^TEU:/->/<'; >yi23ft0 7$ / 

l£$tS, 

(f) CHHc^^tiS7$ ymBSvfc?rEUj->s<>j >?'i75ft07$ yst 

&t/CUZ#3;tl§7$ yiia#-efe^TEU^->/<g >^160ft©7$ y 

ItaSo 

[0184] LTs $ibizs MT (D (g) IZ^tT^ J 

C07$ ; 

(g) CHHC#^tl2)7$ yStaS"efe^TEU^>A'iJ >^213ft©7$ y@| 

S.t/CLtC#^tl^)7$ yil^#-efe^TEU±>/<'J >yi23ft©7$ J 

St^So 

[0185] ±lEll^i±tClEi6©^tl;e,tl07$ yiiaati> ^(D^MM^t & ? 

IZ, ^-gltcmiZKlHZmfelZ^&o F/rMtDCHIt/iiteCUCO^ 

T, rf5|g®V7 K0x7^ffilNfctf:Eny-^T1'lJ V^tCcfcU, ±1E (a 

) ~ (g) tc=Ei607$yif^stcm-r^^ft^^yhrchtf-e^, ssi: 

s ^SBftCD 7 $ y Ita# £ ^^f § £ t ifRim-ZfoZo 

[0186] ±IE*n;fttCfcU-^ rit^tt§7$ yita#J 0!la.l£s HXTO ( 
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X) V-L-6 	(Y) ooTto3Nogt::_A-V-Lz 7Z ing0AabN 6311tRtg-Lz a- 

LePT 	1, ki N  , 

(X) ‘‘)1/'91  Z 	R (E) , 	77 7*R (D) , 

(Y) I) 	(K) , 	7-111/*= 	(R) , 	L Z 	i 	(H) o  

[0187] -hE7J1 ') 1' .7° 	K-R-a14“:.-.1-3o -c, 	FRUaYMA -Z_I Lt, INAJS 

2 -DJ,;t_top7ZingMaIDOTtl.te, ±E (X) 	t'L- 1, 	(Y) 0)1,\Ttl. 

	

i\1 07M.---A-VI.Z7Z in0AaZ a LUOTA -Z. 	Fa 	078 

Z _I c 6, IIJA.l,S, 	2 -DL;t_h0)77 Z ingMaa),-SIJNOYPtS < L t 1 -Da) 

7Z ingOlae, ±,la (X) 	t'L- l, 	(Y) 0)0Ttl.13\ 1 0)M.:.-A-VI.Z7Z 

ing0Aa -Ztli'-at:.-_, Rt,J0)77 ZingMaeAtsZgt:A-V-Lz7z) 

OgOAa -zz:LU07,,g -Z. 

[0188] etc, ±3LR0D7J1') /' .7° 	K -Ral2tKODtkaia, 8 ck Ve, ±E (a) — ( g ) 

t:.-.. 7j -  7 Z I ogola oca) 7 z i OgOlaeRfEaYalA -z 7Z ingola 

LtsZ ct 	(,:=2,_ -  Z*R1E1 )10-R-a$MMIttc , *ftlEIJIa)P T 	Lofee 

--eZc. 

[0189] *RP] (,:.:80-C 1-2,R_I t:.--itt -Z 7 Z inoAaL 1, --C6, ±3LR I., tc-/VVA 

tia)7Z ingMat:FR64-Ltso. 	4.--ett.l,S, 	7J1 ') /' .7° 	K_RAi7tKtz-_- 

tAfE*i'i2tKt::_'D1,\ -"C, 	xIIROD`j 7 I,  r, i7CE110tc_- *1=1:J- 52  ') 

1,:.-..ct t'), YT-UM -z7zing0AaRiffl - z:Le-- , -R-a$M11 - 

z ct -) t:.-_, 	1,A 3,131i1a) 7 z i OgOla_Rt:.-..4 -  z a-  L eUi g"--C 	Z. 

[0190] ffitIM_JIAtiLtjltlM_JIAtia)V-1,:.-.7d,aYgtsaft4AL,--cfflOigL L/ 

offit4L$1$140)-RatfAli-.35 -ftZt-AC:80-c, *tIM_JIAti (VH) L$1$14 

U, 	_IAti (n) a)V- --e#0 -z7zingoAaL1,-ct, INAiS, ffitIM_R  

q±51FR2o73911 (INAJS, w02006/1069056:.-..8o-cgEN*14 : 6 L I., -CENC -,3_ 

t.tc7z inMENt:.-.1-30- z39#1A) a) 	")i.,9' z 	(Q)L, $D-4 (#01) 	-Ztjl 

$14 iPkilAt5-1F R203811 (INAiS, wo2oo6/1 o69o5t:.-.1-3o-cgEN#14: 8 L 1,Z 

BE 	 tql. tc 7 Z 1OHEN6:.-.1-30. z44#H) 19)i/g z 	(c))7yilsi=,4-t;f4z. 

-,3_ 6t:.-_, mtlMval5.1FR2o)451i1 (INAiS, W02006/106905(z8o-cgEN#14 

WO 2012/073985 74 PCT/JP2011/077603 

X) (Y) 

tifbf S LIN ; 

(X) ?){,*$>& (E) ^ 77/<7^>H (D) , 

(Y) (K) N 7;U^r-> (R) , \lXlVy (H) 0 

[0187] ±§E*°IJ*7°I mmonffitttz] t&s WTL& 

s 2 -DM±CD7$. J ±§E (X) £fct£ (Y) CD^t'tl 

frl (Dmz^Stl&7 $ & z t^WMt&o 

£t£s M?it£, 2-DM±(D7^ £t> 1 -D(D 

:p$yiiasif, ±IE (x) g^cti (Y) (D^tnt^ 
yiias^w-t^ii^tc, mv o)7$ jmB&ifmt£z>mz^£tiz>7$ J 
IiaS^rWt" ~b Z. t §o 

[0188] %tc, ±ft(D7fs fc<m ±IE (a) ~ (g) 

tc^-t:p$ jmBsomoT^ J mBStfmsomffiztiT & 7 < yiias 
£:&•?> ct 9 tCfi£|£~<r•i)^^0^CD^-nfU^P^';i:fc £fc, S 

[0189] *fgBj^c£iNT r^j tc^-ra^s yitas^ LTt^ ±^L/c^^I 
ii07$yiiastc^^ti^iNo %M%-e$>tii£s 
&MM£wfotZ?^Xs rials© V 7 K^x^^ffllN/c/lN^Py-^T1'1; y<? 

^MCct^U 7$ y II^S £ M, tJH t~ CI ^"n 
£ <£ 9 ^ N m&tiL O 7 $ y lias * im. tz t Z> H t if RT ffiT? h £ o 

[0190] mm^^mtmm^mo)^mtzmmmK%^mxbxm^t L& 
mm^^m (VH) tm.m 

*s^m (VL) (Dnmxm<ktz>7$;mmt LT&S 

^IJiFR2039ft (m&\ WO2006/106905tCfcINTIB^lJ#-^- : 6 t LTIES^ 
ti/c7$yili3^tcfc^^39#@) (D7)\s$ $y(Q)t, mm tz& 

IIqT^IiiFR2038ft (0Ja.t£N WO2006/106905tCfclNTIB^]#^ : 8 £ LT 

IE® 3 tl tc 7 $ y 1113^0 ^ fc tf Z> 44# @) ©W^XO) if m tf ^ tit# Z> o 

ttlIqT^IiiFR2045ft (0Ja.t£N WO2006/106905tCfclNTIB^]#^ 
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: 6 L L/TENt,tql.tc: 77 Z iRgOln:.-.1-30. Z45#1A) 0)1=14 :> 	(L)L, $D-4 

Z$ItIMA_IA±5-1FR2a)44fil (IN A_ tS, W02006/1 06905(Z80-CgOd# 1-4 : 8 

t:Eilt,a) 7 Z I REM t:.-.. 8 tj.  Z 50* IA) a) 7°1=1 I) J (P)751TiLMZIN7J -,_41.141 Z 

. 	1:4:8, 	a' 41. 6 3giiia)t J/ V) 	‘l,:.-_ --DliN --Ct, 	Kabat 6 0)e(Kabat EA et 

al. 	1991. 	Sequence of Proteins of 	Immunological 	Interest. 	NIH) 

t: I., --C 0 Z. 

[0191] a.' 41.6 7 Z i ogoAat, 	L 	8 ct Ve7 r, Z 6:.-.1-31X-CA 	6:1 #:3541.-C 0 Z 

a'. L 7Y% 6tt,---C o Z (J. 	Mo l. 	Recogn i t. 	(2003) 	16, 	113-120) a'. Lb` 6, 

YOU t:.:71 -7J1 I) 	.7° 	K -Rai2tKJ-;0i- 0)VH LvLo-Rat:.= -D 0 --C-  t, ±27z J 

ogoAat:3-4)7 -z7ziogroAaA_,-za- Lt:.-..ct 'D -C. #n12tK a) Ul  A_IR X OD 

"Ra75%1_1111 -,3_ tt. 14' Z . 

[0192] ct t') 412tK lYg I,: (,, 	ffitIM_Rq±=718ct Vet51$141AtA gtiNti-E1* t:.-.. 8 o -c l, 

, j,;t-Fa) (1) 	L 	(2) , 	V-c_- (,, 	(3) 	L 	(4) 07 j7 Z ingigAaeRfEa) 

wl: ii - Z77 -Z ingigAaTZttvf2tKL - Zz.:Let1641.1'41 Z ; 

( 1 ) ffitIMA_IA±5-11,:.= -A-V-LZ 7 Z I ogiola-e .D --c, Elltii) 	‘3911 

t:.:$1 - Z 7 Z J gggla, 

(2) $1tIMA_IAtit:.=-A-V-LZ7Z ingioAa-e .D -c, EUtiV) 	3E34ii 

t::-$HZ 7Z J gggla, 

( 3 ) ffitIMA_IAtit:.=-A-V-LZ7Z ingrAa--e-D -c, Eutio) i 	454iLL 

[0193] 

(,:.-_$Hz 7 Z J gggla, 

(4) $1tIMA_IAtit:.=-A-V-LZ7Z ingigAa--e .D -c, Eutio) j".44,fil 

t:.:$1 - Z 7Z J gggla c, 

±E ( 1 ) 	L 	(2) , 	(3) 	L 	(4) 6ZENC,07 -t- t1. -t11.0777 Z inglAal,  

, -RaLtditu:.-_ThiNt:.-aitt.,-cozo 	ti, , pff -mostIm_JIAtitct 

$1$14_1Ati6:.-_ -Do-c, 	IINC) V 7 I- r, i 7 CE11 otc7J1=1 	—52  ,) 

	6-. 	tj, 	±E (1) — (4) 	6:.-_,Ea477z ingAat:.-.14)7 - Z5311CRiffl 

a.' Le 	, ift 767 . E,A3gao 7 Z JO  grgla2,R 6:.-..4j -  Z a.' LeUig ---e 

Z. 

WO 2012/073985 75 PCT/JP2011/077603 

: 6 t LTlEi6^tl/c7$ (DnJ Ss>(L) ts 

"T-?)SIIqr^IiiFR2044ft mXU, WO2006/106905tCfcIN: 8 

KBB*6©7$ y^BB9!UC£tt£50#g) ©7°P 'J >(P)tf&BSt3J^3 

o ZLtlib>n${\LCOi~ys<l,J > CflZ'D^T l£y Kabat £> CD;£it;K(Kabat EA et 

aL. 1991. Sequence of Proteins of ImmunoLogicaL Interest. NIH)^:#^ 

iZ LTIN-SO 

[0191] sMBS&s t. h&<l;v:^oxtz&^rtmi£tz<i%feistir^£ 

Zttftobtir^ZCJ. MoL. Recognit. (2003) 16, 113-120) d t tf b. £ 

MMtZ^ttfiJ*y°1 F&'&fo&LftOVtitVMD&'&tZ^Tbs ±157^7 

, ^TO (D t (2) N gfclis (3) £ (4) 07$yitaStf|W|ffl© 

£d£tfplf £*i?#£ ; 

d) mm~Rig$Mi$tz^£tiz7< EU±>/<>J >^3m 

T &7 $. y ItaSs 

(2) EU^VA-'J >?38& 

t" &7 $. y itaSs 

(3) yitas-efe^T, EU^VA-'J >?45& 

t"&7^ yitaSs 

(4) yitas-efe^T, EU^VA'J 
t"&7^ yitaSo 

[0193] ±IE (1) £ (2) N (3) £ (4) tZtmO^H^tKDT $ 7 I£$IS& 

SilqT^Iiitc^lNT^ rials©V7 y<? 

mtz£vs ±IE (D ~ (4) tciEic©^^ 

-td£tf-e$\ iSiu yitas^B^tc^-r^d^tf qrt^-efe 
§ o 
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[0194] _hgEt-ri42t“:80-0, 	FirdAtZ7-i---ziogroAai a, iNka, J-;CF0) (X 

) 	j-,-ca (Y) ok,\Valpog4=-A- 11.Z7----,iNtRa75\63iitRz.35 ti.Za.- Le 

tcT 	1,0 ; 

(X) ‘‘)1/5' Z %O/A' 	(E) 	, 	7 	i'5*:/ggt 	(D) 	, 

(Y) 'P)J (K) , 	7)1.*=:1 (R) , 	L.Z 	i (N) o  

[0195] _LE (1) — (4) t:ENC07ZiogroAat, 1C-g, 	L 1-8cot-vr,6z.-.. 

80-Catt.T'll, 

( 1 ) 	‘)1/ 5' z. > (0), 

(2) ‘‘)1/i9 Z 	i(Q), 

(3) El-f''',/(L), 

(4) • D i=i I) 	(P) 

-eZ. It-D -C*RHAODPT 	LA`natili\ --"Ct, 	a-  tt. 	7 Z iggtRae2, 

•Ic (151.1k6 , 	ZA7z.:ingtoffill) 	(z.:11t -:_01,Z. ts,8, _OE (1) — (4 

) 07Z iggtRaof--iNa, o'Z‘T I., t_hgEo7 --z AtiRtt_ziatt_oaT, ?A 

7Z I Otitz.-A 	z to 7 Z: JAgt -C -D --C t ctk,\ . IN A_ a, $1011EPAIA±A± 

07Eul-‘. 1) •J 	"38116z.z$H --Z 77 Z i WAL L, --c, 	L. I- ova-a, iNkts, 	E. 

J(F)-e--J --ct,„0,\,:, 	ta, 	.1:Me4 (iNktS, 	J. 	Mol. 	Reco 

gni t. 	(2003) 	16, 	113-120) 	-_4 1,3g -Z J_ L tZ.-_,:k t'), 	gttioiEgoliifftz.-_ --D 

k,\ --c, 	. - 0)4312(,:.-4H -Z7ZigOAaaAMN%Zzi•LIPIE.1fil--c43 (,), A 

ST, 	gA7-1:ZiggtRatz.-_ --Dki\ -cEM (INA.a, 	2,,, 77 -:Zingtffi_i) 	--Zz: 

Le-- zo 

[0196] UMEM_RIAtIL$110A_JIA*037-(,z.:41± -  Zr Acit 7 ffMt Z7 z 

)0gtRawl'A --W,P-1,ht7zingt, l_R1_, -c, 	ElrligLl,fso*E4L$IE4 

o-R- 1-1#11$1J1- zt-AViitz.-.8L\-c, *NITI,  VAX (vH) LWAT:MiAti (n) 

a)37, --eR7101 	7 	J:FM LA141  z 7 z ) g'30Aa L I., z a, 1511A. a, MOTS,  ?ki7  

/A_E0)45(107i=i 4 	(0 L , $D-44- Z$1$1417, VAti_h0)441i10) 7'Q') '(P 

[0197] —Migtz.-_, 	I- 	7.10t 	7 (hydrophobic core) J 	La, 	-R-a Litt I) /-7° 

WO 2012/073985 76 PCT/JP2011/077603 

[0194] yltasj ti, $J;Ui\ UTV> (x 

) ^tcit (Y) J il5£Sfr <c>31JR3tl-2> d tif 

$?£ LIN ; 

(X) ?)\,*5i>m. (E) , TX/^dr>SI (D) , 

(Y) ijy> (K) , 7)\s^~y (R) , (H) 0 

[0195] ±!E (1) ~ (4) tzIEic®:^ yitaSti, khfcsJ:t/?^xi: 

fclNTti^tl^'tl 

(1 ) $ XQ), 

(2) ^ju^$XQ), 

(3) p^vXL), 

(4) 7°P 'J XP) 

T&§0 

^ yit^ott) tc&sti^o ±!E d) ~ (4 

) ©:P$ y|£aS£>ffi§iti, &1*U=&±IE©7$ 

Ja\, $J*-ti\ SIIqT^Iii± 

CDEU^VA'J y?3&mz^t2>7$. JW.t. LT, t h0tI-&, $J;iti\ tl 

X^vX HjTfe^Ttxt^o MaH^ti, (0!)*.^ J. Mo I. Reco 

gnit. (2003) 16, 113-120) %mMT £ Z. £ IZ J: y, 

INT, ^©feii:IS^"ri>7$ ^tST&y, m 

t\ m%y$ Jwrntz-D^xw^ (^JA^ yn^M) t&z 

[0196] iz&&?7%%mtz>7< 

i fa£ 
n$m(VH) tm^^m (VD 

0 TSfoK'14P 7 £ JFM U# £ 7 ^ lias £ UT ti, mk ti\ fill 
&®±<D4btiL<Dn*(*/>(L)£s Z>m&?J^m±(D4MiL(D7n >J XP 

) £$HSn:0!l^f Z>Z£ if T $ £0 

[0197] — JlSfttC, I'JfcKttPT' (hydrophobic core) J £ ti, x*•" U tc tf 'J ^ 7° 
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K a) !VP] vz.. r7Ett 7 z i R0114814e -a I., •-c):[ --  Z 311133•#ii -... 	*ft 

7z ingig::_t, 	INA6S77=, 	-f v 1=1 -f :> 	, 	1=1 -f :> 	, 	)( 	7J-=, 	7 

=)1/7 7 =J , 	7°1=1 ,) J, 	I- ,) 7°1-7 -77 	, io) ji-sEe-A-v-t,z. 	etc 

, V7.1< 	7 0):M t:: (,, V7.1<ft 7 Z i R1- 07 Z i Nola (INA.tsi=i 

) el341--)z a-  Lt 	zo a-  a)V7.10t 	7 1, , 0,71017 z JR0114814/391-10J 

t:_-_2ffl -ZV7.K,ht 	L Lt t:.-.., *ghta)7J1 ,) , 7° 	K a)-R-a 	AY) Z MR 

LtsZo Atsz 2 "D a) K)( 4 JoyR7.Kft77 z ingw31,:.-_#/11.„ 7.1< 

. 0D-c, 	2 --Do K)(-f A, IIElii ,)1/*—A,-.P-,3_ -ft, 	-k-ZIE -ztcribt:.= 

, mink`-RaL, V-a)V7.10t7 z i Ogrg53t:.-_±1t, 41., V71< 	77 V:f 

Z a'. L (,::_tSZ. 

[0198] t') 	.7° 	Ko-Raek_d:. zst:.-_, r 7.Kft 	7 V:F - 	Z V7.10t7 Z JR 

75\ 6 	'iroA -Dfri-Itt7s.z JR^2, 	_ -zz._-.Li,:.-..ck (,), 	.10t 	7a)):[ -W 

TAtql., -t- oem

ti 	

Ko-R-a751E..Vitg-Lzto

7 	

A.641.z. 

[01 99] *ft EIJI a) 7J1 ,) 	7° 	K-R-aptqzt, 	-1 /435 6 I,: it a) 	V-Alird- 	LAJEll 	z a- Le 

--e,z,, RAis, 	—O)VH (VH1) L M-0)VL (VL1) , 8 ck rf/V-L- l,M= 

OVH (VH2) L M=07VL (VL2) 0)-Raeilla-,30(LZ ck -3 t:.-.., *RBA 0) 1-2,_1 

t:.-..)NA. --c, 	— 01-1$1401PkiAtit::_#/± -z 7 Z i R114814 	ck (,) ic 	0114814(k 

nob; 5-,E)t:fflitll„ 	t -3 —01-1$140$D-cjl-z ikilAtpit::_#/1 -z 7 z jR 

%AA 	ct t) d \ -1 /435 0114814(h° Le; 	'4'135R) t:.:fflit -  Z a.' L t:.-_,t 'D z. 	'Alde=11;$; t:.-.. 

gEffitql.141  Z ck -3 t:.-.. l., -CVH1LVL1, 8,trie/V-L- 1,VH2LVL20)-RaVilat 

-ft, eArligt:.:VH1 LVL2, 	8 ck .0e/VL- 1,VH2LVLiot I), 7° 	Krma)-R-a 

66:.-AtMA-zz.:. Leii - g -  - e 	z 	(W01996/027011, 	Ridgway JB et a l. , 	Pro 

tein Engineering 	(1996) 	9, 	617-621, 	Merchant AM et 	al. 	Nature Biotech 

[0200] 

no logy 	(1998) 	16, 	677-681) 	c, 

_EEO t ') / .7° K -R-ai2tKv,F1.,-z t:.-.13;-- LT, 	K)< -f J1,1-44,' '7°  

Ktlii-a--ee-a-,3_ tt.Z it, 	K)< -f J ,' '7° 	K ,) J)J — 	l., tz -_- 	.7° 	Ke, 

-a-clia-,3_ 4'04 Z. 	z:otaat:.-.80-c, 	i-‘-')Eil -,3_4-t.zi)t—L LT 1,±ET 

WO 2012/073985 77 PCT/JP2011/077603 

:p$ygHc&, mxi£T^~ys 'fVP'fi/x CK*>X = 7 
ji-jiyT^-ys 7°P 'J >s h'J7°h7y>s y<'J 

\ m7k=i7(DjfMiz^ Jmmo7$ Jnas mxttims 

y) 1fMtoZ>z.£%1bZ>o d®St7X14=1IITR^ T7 $ J 

lzm&t2>%LMk£m££ t» K, 7K;M£©tf 'J *7°1 F<D£&ZMit)&®Mti 

jotteZo m%z 2^0 KPW XDM^T^ yittfTK 

K • fcf—LT Lf 9 

o <£^T, 2^0 KPW t&tc&lZ 

s Sinc^u ^ScDSfoKtt;7^ 

J&t&ZtlZt£Z>0 

[0198] tf >J*7°1 F<D£-£&mzZf£lZ. miK'&^TZJfMTZWK'&TZ JWL 

PMStU tf lJ^7°1 K©£^tfPM3tl£fc©£^A£tl£>o 

[0199] *fP£CDtf 

T?$£o f§-©VH (VH1) £f§-0VL (VL1) , 

®VH(VH2) tWi—COML (VL2) tl£ J: 9 tZs *fP£© Tfi^J 

tCjP;iT, -^(Dm^^Mmz^t ̂ 7 < yililiJII^J: y*$lMliJfI(k 

nob; ^HcM&U =fc 9 Z 7 $ ^ II 

y/jN^lNilUII(hoLe; £R£) ^ J; o T, ^itBtf^PlUC 

IBM3tlt§£ J: 9 IZ LTVH1 tVUs £<fctf/£/^iVH2£VL2© ££•£{££ 3 

t!\ ^faOH1£VL2N /ctiVH2^;VL1 ®tf 'J *71 KTEUCDZS"^ £ 

1$ btZ$mtZ>Zt1f~^m-ZfoZ> (W01996/02701 u Ridgway JB et aL., Pro 

tein Engineering (1996) 9, 617-621, Merchant AM et aL. Nature Biotech 

no Logy (1998) 16, 677-681) 0 

[0200] ±§E©tf ')*7l K££-ft£fFi^-t£«LT, & KPW yitm^7l 

KfcTn TfcTn 3 tl£#L & K p< -f > 71 K 'J > tl - Zfi- L tc*7°1 KIS 

^•-e^^titf^o 'J yt-t LTti±iE"e 
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IN7Ii-,_q'tZ ,) J)J —GAL INAiSHis,91 	, HA,9 	, myc'91 	, 	FLAG'90 

' .7° 	K,5, 	Z ,) 	t —t LAYALVH -,3_ 1.44Z. 	t•z-_-, 7EZtii-a, 

)1.7 -I Iliii -E`i, 	A 	ei -a , 	-f 7J- 	ft M 	,f'FJEIEJ 	tc l, 	z: tt. 6 10*Ei-PrID KL-1, -ft r_ 

ct 9 miNt:.-Aia ,ttNt 	t.cpTftt._finEll 1 /4_ 4-04 Z . INA_ tS, 	tii-,120CH1LCL 

riFil 00,fil ft efil PI fs tat 9 , 'NT 1=1FciiAtia)-Rat: lig I., --C 114 At a) =*!tiAtt 

tA14K 	EN L 	Z FOiRIAMEll kJ \  6 )(Lk 9 	Z . :5 6 t:.-.., 'AAR --e 2 a fs tt, Z 

ck -) tz.-_, 	K)( -I J134 tz.-..)M -1 /43s ttZ 	)1.', 4 Ke-at, 	tz-_- pTimt-,-..*LuEH -1 /43sto'.4 

zo 

[0201] *RE91(z1Z 7111), 	K-Rai4KL L-C, 1Nk6S4 1 7,4 1 9 8,trie>4 

2 4 r_Eafs tt.ZIeetf641.Z. 

[0202] *RBA tz.:* Z 11 ,) /' .7° 	K--apt angamatkkii-otovIm L PI l; 
r.ck 911M  fstt.Z. 

[0203] tc_- *RIEIJI a, 	*ft HJEJ a)7J1 ,) 	.7° 	K-R-E\ci4K 	— K -Z7J-t ,) 	1,7J- 

K tz..rA -zo *RBA a) 7ft ')''7° 	K-Ral2t tg., 	1IssoftIR. ,9i—t:.-..maa.)-31A 

z-. L e-  - c' 	Z . ftIR, ,9i---ei_Mtcr,i'gtVfMi=41.„ 	7J-.0), 7° 	K-.-  

al2toRTRAML 	Z z: L e --e 	Z . 71t ,) /••7° 	K-Ral2t0DRIRAM 	PIM 

L, itzI_EIVJN 6 RIVIt C11115C0-tt. a, 	„,gAt') 	7 I, 7J-  5- K r_ck -D ---c 

— K -1/4's ti.Z7J11) /7° 	r 'Rai* 	11R,14't Z z: L e-e k Z. RP t*RIE111t, * 

RHA07j11)7° 	K-R-is-i2t— iz7J11) 	1,7J- 	K -A-tiN,,9' —, 

,IA, 	5' — 	Qti -ZMM, 8 ck rf,1011111±3aI Li3aI_EMIP 6 7J' ')/' 

7°.. K-R-aptriii -z a-  L 	-Ali\ 7J1 , ) 	7° 	K-Rai2tKori)That:.-..rAz 

. z:41.661Nk6S, MENdifgattALF10051t:.-..ct 944Z(7_ Le-- 	Z. 
[0204] E3lajamt 

MotRA tz.-.. 8o -c t, *RBA t, 	( 1 ) fj-imAitca K)( 4J (2) Fc-y...7-4 

'PM:MI-  ZAi-a3titeeT L,--c ozFc;:a15.7A-A-tiN K)( -(J, &ti ( 3 ) CD3* 

-a K)( -( 	-A-tiN7J1 I) ,'•7° 	K---ai4K 	,)LoJ3•L 1,--C -A--ZEMKA 

#At'114 -Z. R, *R1311t,E,A4-a14K5-LM5•L L-C -A--ZEINA.,. 

V,7341-Z 8‘,*ITIJ (MINA .V. 1,73W8VAIJ) , NINtienttfAIJAIA-3,t vet-AMU r_ 
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M^ 3 tl -g) 'J > tl — (D0!l X tf H i s ̂  HA £ 0\ myc ^ F LAG tf=§(D 

%tc, ?m^s vx 
JU7-r -f d ti £ ® ̂ £-0£!£•-& tc 

J; ^Ijxtf\ ^TL^OCHI <hCL 

[R]tf3 ti/c U % ^7" PFc^Ii^cZJ^'n'ti-l^ LX 

t&o $blZs ^MJ-CIBi^tlS 
£vlZs >ffltZftM$tl£>>X)L>7 -( Ffa&bgfctif&izfUHZtim 
*g) o 

[0201 ] izmz tf ]j * 7°i t LT, mx tf m 11, ii 9 fc £ t/m 
2 4 tC IE® 3 tl § H*§if m tf b tl § o 

[0202] ^fgBjuc&atf u*y°i i;#^ 

tCJ:UftM^ti§o 

[0203] *fgB£0tf'J^0?1 Kt£tf'J b:*?1 

Ktc^-r^o K^fttf, &m(D%ii^^^-tcii^ 

frd^tf-esso tf'j^7>K# 

£ t £ d £ tf •t? $ So tf 'j * 7°i 

U i£S±;*tf ^§£tf >J 7? \y^1 Ktc<£^T=i 

- K3ti£tf * 

mm tf 'j * 7°i £ =i — Kf £ tf•; 3? o u ̂  51 K ^ 

^0 9 t £»s fc ct: tf ^ 1 £i£8 Li£8±;t tf b tf U ^ 

7°^ >J*7°I F£&fa<D$tmjjmzmT& 
o il ti£> tf$iJA.tf\ t.fs|^©^/itc<k U ?#•?> tl t.if T?$ §0 

[0204] 

S'J^li^tCfctNTtf, (1) (2) Fcyg# 

<*tCttt-£^£®1ftfteTLT^£Fc^$£#fr KPW X &tf (3) CD3^ 

£#frtf 

£^§#-r£^aj s ffl^js^y^ifccfct^ia^jtc 
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rAl- zo *ftmoEMmtu, C8*AMzkiNagfiALIL 1, -0,11 0 z z: 

Lt— ?s zo *ft EIJI opUlliNig.V.734.8*ALI, UlliNtWAMIJALI 8 ct vetr-AALI U 

, AVE#_,, l, -cozki-* A-.. tg4ft4-zU,  ligttezkl-Mtz-A64-,3_41z a-  L 

ii 	I., 00  

[0205] it, 	*R13)16:.-_8‘,N-C, 

( 1 ) tiEmea K )< -I 

( 2 ) F c 7 ..' ?-4-14“ :3-Nil-  Z eaAtte1ET 1_, -c 0 Z FOiRtagtiN  F' 	4 

Rye 

( 3 ) CD3*Iia K )( 4 	, 

Ati,7i1 I) / .7° 	K---E\cf* ,)-u- 3i•L L -cg  	z. MINICV,g71458*Ali 

, 	NIIIiNtilMtali Ali 8 clz Vqi-EPEALIU, 	,!,A7J1 I) 	7° 	K -Rai* 	-J-* t:.=.4'41-  

zif'i' 	-*A-tiNt.Afitz:14:1-€1•W--z51, 	tc a, OEM .V.,73W8*ALI, 

liMiltfAIJITI.18tA-1,-aPJ0),t:.-.8 0.  Z IAt I) / 1 	KA--a14K01C,11 

LAIR-0-Zz:Lt --e_kzo 

[0206] *RH)] t:.-.1-30 ----C, 	I-  ( 1 ) ttagea K)<-f J, 	(2) Fc7.117414“:3-,11-Z 

eaDt eia-F I., --C 0 Z FOiRtAgtiN  K) -f J, Ezve (3 ) cpuia K2(-' 

, 	-A- tiN7J1 ,), FzNA--ai2tK0J3L t., -c-g -zi 	Lu, 	,!,A7J1 1),  

'7° 	KA-al* 	t5tsAtt3 L 1_, -cgtiNL ki \ -') SA T 	tj . 	giA t I) 	1 

.. 	KA--a121COD -g*$/i13R4-Z t 0-eUts,o0 

[0207] %t:.:*ftlEIJI t: 8 0.  Z EM*M1t, 	zkiNaUlliNig.V.73W8WAIJ, UlliNtifit 

tfAIJALI 8 ct vefr-APJt-,:tt, ;OR t:.-..FrA u-c4tomNo t I) 	7° 	K-R--a1003q2, 

Q :54-M z 0 tc L AiS, PI — a) ttow, t:.-. eat z *R a) *ft HA amo) 	.7° 	K 

A-a14ot 	-5--)1,L -z a- Lt:.-.. ct-D -c, 	,?,Ati--05tIRzufliN6:.3-,i1-zil 

nitiviiiHEHNib-e_k zTs,  witi)%zo 	Dzk,\ a, --Dopii-mtzzii-og 

ea K2(4 	-•AtiN*ftlE119)7J1 ,) /•7° 	K•Ra12t“:.-AA.---c, it oatiogize 

aTzfAmilia K2( 4 > 	-*A-tiN*3t13Aot•I) 	•7° 	KA-a12IcgE--Z _L 
I
Q 

. ck t,) , %xW5ItMeiA6 61.Z. 

[0208] 7-z-_-, 	;051;.-.1.7‘ u*R HA a) t i) i ..7° 	K-Raf2tKa74 	1=1 t i-t)l. (I II  

WO 2012/073985 79 PCT/JP2011/077603 

mmmmmmfc<£tm&j& 
. RTt&tt 
tfSfS IA\> 

[0205] 

(1 ) jjiI^h7'fX 

(2) h7-fX 

$.£>' 

(3) CD3^KPWX 

, fc<£mm >J*7°I 

mmmmmmis <fctf^&j©iiMcfctt£^# !J 

[0206] ^fgBStCfc^T, r (1 ) Stjl^K^>rx (2) Fcyg#<*lC*fr£> 
^S1£tfffiTLT^£Fc^$£#fr K*>TX RXf (3) CD3^KP<^> 

. t&s mmvj* 

1 SfcO-CJi&lNo 
[0207] mz*mmz-&ttfe£Wi«iiS!^#>£ii$y, mminw 

^MJfc cfctftfiilffi&KCldu I&WK Jfo U Ttf >J*7°1 
£$nmz0 fctzi& 
££{*(Dt)<7iJi'tt&ztiz£^Ts mmws%m%tz>mmiztttz>m 

-zxDfomztttzfom. 
ilS'n' K y ^T V ca £J CO tf 'J ^ 7 "51 Kt<- JP A. T% $i(Dyih$nWslr<-$n 

GTZtn.^'S K* -f mtf 'J* 7> d <h 

tCcfcUs 

[0208] ttc, 'J^y°i (LK 
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1=1*)<)1.-t)1 / 1=1—, 	-ff7, 	t') 	[)<)1/)< , '))1/Ri 	107-1 

1=it7°-t)1/) 	t:.-..11- A-1 / 43541., 	1=1-1K17v5')/v)- 5-1-x 	( I) 7J1V 
—1A, 77 )1/1Z-Z1=177 -1. 74 	1=1I7)14) 	. tirLaVet 

i t 7°-t)1.) 	L tql;f4Z 	("Rem i ngton' 	s Pharmaceutical Science 16th ed 

iti on", 	Os lo Ed. 	(1980) 	OPg) . 	:5 6t:.-_, 	MAIJ4Ntta)AzAIJL -Z51 

t L\,.iii--e(,), 	i!,A511, *ftlE91 a) 7J1 I) ,'7° 	K-R-aptKt:.-_MEH-1 /43s 4-044 	(J. B 

i omed. Mater. Res. 	(1981) 	15, 	267-277, 	Chemtech. 	(1982) 	12, 	98-105, 

ItiE,M3773719 1-4, 	V.11,11iEVL`JMNEP584811-41  • EP133988 1-4, 	B i opo lymers 

(1983) 22, 	547-556) 0  

[0209] *RBA 0) EMKI.Mt, 	Z o WillIIN±PRAYAIJAIJ 8 ck vettLE=ALU, 41D, 4-r 

m=a-400T4-Lb\t:.-_,t -D -cttt:.-.4-4 -za- LeT 	Z. PT 	I., <1, 4-r41 

D44--eZo*Z44-51LL,--c1=14KOgt:.-_t, A41-44, 	44,, 

11$44, MsM.41-sE75 ,1641.Z. 3 41-444L,--ct, INAJS, IIFIIRA 

41-, ii1FA3 41-, likK°A41-, 1 -FA41-1-sEe6ls  641.Z. INA.tSA41-44 

t:.-..ct -D -c*RIEIJI a) EM*Mt , 	Z kiN  tOeiNig IV173W8*Ali. MiNtie011tfAli 

AI_18 ct VettLE41_1754 V-Z.: tiRqE13rlig t:.:49:4 -- 	Z0 	fit" 	tta)*tt, alt 

t:.-- ct t')LARtR645131.ttRZ a.'  Le---C'z o  44i'LL,-ct, INA.tS, — 

El 104'4 t:.= ---D 	12M1 kgtz-_- (,)0.0001 mg75\61000 mg0)0-,#TN:4275qatR 

e,Zc, 	ZI,\(,, 	RAJS, 	+,,ttz-_-  (,)0.001 	mg/body75\ 6100000 mg/body0) 

# --e44-ieilitR:541.1420 	L7\l,1-se6, *RIE1)10EWMIttz:41.6 

a)44i1:$1_11Wtql.z tax-etv'soo 

[0210] *ftlEIAIDEMMItt, g'at-,.-At -D -ctlAutz z.: Le--e% 	(R 	6S, Rem 

ington's Pharmaceutical. 	Science, 	latest 	edition, 	Mark Publishing Comp 

any, 	Easton, 	U.S. A) , 	EaYg6:.-..-tql.ZtE112tKAJFItIt6:.-_ -gti`t OT 

--C t ct 00  INA6SYT-3tttALI, PC:FOLI, Zt A, 	-A, q#A, kt 

AIJ, NOI-AIJ, SNP], 	KILAIJ, eam, AAP], )p5RAIJ, MEyht1ZIAIJ, 

WagAMet1641.Z0 %6::_z:41.66:.-ALIFR:stt.T, 	- - 0Dit:',41,110#E112tKeILASL- 

11,11 --eZo 1412tKO'gizt, 	$INA:K7.1<17-1R, 	.Lgt,, 	ME% -t)1/ 1=1—, 	7 	= 
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-tz^x tf'j istm*$lunt] 
y Uti7°izJly) IZ^A^tis ('Jtfv 

— A, 7Jb7'<>$^P77x7v -f 7 

y 7°"tz,lU=f) £:^tl:f§'i> ("Remington' s Pharmaceutical Science 16th ed 

ition", Oslo Ed. (1980)^#B§) 0 3^Cs ^£ij£(DWMttZJife 

t&ai-c&kK F£&mzj&H$tim& (J.B 
iomed.Mater.Res. (1981) 15, 267-277, Chemtech. (1982) 12, 98-105, TK 

g^f§3773719^ ̂ 'M#I^M£^EP58481^ • EP133988^ Biopolymers 

(1983) 22, 547-556) 0 

[0209] HPS # 
SfS L< tf#H 

• LTtfJlftfttCtfs M&^s H 

t if mi bti^o ait&^ LTH mtf\ tiMfta 
n is ft aits ft ait, ^Tait&^tfWbtis0 mtfait^ 
iz£?T*%m(DWMmf&^s mmmmi 

mtf\ -
^(D^y.-^-lZ'Z) $ftjfi1 kg&tc lJ 0. 0001 mgtf^1000 mg^lBlHT^x-^MtfjliR 

T'$'i>o fe£lNtfs ^s^fe/c lJ 0. 001 mg/bodytf £>100000 mg/bodyCD 

(D&^-w tcf y m $ ti £ t ®T? tf ^ i\ 

[0210] *fP£©g2£Sfi/£$|tf, (^Ijxtfs Rem 

ington's Pharmaceutical Science, Latest edition, Mark Publishing Comp 

any, Easton, U.S. A) N iZt^Z tl^tlft^^AP^^C# ®"C 

fe^-rtcUNo mtf-^ssim mmt m^Us #»s u^us 
^iJs M.WM, SSTSSUS ^Slt$iJs ^^iJs MHI^iJs )i>K^Js ;JitB]14i£3i$iJs 

$®i*aj#tfPtf£ti.So mzztibizftm-znts toifonmmmif^ 
mftft^tfs iiizK^^its ?LHs ^rH-tz;up-Xs v>-
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I--)k 	52 7°, 	t)i,)<I=1—t)i,:>,,./A, 	t)i,)<I=1—J- 1- ,) ,,./A, 	I 

Ki=1*7°1=1E)1,-t)1,1=1—, 	I Ki=1*7°1=1E)1,) 	)1,-t)1,1=1—, 	t') 

E=)1,77-t5i—)1,i)1,7-iz I 7 -t5-- I-, 	t') E=l1/E1=1 I) 1, 	-ff 7 

, 	11 	1411M 	') 	') -t7-( K, 	t i)7J-*:',ii, JR,fE L 7 :> Eli60, 

nit 	t)i,t*)()1,--t)1,1=1-, 	- ,9i-, 	,WAYEiffitE112tKL 

L-C. tiZa.' Le- Z. 

[0211] etc, *RBA l,, 	zf.i..tt-r-LE, 	ftlomNL 	i,Af.,:2-7..Ar-agt:.-111i-a -z*RHAa) 

t') ,..7° 	K-R-ai4KL 	# f11-.35 -ft z a- L t:.-_,t (,) 	aattagoRmum 6:.-_ 1g iv. 

1_d a 	51, X tOMOD±Vil 	#f1]$11 -  Z 	tom#at 	Z. 	AatiER 

t:.-111i-i -zi 	i=i—J -)141-E12tKt, *RHAODUNigiViiiM8*Ali, NiliVAM 

tfALI AU 8 ct rf trE a AU t: -A- 	:5 tt. Z 	a a YEE, t:.-Aili -a 	z *ft E91 a) 7J1 I) 	7°  

KRai4KL i„ -c_EA I., tc L 8 (,) --e 	Z. 	giAf.itt-ri,Mt:.-Aiii-a -z*RIEIA07J1H) 

7° 	K-Rai2tKe -1 -ZNINt, 	giAf.i.%t-ri,IgeftIR I., -c 0 z NIN--e 	4-t,i,S 

lit:Fit/f-.354-Ltso. *RIEIAt:.:80'ztcTI„ogiAati-Vga)RTRUNt, 414K 

Oigt::_t, 4f9Ta, MAna, 7i,a, 	.-,A.a. iffic ii$#6, mug, 	rag, 

iiA#6, aveMIAVAINePTLAt::_ti641.Z. attageGPc3--eztgat::_t 

GPC3 	ftIR, L --C 1,\ Z WANT 	,tSFITtU:3541.7`SO e, mma, ii$#6, 

4f9Ta, 	/31Tifttsf.i.-7AINLL-Ct1641.Z. 

[0212] *RIElAt:.:80-c 1-#01j (,, INAJS, gitiRVA --e*,IL,--cozaftagfoR 

NiNotiiI'ff-Yt:.-_, 	giAati--LIgt:.-111i-a -  z *ft BA opt') 	7° 	K -Rai* 	)iii 

- Zz_.' Lt:.=c0)"fft)tt.Z. 	'Lots-at:8oz, 't)iii-.354-Lztip7°K-R-a 

14Koffot L L ""Ct, g'AIR tV/MilitiM 	I,: ct (') 14 6 tt. Z 	12tK 	a) ffAt e LA ST 

1 PI :5 ttAZ. 7x ;s a L 1„ -ciu-:54-Lztiiiat:.-_-D -ctnot:.-_*ftp]ot i) 

,..7°K-R-ai7tKa),7)--A--Z7.Kg'AI-e 	(') 14 Z L, IN A_ a ±,gagaecow 

3tttALI, PCfOLI, ZtA, Z-A, 1 104, kif AU, WEILL SMALL 

ILALI, ea  m, Alm, M RAU, 5Atitt1ZIALI, %gAM -g-tiNg'ff-Y--et, 

PT 

(,)1141 Z. A)iii -Z21.tVtit::_lilt/f -.3stt.tskiNe, *,I,,,f-yitiamcgiftL L, --C, 

L < 61 	pg/m1.75\61 g/m1.0)0,#TV'), 	ckt'JPT1_,<tV 	ng/m lb\ 6 1 m 
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h-Jk ^yy°y, P-7^JU:>7AN tuis* a-x± h u 7 AN t 

KP^>7°P fcfJUzJl/P —L KP^>7°P tfJU^JUzJUP-;^ tf'J 

tf-JU^-tz^-JU^x^U;^ y 71ZT— k tf 'J tf—JUtfP 'J KX "tz7 

^IISSSBII K 'j v'j -tz ^ -f k tf u^^>x^b>^tt^>>£60, 

fill, ^utf^^ju-tzjup-x, P->7^-^S 

[sTmf&zttf-ez&o 

[0211] ttz, 

tf 'j *7°i \t% z.ttz&v mmmmvmmmzim 
ximmvimzmn%o mzmm 

izfa-StZ^J ^a-±MKmts 1M 
mm & <£ xfiam%\ ^stu ic^r £ *fP£ <D tf u ^ 7°^ 

LT±ftLtc££V-C$>Z0 £*fgB£0tf 'J 

£<-PSAEtxti.tN0 T^^B^£,_ tf •&&? S UE=Ip^^inJ^cZ)flrft 

JjfPllilSu iutdiiilSu fL^ ET^ flfalsu S£ 

sm mKmifwcs-zhzm-sizte 

LxmiZtiZo 
[0212] *f%mz.8^T r^MJ 

T&ztiz£i>jijt>n&o z&m-sizin^T, ^ip^ti^tf K^-n 

wmmt Ltlt l£$£'Jf lite <£ U f#btis©Mtf)M 

&ffl3*i?#£o LT;^JP3ft£iI^cfe^TtfM^c*fgB£0tf'J 
^7°^ U mtf±§E§Ei6©^® 

Steals PJTOJs liij^Js MSlk H3S 

ib^Js jiii£iJs mRMs 

y?#£o i£^$*©g*l}lJ££ LT, 

£fi£L<tf1 pg/m L tf £> 1 g/mL0|5H"^S> lJ N cfc lJ £f ;£ L < tf 1 ng/mLtf£>1 m 
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g/m1. --et,J, 	%6:.-A7T 	L< 61,u,g/m1.75\61 	mg/m1.751TiLAt:1 	14Z. 

[0213] t.c*ftlEIJI6:.-.1-30 --C 	1-#01_1 	t- 	%t.:.=., 	1.10)180--et, 	attOgoRTRAIN 

12tKr 	t:_-_. Mt L tc 4 L I- tilt Ab, 	i/loigt:.-_,!,Aati--0;55tIRA-zami 

zatt:.-..4-4 -z a-  L t:.-..ct -D -ct ,/fft)tt.z. 44511, 4111=1, 4411=1&640) 

0 T41.13\  t:.-- ct 'D ZVI T 	Z. lit:PT 	1, < 1, 4-rg1=144le::_ct Z4'451---e 

V'J, *Z4451L1_,---C1=14KlYgt::_t, A41-44, 411444, 4111$44, 

411)SM'41SEet164-t.Z. A41-44L1,---C1, RJ'S, rIFIIM341-, ii1FA 

IA41-, 	likli9=13 	41-, 	/ST3 	41-7`Seet164-t.Z. INA.6SA41-46 46::_ct "D --C 

*RBA OD EMWM. 	ZkiN6OHINIA.V.1,734;8*A1J, UlliVAMITIAAIA-3,trf 

tiAAIJ egi‘ 	t.L-  t,R3moigt:.-..&64--e 	zo 	t..-c, 	)3Mtilt 0)*0. ait t::_ct 

t'J iLAST4451314tRZ a' Le--CZ. 7.1<gaL 1, -C.  4'4 :35 tt.Zta-at:.-.. 

-D ---ctAV-6 1,:.:*ftp]a)7J1 I) / -7° 	K -R-a12tKogi-A--z7.1<g'ff-Y--e-D -ct, 

c\1_,, INAJS_EEEAMYT-3tIhtAIJ, PCf01_1, ZtA, Z-A, q/04, 

kifAIJ, WE-AIJ, SMALL 	KILAI_I, eam. AAP], MRAIJ, 5AtittiZAE 

ALI, WagAlgtiNg'ff-Y ---e -D -ttctoc. 441EL 1_, -ct, RAJ'S, 	—1110) 

#9:4(e:.-_ --D,12M1 	kgtz-_- t) 0.0001 mg75\ 61000 mg0)e# ---e441275TUR --e, 

Z. 	Zki\l,, 	INA.tS, 	:,ttz-_-  (,) 0. 001 75\6100000 mg/body)a#T#9:4 12 

eigtR- Z. 	lANLI-Se6, *ftlE910)7J1')/K-R-E`c14K464-lita'41.6 

0)44ET:ALIFRtg-LZ ta)---etV`so. 

[0214] *RIE1/10)7 I) 	.7° 	K-RaPtKOD#011e:.= Z°D ---C 	i!,A7j1 I) 	.7° 	K-R--a14KV* 

-zti--agtii-a K)< 4 	etlii-a -zti--0;55tIRA-zumt:.-..1_da- -;54-Ltte 

liVg.V.ViifiRtgil_Itl-Z5ILL ---C, J-;CF0)51ePTILAt:1111:541.Z. git: 

NWAt:.-.1-30--CANNIMMtaft4RtgilPZ5ILL,---Ct, UlliVg.V. 

IhtNIN3tfttcl: Ls ogirzatiz a-  Le---eZ. *ft13/10)t IJ'' .7° 	K-R--a 

14Kenamt1mmt - z5N,i3N, 	Liiia)51(e:.-..ct t,J Altl- z z: LeT 

Z 	(INAiS, 	Current protocols 	i n Immunology, 	Chapter 7. 	Immunologic s 

tud i es 	i n 	humans, 	Editor, 	John E, 	Col igan et 	al. , 	John VVi ley & Sons, 

I nc. , (1993) 	) 0 3ttt 0 giii if V: lig l., -C 1, , 	*RBA Lt -t- ottLIge-a K)(-( 
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g/mLT'fe S L < tf 1 M-g/mltf 1 mg/mltf fcfjSUC'fliffl ^ tlt#£0 

[0213] leaser r&MJ tfHK, sy©Mi-etf, 

KSM^ 

&^;£tfl£Ps #HP&^£> 

ftiztkts L < tf#HP&^c<££&^;£-e 

fey, LTtfJIttftKtf, 

&&£-£&£tfptfe>ti£0 ait^^LTtf, ^y^tfs tiM^aits mm 

i*i>m strati ^Tatt&^tfWbtis0 

^^ijtf^#s/ctf^fttc^-e$^0 ztcs mm^(D^, mmz* 
Vfeg.&ttfeZMlRtZZ.ttf-eZZo LT&^tiZm-SlZfo 
? T tf ym IZ -&%0£ GO tf 'J * 7°1 K(Dfr% t £ 7K;#^"e h-o Tt 
J^U mtf±§E§Ei6©^®sim mmt m^Us mmn^ u^us 

M.WM, ®>sak Miil^ ffiRftL SfcifclfiEii 
%L ^i*aj#£#tr;§$-C£>c>T:fe>Ja\, ^i^LTtf, mtf\ -0® 
Jx-^tCO $f*jfi1 kgfe/c lJ 0. 0001 mgtf^1000 mg^lBlHT^x-^MtfjliRT'^ 

§o mtf\ iMt&Tc lJ 0. 001 tf <b 100000 mg/body^ialllT'Jx-^it: 

tf 31JR T? $ £ o L tf L ft tf *fg 0^ © tf 'J * 7°1 K £1^1* tf C tl ̂  

GD&^Mtcfym$ ti£ t ®T?tf ̂ i\ 

[0214] *fgEE©/tf 'J^7°^ K^©itt(a^T^itf K£^*£lt 

$ct~•S^nJ^ilp'n KP< •< >tfi|p-n t"$|3C1 £ tl/clffl 

mimtkwmximfet&ttiktLTs MTGrtfetfftmz&mznzo ^ 
uttf, *ms 

ttT«;m4^©)|Jj^;i^^tf^d«>:tf-e$^o ^^0^©tf U ^7°^ K:§n=r 

<*tfTfflJ&1f&^S1f £#1"£ tf Stf, 
•S (mtf\ Current protocols in Immunology, Chapter 7. Immunologic s 

tudies in humans, Editor, John E, Coligan et al., John Wiley & Sons, 

Inc., (1993)#) o ;£14©>|Jj£«LTtf, *fP££tf K* >T > 
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7591i-azttagextszttag--e-D-cittvt:.-.4cEH -zunnefoR L -cotso 

tiowdze-a--zt 1) ,.7° 	KR-al* 	, *Rmot i),..7° 	K-Rai*L Ha 

(,:.-m-pg L i, --cqpj L -c, *R HA a) t 1) / -7° 	K Rai* eA-IEM L L, -ci 	-,3_41. 

tc7J1 I) 	7°.K-Rai*ct (,) t wiNufliNCV.3t,ht7i - z...-  Lt::_ctt,JAtte*l_lt 

fs 41.14 z . 

[0215] etc, t14Ki --eNINIA.V.3.tftaft4Rtgl,LIttztcrbiz, INAJS*RIEIJJ0 

7J1 I) 	7° 	K-Rai*** -o-zt-r-ania K )< -f >e*Ii-a--  z yrjg 	RNA-  z 

eliN, lrL 1- votitorsxt)srF t::_forok, 	EiRl,J1J1E1i)\6'isEIR 

tM El rim Frvomt i) ,..7° 	K-Rai2tKitIFIIRRalikligi 	t: #R4 fs tt.Z. Ma 

o)) 	-1 /43s 	8 Oig Izgl,LItl-  z z: L t:.-. ct u) 	gAllEigo) 	-.3s 0ARIE0)A /AM 

IIN1giV.5tftLV,Z- 41.,1141 Z. MarA---eot,T,EL Rec:J,INL tsZ7J1 I) /'•7° 

K-R-E;12w#,A4-,3_ tt,, *RH)] a) t')' 7° 	KR-a12tKotR4M.-. 8 0-  zliErA 

off) 	fs eMIg7J1 I) / -7° 	K-R-a14K orA4M.-. 8 0-  z Ergo 	ct (,) t) 

St:/_IN fso a.' LeMINIA.V.Aft 	- Z L*1 _11-  tt.ttfl zo 

[0216] *RIE1)10)7J1 I) 	.7°. 	K-RaptKotoc:.-_,:t z 	g.<7J11) ,.•7° 	K-R-a'f*V* 

-Zt-n",Elliia K )< -f 	etliiat z YEE, 	ftTRA-ZUliNotERAtzW4- z#1]$1_17)th 

MV,TICRI,t3fIrtl-ZZIL 1_,-cd, 7-f V I- --.7°71 )1/ L it thymid i neOM 

JEJNER3tAgy.;141_17fAbirT5A751Tiftt:.:111 0 641.Z. 	etc, 	t12 --cAllN±VittfALIA 

ftV,TifiRtV141Jtl-ZZ5AL L -c, ±,Egaaot*Kit:iik,\ --cAliNig.V.3t,ht. 

V,TifiRtg]slitl-ZZILF1 UZIPTLAtzlElJoz z: LIY --C.i' Z. 

[0217] tc *ft EIJI 1, , *R1E910711 ,) /7° 	r-R-aptKItct*Rmotk4.,Izat:.-_, 

(,)tai-.354-Ltcti), K--a14K -A-ti'. *ftmozu.-illortcrbo)*v 

I- 	t'kI4J:k 	z . 	gA* ,y I- t:.= (,, 	-- opt, 	V4-41g tz.-_,!,-74-:.t tt. Z #121*, 	P114K, 	q 

JElIZ5A,kin,tc# ,yi)--1_,-c8< z:Le-ez. 

V-L- *RBAt, *ft BA19)Z5Ac::_q1ERtz tc&50, *RIE1110t I) 	7° 	K-R 

ai* 	tc t*ft HA otazat:.= „t (,) tk4.0 I z's tat tt 1) 	7° 	K Raiu.: 134 	z 

0 

[0218] ts8, *BAUM t:.-.6o-c 	IJEHz's tttc -coAfi-f-Obli- MC, 	13AL l,--c* 

WO 2012/073985 83 PCT/JP2011/077603 

tf z> tii JI tf m ̂  iaii -e o T mm. Kt & mm tf mm 
ttlWsIZftnci it 'J *7° 1 K#n"f*^:s 'J *7°1 KascHfc^lH^i 

izt Lntm LTs *fgmotf u^Ktf M£ Lr^^n 
/ctf >J*7°1 J: U £ IZ£ y 
^ tit# •?> o 

[0215] s/c, mxti^wno) 
tf 'J y^7°1 ^nJ^pn" K^< •< Vtflp-a t"& 
mm*s \x&&Tiz®m&s ^sxttiatf^^Bx 
tfMP^Pi-e»tf 'j^7°i mm 
(D -k $ 3 £ m s ft iz )UJ t £ d t iz £ y m WMM (D ± $ £ ® ̂  lb o mm tf Iffl 

tmfetstimzo mmAT?©wmtmmtt^tf <J*7° 
i K£i§ri*tf&^ti, m 

(D^ts tfnmtf 'j *y°i K#^Tfa<D&$-ffizfcttzmm<»±t* s <£ y =&w 
Etc/Jx^ u d £ tflMI#;^^ "f 3 tiff £o 

[0216] 'J^7°1 

tK* -f >tf^f 5Wa 
^^rPMffiXtf MfeT£2}?££ Lttt, 7-f V K — 7°;7/sUU L/cthymidine©^ 

^ixa^ii^MTT^tfSfigtcffliN^tLSo s/c, 
feMXtfjU^-TS^fc LTs ±fE§E®©£l*I^CfclNT«lIS;£14 

£ MX tf >ai^f •& £ in L M K m ̂  z> z t tf-e $ & 0 

[0217] £fc*fPJ!tf, *#gB£0tf K£l=rl*^ctf*fgB£®§^;^cJ; 
y^StifctfIJ*7°1 *&®<DjjmzH^&fcit)<D*y 
h&mftTZo m*vhizl£s t(D4&, ££^ftH:fF#;*tl£>JSti^ Ufa ^ 
m nfe z IE® L tcm^mm ̂ y^'LTfcc^T^, 

£fc*fgBJ!tf, *fgB|0tf'j^7> K£ 

^S/ctf^B^0^^;iHJ;y^^tl/ctf <J*7°1 F^mzMtZ 

o 

[0218] &fc\ #S^Lt* 



WO 2012/073985 
	

84 
	

PCT/JP2011/077603 

HAUCZCW)-Att.641.6. 

Zit OIJ 

[0219] 1-:CF t:- -ArOlit:.= ct t')*R13/1 	ct t') MIllt:IAIE91 	6 e, 	a' tt. 6 °AAR (,* 

[0220] 

RHAOM# 	$1_11 -6t0)---e(V-skiNc, 

(*-1101.1  1) GPC3 ERY20)4M1 L*E71 

(1 ) RAV- 

t17tIG::A64-. -Ltc_- '57 	/N0).01141*51finJJK(S-4- 51L 1_, --0, 	ff1019 

'9 	/ 0 N t:ti-TA4KODFc F)< -( 	1111:11_,, 	FcRn 	Ltz: I) It -f 	') 	'org 

f 11 PI 	6 	51ea 011641Z06. 	L,75\ La'Olig, 	M-1 0)FcBiTEt:.-..14 

AI-6 L, ---DODeBiTE7',E,1330)tiLCD3 scFvli l, --CTUJEJNL eat 6 LH 

Hi 6Z.-_, 	Fc3i1E1331i LTNKUJIN, 	7 	1=1 7 7 —:'),'S EIONIINIR±O)FcgR (Fc 7 

...TN'-s'14c) 	Le-a-4-6z: L t:.-_,t 9, atii-J§,4•1P4019“.-_z:41.6a)*MV441-6 

z: L 6: c 'D --C 3t ft i E :35 -ft, 	-f2 It -I 	t -f 	a) gol 41,:.-. -) ts e 6 u g ft e 	6 

tOLA.641.tc_-. 	-t- LT, 	BiTEt:.:t') .7° 	K') 	)•J —Iil.,---CFc7...74 

171“:3-,11-6eaAtte1E-FL,--CO6FOiRti (t--' i. J i- M-IFc) 	l_ttlii-1/43s -ft tc. 

3-}, 	ERy2e1if2'',3_q-L, 	a- 03tft 	B i TE L EL$3. 	6 $tEie"ff I-) tt.tz-_-. l]Tuo, 

NIMt:80-CARNL -00641.'LeM6tt-006GPI7t —q J/0-e6 

Glypi can 3 (GPC3) 	6:.:A1-6tiv12tOscFvLCD3 epsi lon6:3-,11-6tiv12t0scFv 

l'ikiN/7° 	K 1) 'Jt --Ci_Cli -  6 a.' L (,Z.-_,, 	-DT, 	GPC3VZ.-.. ,11-  66 i TE 	(GPC3 Bi 

TE) 	eff,11-,3  ttd-c 	( >4 1 7 A) o 	-DOT, 	(7_ 413:.=.1J--f I, 	I- MI Fc 	3.Ciii LL- GP 

C36:.-.1,11-  6 ERY2 (GPC3 ERY2) efr2kl-,3_ tt,tc ( >4 1 7 C) . 	e tz, 	.LLV L L/Z 

1CMIDIgGM-IfIEGPC3fAl*efrt,';3_tttc_-. 	a' OM, IgGMYEGPC3a171K6g, ADCC5 

ttect t,)±,ct - 	a- L b< M 6 tvc 0 6, 8,1$14533t:.-.. 80-C 7 a —-A-121E 

A -:_ -ft tc tr-L12t, -4-  ts ID t 1E 7 	— 	Mt-M2t L I., ---cla,  tql, tc . 

[0221] ( 2 ) GPC3 BiTE0)1/F-11 

VIGPC3tt-v14K0DRIR 	,9' — 	OM L 1_, Z JH kiN 6 a'. L IZ: c -D --C, PCR516: ct U) 

*VA tql. tc: HOM&''7'11A±51 (ant i-GPC3 VH) , LthiV.IiRti (ant i-GPC3 VL) 

— K 	6 cDNA/Pt.tt.1-LEIVI41:35 11. tc . LAM tsgEN 	171)] 11 I., tcl -, -I 7 — Ez 

WO 2012/073985 84 PCT/JP2011/077603 

tCiti.<7^Atl btl&o 

mmm 
[0219] UTizmmmKyyMtzmmtz>t\ me.&* 

[0220] C^IMJ 1 ] GPC3 EM2(Ditmtmi 

(DM# 
LTtf, 

^>/^ff^nl*0Fc RPW >£ftjQU FcRn£^> L/c'J+M ? >J y VWtffi 

£fUfflt£^;£tf&<ft]£>tlTlN§o LtfLC©^ ^MO)Fc£BiTEtCtt 

Mt*£s --KDtttfBiTE^(D^CD3 scFv^^LTT««>:^t-^^ll 

BltC, FC^^^>LTNK«N V^P7 7-^4^0|mi±0FcgR (Fey 

c^cj^-omib^-t^ &S+M sa>r 
=&©£:#a. £*lfc0 BiTEtCtf K'J >£-£^LTFcyg# 

<*Kttt-£^®1ftf<£~FLT^3Fc^$ (Ht^b>hMFc) 

ERY2tf^3*lN £0;m£BiTE£hb$$t£*MEtftTtoft/co 

«(Cfcl,NT^fgijELTl,N3££tf^ftT^3GPi;P>;fr-^://\0^-e&£ 

GLypican 3 (GPC3) tC>^^"'g)Jjt'f*(Z)scFv(h;CD3 epsi LontC^i^^Jn^OscFv^: 

K'J GPC3tCtt~t£BiTE (GPC3 Bi 

TE) tffF^3tl/c (111 7A) 0 b> KMFc^^L/cGP 

C3tCtt"t£ERY2 (GPC3 ERY2) tffFi^tl/c (H 1 7 C) 0 ttz, lk$&t LT 

®^0IgGM^GPC3^^tf^M^n/co IgGM^GPC3^(*(i, ADCC;g 

tf ct y ±H^t" 'bZ.t. tf ft] tiT lN ̂ >N tz fc I vT 7 =l - X#M £€ 

LTiJ^£ti/co 

[0221] (2) GPC3 BiTE0^ 

WC3^(Dm^^^-^$mt PCR&tCj; y 

±I^I^tl/cHMpr^Il^ (ant i —GPC3 VH) , LMRI^MM (anti-GPC3 VL) £ 

P- KfacDNAtf^ft^ftimStlfco M^@3^IJ^^QU/C707^ V-5L 
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tie 	igAcDNAtt 3:1 L L -C PIO tc PCRat: ct t), anti-GPC3 VH L ant i-GPC3 VL L 

5G ly • Gly • Gly • Gly • Ser 	(g0d# 1-41  : 7) 	3111nt,)3,_A-guij75\ 6 tsz I) 

)J-6:.-_„k-D --Cittlii-,3_41.tc_- 7Z i REM 	- Z ant i -GP C3 scFv 	— K - 

ZcDNAMA-e4iF2ii -,_ tt.tc_-. 

[0222] e 7-z-_-, tACD3ttv4* (M12) OFItIMA_IRIA (M12 VH) , aveL$14 ipkilAil (M12 

VL) 103g3AUIJ 	a — K -ZillagEN 	L, -t.10101J75qINCYggEN 

Z-3,to)7J-  I) =‘ 	1,7J- 	KeilF11-,Lq-Ltcc, t I) )( 7 --ffazt::_ct -D-c 

a. tt, 6 —AGA-  ,) 1 	1, 7J- 	K e 	a) MA ri`gg0g1331i L --C 3,Itlii,_ 41. 

aid$141PkWA (M12 VH) , aveLtMkIIRIA (M12 VL) 6:.-4H -z7j1i) 

td-c_-1, PCRa V: ,:t -D -C a.' tt. 6 0 7J-  I) 1 	1, 7J- 	K 75qCiii-,3_ 41., 	iPkW=1 

0)7 Z )REM 	— K 	Z 2-D a) cDNAegym -,3 4-td-c_-. LA-b)jtsgog 	mu L tc:  

7°7 4 7 —aVea' 41.60)cDNAOMIL L -CJE110tcPCRa6::_ck (,), M12 VLLM12 

VHLeGly • Gly • Gly • Gly • Ser 	(g0d# 1-41  : 7) 	3111nt,)3,_A-guij75\ 61-s 

Z I) 	t — t:.-.. ,:t -D --C A *Q -,3_ tt. tc: 7 Z ) OHO A 	- ZM12 scFv— K -Zc 

[0223] 

DNAM A-  eff 11  -,_ tt,tcc, 

;Z,:.-_, LAt)JtSgEMITillil Lk- 7°74 7 —)3Want i-GPC3 scFvLM12 scFv 

-Z41.T'41.— K -ZcDNAMA- 032L L -C PI liN tC: PCRa t:.-- ct tj , 	ant i-GPC3 sc 

FyLM12 scFvLeGly • Gly • Gly • Gly • SergOd (g0d# 1-41  : 7) 75` 6 tsZ I) 

J)j—t-,.-_ck -D -Cittliitql., 	75\ --D-t. a)CJgh6:.-..His 	(81111O)His) 	eillintql. 

tc (goi#24 : 3 3 TEENCtql.Z7Z /0)1977 Z ingrt<) 77 -Z JR 

gag 	— K 	Z cDNAM A-  efftl-,3_ tt, tc:  . 

[0224] iLAt/JtSgOdiTillil L tc 7° 7 4 7 —aVegaM# 1-41  : 3 3 ---e 2 ik, -,3_ tt. Z 7 Z i 

iA"A'a)197--Z inglt < 7Z i REM 	— KzcDNAMA- tkm-IL ij-z- jEll 

liN tC: PCRa t: coj , 	i,AcDNAMA-0)5' iglile:EcoRIMMEN, kozacgaM, arf 

3•5;6:> -)1/gUIJ 	a — K -ZillagEN7Y11-)intql., 	7-c-t- 103' 	IRIM-..Not I 

t/JkfigEMelllintql.tc_- cDNAMA-efFtkIttttc_-. 	z.:0)cDNAMA- , EcoRI, NotI 

Tt/Jkft L, 	14KEJIMEINPIRTR 	,9' — le:.-Ada)-31AV ` Lie ct .D - - C , GPC3 BiTE 

WO 2012/073985 85 PCT/JP2011/077603 

kK anti —GPC3 VH^ant i-GPC3 VL£: 

tf GLy • GLy • GLy • GLy • Ser : 7) £30i|£y jgf £&£'J 

ytl — lZ£ J £anti-GPC3 scFv£=|- Kf 

ZcmhmftifftWkistitco 

[0222] titzs SLCD3#L<* (M12) ©HURT^I^ (M12 VH) N (M12 

VL) ©S3#IB^£=I-Kt^SlB^WU ^©^mlB^tfffiMftlB^ 

M?Z>— 'J =KtffN6U3*ifco tf 'J * ̂  —-tzJxJ^UCcfc o T 

dti^Hi©*'; =f2? Ktf^©*@MftlB^#£^LT^3ti^ 

^Hiiqr^iJi (M12 VH) N (M12 VD ic^-ratf "j*? 
Ktf£-/£3*i£ J; 9 tcisit^ti/co 'J =T2 ? \y^l Ktf 

titzfe, PCR&tCj^TCti^©:* 'J =f2? Ktfg^StU 

© T7 $ y IIIB^y £ =1 — Kt~£2o©cDNAtflX?#;**ifco L/c 

7°5K V-S.t/Ctl^©cDNA^IiM^ LTffllN/cPCR;itCd: kK M12 VL£M12 

VH^tfGLy • GLy • GLy • GLy • Ser : 7) £3[g]|i y tf £ & 

£ 'J yitlB^J£W-t£M12 scFv^zi- K"t£c 

DNAIff^rtf^^tl/co 

[0223] )%IZS ^-&tfanti-GPC3 scFv,>:M12 scFv£ 

^tl^tizi- K"r-g)cDNA^^r^liM^ LTffl^fcPCR&KJ: kU anti-GPC3 sc 

Fv^M12 scFv^tfGLy • GLy • GLy • GLy • SerlB^y : 7) tf^ft^ij 

>*J —ICcfcoTSi^tU tf^^©C^MtCHis^ f (8j®©His) tfttAP^tl 

tz (iB^ys^ : 3 s-eiEic^ti^T7^ y«i©i9:p$ yi££P&< ) ^^yit 
13^=1- Kt£cDNA|fr^tffFi^tl/co 

[0224] mwmmzmnLtzy^j•. 3 3-z=mtsnz>7$; 
^©i977$yit^p^< vt&cmhmfrzmmt Lxm 
^tzPCRmz&V, ^|^cDNA|fjj=!r©5' i|iJtCEcoRI«|B^N kozacBB^ RXf 

K-r^±^siB^ytf^ip^ti, s/c^e©3' nyoot 1 
^IfflB^ytf^iP^tl/ccDNAIff^rtf^^tl/co £©cDNA8fr^r£N EcoRI, NotI 

-e«u m%mmmmm%'</7$-izmfr&&ztiz£-oz, GPC3 BITE 
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(gOli# 1-41  : 3 3 , 	-/l/gaNTZ 7 Z) 	' 1 9 7 Z i OgrgAgaN 

1,  :.-.. t -A-V-Ltso) 	0750R, ,9' — gyl'41 1,7"c_-. 

[0225] "FiA' 	9' —ell, 	F 	t 1,—:> 	516:.-..,:t .D --CCHOWEJNDG44 	/311R 

4Atql.tc_-. FRWaRlt:.-..1 mg/mL Geneticine4/±-PeitfR4A-,3_0(t,tc_A 

liNiiiI -Z a L t:.-..,:t -D --C MAI] EttMIN 	e*AtE tql.tc: . 	His'9' 	‘1,:.=1,-11-Ztti, 

12tKCE110 -C, 14' 6 tt.tcUlliN 	OpittI±Mt:=1,11-Z r, i 	51 	'Y'D v H174* 

"ff ts -3 `L6:  ,:tt,) , 	GPC3 BITE 	ftIR, -  ZUJEJN 	egfR -,3_ tt, tc: . 

[0226] ma gun 	iii,:.-..±3,,EI -zz.: Lt:.-_,:t -D --C1'41  6 tt.tc_- *a±MeSP Sepharos 

e FF t 7 .LI. 	(GE Healthcare#) 	6:.=))11-,3_ tt,k-c, 	,!,A)j 7./A0A349-/, 	GPC3 B 

iTE -gtiNA3•7`NaC l0)21.-/-frggEt::_ck -D --Cgffl ;3_ tt.tc_-. 	-,3_ 6 V:j"IA 	3 e HisT 

rap HP)j 7.LN. 	(GE Healthcare f) 	6:.=))11-,3_ tt,k- c, 	,!,A)J 711.0)A349-1, 	GPC3 

BiTE -A-tiNA3•7Y-( Z Y V —)1.0731. -/-frg ga t:.= ck -D ---Cgffl tql.tc. 	i!,A1E13•7Y 

FR A 6 A_ We 2 n tql, tz-_1 6:., mcf-yeSuperdex 200t 71-1. (GE Healthcare 

#) 	t::-A)J1:1 -,3_41.tc. 	*212tKO)GPC3 BiTEg30),7).11111R -Z L.' L t:.-..,:t (,) 	it'&1,GP 

C3 Bi TE7Y1'41  6 tt,tc_-. 

[0227] ( 3 ) GPC3 ERY20)4M 

±El,tcJ a LP100)iftt)JtSgOde1lllit tt.tc 7°  7 4 7- 1E11 ki N  tc_PCIR51, 

8 ck VeQu i kChange Site-Directed Mutagenes is Kit 	(Stratagene#) 	CE110 

7-z-_- 510)4(,:.-..80 --c%a)51(,:.-_,:t .D -c, 	GPC3 ERY2 Hk 	(gOli# 1-41  : 

3 4, 	-/l/gaNTZ 7 Z J 	ii`A' 1 9 7 Z) OgrgIAgOIJ t:.=.t -g- 	4-Lts 

0) , 	8 ,:t VeGPC3 ERY2 Hh (gOli# 1-41  : 3 5, 	:> 	‘J-JI/g0d -rsZ 7 Z i 

a 1 9 7Z ingrgAgOlit:.-..tVA-V-LtS0) 	-t. tt.T.'41.— K - Z7J1') 

1,t 	K 7Y4A -,3_ tt.tc_- RIR, 	51  —eff,t1-,3_ tt.tc_-. 

[0228] a.' tt, 6 Oft1R, 	,91 -7YFreeSty1e293-FUJEJN (Inv i trogen#) 	t:.:Itt:.-AA 

tt, —Att:.:GPC3 ERY2759tIV -ft/L- 0 14' 6 tttc_- *a_EM7YAnt i FLAG M2t 

711. 	(S igma#) 	6:.=.))11-,Lq't, 	,!,A)J 711.0)A3  49-0A, 	0. 1 	mg/mL FLAG/ -7°  

K (Sigma#) t:.-..,:t Zgffle-Arttq'ttc_- . GPC3 ERY2 -gtiNg35 HisTrap HP 

t 711. (GE Healthcare#) (,:.= 	)]p 	",!,A)7 7/A 0A349-aA, 4 zyv_ 

WO 2012/073985 86 PCT/JP2011/077603 

: 3 3 N $ J 1 9 7 $ J I£tf /S&BB9U 

[0225] hP*° b-^a >^tCj:oTCH0«fflflSDG44^itfe? 

#A3tl7c0 PJllf-^fRfllKIl mg/mL Genet ici®A^tl/clffl 

f £ £ £ IZ J; o T H£!l tf 3 ti /c 0 Hist VlztttZln. 

t#^ti/clffl^0±M±;*tC>^"r^'7xx^ >7"P >> hMr£ 

GPC3 BiTE£fgiit£«^tf®*R3tl/c0 

[0226] AMtCiSUf'S) Z. £ tCcfc -o Tt# b tl7tip||-t;flrtf SP Sepharos 

e FF^A (GE HeaLthcare}±) IC^JP;* tl7c0 ^\skt) "y ACD^t)#^ GPC3 B 

iTE^#^®#tfNaCL0}I^^|BtCd:^T;#ai^tl/co 3 b tC^§£®#tfHisT 

rap HP^J^A (GE HeaLthcare}±) IC^JP;* tl7c0 "y ACD^t)#^ GPC3 

BiTE£#fr®#tfy $yV-jU0}fjt^lfltc^T;#d^ti/co ^§£®#tf 

}j|is)StfSuperdex 200^^A (GE Healthcare 

tt) izmnsntco ^M^©GPC3 

C3 BiTEtft# £> tl/cQ 

[0227] (3) GPC3 ERY2©^ 

±i zLttfetm ^iB^y tc PCR;£, 
fcctt/QuikChange Site-Directed Mutagenesis Kit (Stratagenett) 

tcj5&m(D^m%lZlS^T/£%l(Dj5}&Z£-3T, GPC3 ERY2 Hk (13^#^ : 

3 4, 9 T^yittfj^lB^Ctf^tlft 

IN) , & ct t/GPC3 ERY2 Hh (13^#^: 3 5, *> 7 < J % 

m 1 9:P$yi£tfj$filB^ctf#Sti&iN) £^ti^ti=l-K-t£*°'J 

b tf 1 K tf ffi A ̂ titc%M*t>$- tf fF m Ztitco 

[0228] il tl (D%i^*0 *? —tf FreeStyLe293-F||tS (Invi trogenft) tC^C^lA 

3tU -iitttCGPC3 ERY2tffgi!3-&/c0 % b tl/ci£S±;*tf Ant i FLAG M2£ 

^ A (Sigmatt) tC^JP^tl, ^ A®}^}#®^, 0.1 mg/mL FLAG^7°51 

K (Sigmatt) IZ<£&;#HH3 tl fc0 GPC3 ERY2£#fr!]#tfHisTrap HP 

±1=7A (GE Healthcare#) IC^flP^tU ^i^7AOM®H -f $ -?V— 
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)1/021.-/-frgEt: ck Zgffle-41-ft -,Lq'ttc_- . GPC3 ERY2 -gt`g3•7511U,638)1*---e 

a'*--;_ t1.tc_-1, 	airg-yeSuperdex 200t 71A (GE Healthcare f) 	6:.))11;3_g-t. 

-Z• V74 ffl'AIO* 1212tK 0GPC3 ERY2g30),7). 	111117-Z  a.' Lt: cktj ittiIGPC3 E 

RY27Y1'41  6 tt, tc 0  

[0229] (4) la 7 a —M-If-AGPC3ftyptKoliftl 

f-AGPC3ftv1* (w02006/006693 t:.-. 8 0 -C L F 1EGC33ttv1* L L. t Ea -,3_ 41.--C kiNZ 

) Oft1R. 	'9' -ell/ 	1=It1/-:> 	51(,:.-_,:t .D -CGDP7 	—J v 	7' 

r, ICHOUJEJNDXB11T1-7c (Cancer Sci. 	(2010) 	101 (10), 	2227-33) 	(ZittfR4A 

tql.tc_-. 	FRYT-AfR•lt:.-..0.5 mg/mL Genet ici ne4/±-F-e*,IZ a' Lt.: 	(,) 3A,:t 

ALIEtT4iceigtR:35 41., a 7 a — Mti-i,GPC3ti-E14KRIRTLicel'41  6 tt.tc. a' WEN 

to 	1, -COM L, tc: ii,,EI_EM,:t (,) , 	Fli trap(R) Protei nA (Pharmacia#) 	CE110 

tcicv) 7 7 -I =5- 4 —M -ti t:- ct t'i ttiA4KIEIegt-tI Z35 tt,tc--  0 )(,::- 	i!iAth',17tKIWJ 

35 Superdex 20026/60 (Pharmacia#) CE110 tcit/1/6iMit2'q:-1tttql., g 

ffla07 	J 7 — IE133'E[R - Z a.' Lt::_ck -D -C1i7 	—M-IGPC3ftvf2tKel'41  6 tt, 

tc 0 

[0230] ( 5 ) 	L I- 	111:0TA3CEII 0 tc_AliNig .V.3tta)%141_17f 

( 5 — 1) 	L I- 	.[LIAF,A3 (PBMC) g'ff-YeAa I  

1, 000*I1/mL07,Ni 	1) 	'74'ff-Y () t • ,N I 	1) 	A59*I1, 	J t • I A/5  4 

Z'J#) 	6 /3\1_%&5100ILLAAL,tc_- A41- CE110, 1iCAA7J75- -r 7 ( 

A) 	ck (') 	111:150 mLei-c'ER tqltc: 0 	PBS 	(-) 	-e211,, a fR L, tz-_1 (,:.-.A• tql. 

tz-_- 1[1:17Y, 	15 mLOF i co l l-Paque PLUS 	6 75\ L; 6/3 a A L, -c Spbtalif e•ff 

I'S btl.tcLeucosep 1) Mi,t3•,%1M, 	(Cat. 	No. 	227290, 	Greiner bio-one#) 

t:11:1A. 641dt° 	giA311M,O)ittib3AtE (2,150 rpm, 	1031721, 	25E) 0,1, 	* 

TALtE131,175•147 -,3_q'ttc_- c, 	10%FBS -A-ti•Dui.becco' 	s Modified Eagle' 	s Med 

i um (SIGMA#, 	.1,t-F10%FBS/D-MEM) 	--e 1 lil*T.A3g30DUJEMY5A349- -,3_ tt,tc_1, 

i,AujEntv(PAFBS/D-MEMCE111,\ --C-t.0)MEJN.,75qx 106  /mIA:.= glez.' -,_ tt.tc: 0  

07 ck -3 V: PM -,3_ tt tc_leINg'ffIe L I- P BMC ga L L, ---c i,;t,/ ogitiRt: ill o 6 4-td-c 

WO 2012/073985 87 PCT/JP2011/077603 

JU©}fJt^lflK<££;#ditf»3tl/co GPC3 ERY2£#fr!I#tf 

/Uls^ tl/c^ }Jlis}StfSuperdex 200^^A (GE HeaLthcare}±) 

, ^©;#tt>S©i£Ml*©GPC3 Z> Z t tZ £ y *fi^GPC3 E 

RY2tf <o tlfc0 

[0229] (4) ffi7=l-XM^GPC3^0^ 

JjtGPC3^fr (WO2006/006693tCfelNT t K jbGC33^fr £: LTIE®^ tiZ^Z 

) hPtf b — :>a >;£tC J: ^ TGDP7 =1 — X J v 97 

V hCH0«DXB11*fc (Cancer Sci. (2010) 101(10), 2227-33) tCmfc^A 

^tl/co 5 mg/mL Genet ici ne#feTT'inllt~'i> d t tCcfc lJ il 

3M1f&tf®^3tU ffi7P-XM^GPC3^^ii^tft#^tl/c0 :©* 

£in§i LTlMHy L/ctp#±;t cfc lJ, Hitrap(R) ProteinA (Pharmacia}±) 

/cit©77^ -u-mmtz*. 
#tfSuperdex 20026/60 (Pharmacia}±) )\shW?nWktZ^1$tl^ ;# 

ft >S© "E J V—£ #IXl~ •g>d£tCc£^T'fg7=l - XMGPC3Jr[fr tf t# £ tl 

tc0 

[0230] (5) t 

(5 - 1 ) L (PBMC) 

],QQQ^.{\L/ml(D*^iJ >;#>S (7 tf • 'sA "J >£5=^ ft, J tf • 

x?*t) £&£tfi;a&i00AtL&ALfc&&S£ffli\ ll^Atf^v^-rT7 ( 

J$A) J:y^lfil50 mLtfMX^tl/co PBS (-) T?2fe^3^ tl 

/c7^^'lflltf\ 15 mL©FicoLL-Paque PLUS^fe £> tf D#)>EA LTjg'C.vlis^tffT 

&:fotl/cLeucosep'J (Cat. No. 227290% Greiner bio-one}±) 

tZtWkbtltco Eia§£#itW©M'i>#it (2,150 rpmN 10#^N ^;U) ©^N i£ 

tftl/co 10%FBS^:'atjNDuLbecco' s Modified Eagle' s Med 

ium (SIGMAtt, JUT10XFBS/D-MEM) T?1[°]J^J>R®#©«tf titers 

^l^«tf10%FBS/D-MEM^ffllNT^©«^^tf4Xl06 /mLtCp§^tl/cQ d 

©J: 9 tCp§^ti/c!ffl^;#}Stf t; KPBMCLTWik(DUMtZ^%^btitc 
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[0231 ] ( 5 — 2) UN 1g .V. 3t ft a) Ali t 

UliNigiVi3tfttxCELL i gence 1) 7/1.,91  -1 lx -t)1/7 t 7.1 If — (Cl :> a • Y-1 

7 	) 5-  4 '' 	#) CEH 0 tzIANWINfAliVeRft4:5 tt.tCo f,-70/0EN t:.= 

6SK-HEP-1 WEJNT4ic (,:.= I F GPC3 	t$L1ftIR.-,3  t—Cti-L LitSK-pca130ONTLicen1 

0 6 tt.tco  SK-pca13a52  4 v :> a 75\ 6 glin L„ 	1 x 104  cel l s/vve 1. 1. L I'S Z 

t:.:E-P Late 96 (1=1:> a • Y-f 7 	i Z5- 4 v 	#) 	7° V— 	t:.:100 µ,L/vve 1. 1. 

--e-7- , xCELL i gence 1) 7/1.'91  4 11.-t)1/7J-74 If — CE110-CtUIEJNOALlfe 

NM -,_g-t, tc: 0  g HxCELL i gence ') 7/1.'91  4 11.-t)1.7t 7 4 If —75` 6 7° 1,— 

ER (') ffl L, , 	a .7°  i. — i- 6:.-.A2 ft, 	(0.004, 	0.04, 	0.4, 	4 nM) 	t:.-_,Ig_ti tjtc_-. 

tti12tK 50 m. oft )in -,3_ 41. tc: 0 	2 5.H. t:.-. ---c 1 5 3• m a Pi.7‘ ;3_ -ft tcA t:.-.. 	( 5 — 1 ) 	T ii 1 All 

tt,tc L 	pBmcga50 µ,L (2 X 105  cells/well) 	7Y))11 A. 6 tt,, 	xCELL i gence ') 7 

MiN 0 AU t 7513M8 tql. tc: 0 	rz,t5cfangiol, 

 

37°C 	-F (,:.= ---C"ff 1-)41,, 	I 1, p 

BMCJI:172Hiral07Ce1.1. Indexiab` 6, 	-FA t:.-.. ct OflliNtilMtfAii$ (%) e* 

673 6 tot 0 ts8,1,-M6:nl1iNtcCe 1.l Indexii=, th`,12MMTAMO)Ce1.1. Indexe 

e1 Ltsz ct --) t:.-. J —7 7 4 X Ltc40)N411e1,11064-Ltco 

[0232] WEJN±V-60$1_1$ (%) = (A-B) X 100/(A-1) 

[0233] A6 	#n1 	A)]1:1 L -C1,\ I'S 0 r, i )14:.= 8 6f. Ce 1.l IndexiFiCtl.,)411 (M'AJEJN 

LL IPBMC0).7)-) 	, 	136-r, i)14:.:8 0•ZCe 1. 1. 	IndextiaJiFic, 	EitER 

1, triplicatel,:.= -CfftSbtt.tc_- 0  

[ 0234] I H:11Gact (') ER 11 LtcPBMC (Peripheral Blood Mononuclear Cell) 	i7 

i 	'9' —MIN L L-CGPC3 B i TE, GPC3 ERY2, 8 ck rfIgGMIGPC3tM2tKOMJEJNICV, 

3t ft 	Alit L, tc L a.' 6, 	GPC3 BiTEt:.:tV,p-1673 -cto3t,hte,2673 6 tttc (4 1 ) 

o 	a-  a)3t,htt1E 7 	— 	MI tAGPC3tiLi* ct (') t 1, 	Z /3\ t:.-.. 	0 t a) T 	(') , 	GPC3 

BiTEtIgGM-IttL14KR -ZIEtt.tcf.C8WAL tcl: (,)141 z t a) L 	A. 6 tt, tc 0  — 

, 	GPC3 ERY2t:.= l,IgGM-ItAGPC3ftvf2tK 	_Elil Z 3ttteR, t tttc: t 0)0, 	GPC3 B i 

TE0)3tft6:.:(Vkatc1:75\ -D AL-. 	a.' Oa L ck(,), 	*6:.-..FcBi-rE6:17j-m -ztc_t6f ---e 

tvArligL-z3A11.1-zz.:L7Y-e,"-skiNta)LA.64-Ltz-_-0 

WO 2012/073985 88 PCT/JP2011/077603 

[0231 ] (5 - 2) mmimfe'&mife 
xCELLigence 'J 7)l>9 -f AizJUT7-f=? -f +f— (P:>n. • ^ 

tfSK-HEP-1«^Ct hGPC3£^yfgii3t*TtfilLfcSK-pca13aM^tfffl 

l^tl/co SK-pca13a£^V y :>zi_tf £>iyiit U, 1 X 104 ceL Ls/weL L £: J; 9 

tCE-PLate 96 (• :> n. • I7 9* J XI -i y 0 Xtt) 7°b — K td 00M-L/we L L 

T?iS$, xCELLigence 'J 7)\,9 -f A-tzJUT7:)-^ +f-£ffllNT£»0>|Jj£tf 

M£p£tl/co MS xCELLigence 'J AizJUT7^-^^ +f—tf £> 7° b — h £ 

WXU Hhl U. ^§£7°b-MC&}I]£ (0.004, 0.04, 0.4, 4 nM) tzmWkLtc& 

^50MLtf^Jp^tl/co (5-1) 

tl/ct KPBMC;#)S50ML (2X 105 ceL Ls/weL L) tf JQ x £> tl, xCELLigence 'J 7 

«©)UJ£tfTO3tl/co J5^tf5%j^I£tfX, 37°C^TtCTtT^tl, t KP 

BMC;^Jp720|^^0CeLL Indexfittf^, T^tZ £ y M±^S#PTW (%) tf^ 

&)iotltc0 4fcItW^ffltN/cCeLL Index-fOttf, ilvtffc^iQilEfuCDCeLL Index-fji 

tf 11ft £ J: 9 ̂  7 -'V 7 -f X L Mtf IN ^ tl/co 

[0232] mmmmmm (%) =(A-B)XI00/(A-D 
[0233] Atf^£^jQLTlN&lN^xJUtC£tt£CeLL Indexfitam^Mii (tlft« 

^tKPBMC®^) , Btf#'7:L,/l4C£tt£CeLL IndexfitcOT^Mit^-to §it|£ 

tf tr i pi i catetCTfr&fotl/co 

[0234] L Klfll/Sct lJ IMI$5 L/cPBMC (Peripheral BLood Mononuclear CeLL) ^17 

LTGPC3 BiTE, GPC3 ERY2, £ <£ tf IgGMGPC3^*0MlIS 

GPC3 B1 TE IZ tf » T ̂ S'14 tf b tl/c (II 1 ) 

o d®^tttf'fa7=i-xM^GPC3^frd:yttf^tftc^iNt^-efey, GPC3 

B i TE tf IgGMJnl* ffitl tcmfeWM £%:Vm2>*><D £%Xbtltc0 ~ 

Jjs GPC3 ERY2tCtfIgGM^GPC3^fr^±[g]^Stttf^^tl/c:fc®®, GPC3 Bi 

TE0;^CtfM&tf ̂ /cQ Z(DZt& y, JMCFc^BiTEKftflDf £/t:W-C 

tf @ ft £ btl/co 



1H ZAel3 

CUD ' (kl:f0, -,V-T11'11-10R4VTIM ( 	el. 6 L 4 	( 	el- S 	,)_-.142@r1(- 

„4: 	'0 V : ..-*1-0U) 1 LAel3 £0c19 	' (kl'sfr4-V-T1-21fOgiii.Onncig( 	ef- 

6 L,5 	i 	ef- S%',)-FOU1(4-„4 c. 	'6 E : ..-*1-0U) LIH LAel3 £0c10 : .1 
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LAel3 £0c19 : 	•FCE,0 Ei 	'0 
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[OUZO] 

'8 C : .- -*1-10U) 	LIH 9Ael3 £0c19 	' (kt1sfr4 	-,V.-T1=21FIOU'IMVTIZ,51( 	el 

6 L ,-Y,5 	i 	ef- S%'D-FOU1(4-„4 	' L E : ..-*1-0U) 1H 9Ael3 £0c10 : .1 

0L.,(07FLS1I — C111D:21-1146*-7../UYV-21-4,4614 

9Ael3 £0c19 : 	•FcEAIH 	'El [6£Z01 

11-I ZAel3 £0c19 	' (kl'sfr4-V-T1-21fOgiii.Onncigi 	ef. 

6 L ,-Y,5 	i 	ef- S%'D-FIOU1(4-41 	'9 E : ..-*1-0U) 	LIH 9Ael3 £0c10 : .1 

0L.,(07FLS1I — C111D:21-1146*-7../UYV-21-4,4614 

YAn £0c19 : 	•F4610 El 	' V [8H01 

°:-Y4 5,`-`614-21TIVI.— 	•FCEA1 El - 

'Lk 5,1 YW:2151EMJ-E6391 AlSaa•IJii —  4 	/.60SCO-44'.3-.(e11*-1L-21J_n CLEZ01 

°:-'-r4 -,'- 1-Vbcf — 4 4 /.60SCOE—:-.:r4 5,1)(*f>c 	_r 1 
(i * s 4 .1 — L'4,a-'4-1-1 LAel3 £0c19 	'LlH LAH3 £0c19 	'LlH 9Ael3 £0c19 	'11-I 

9Ael3 £0c19 'LlH 9Ael3 £0c19 ' (1 ID -21W(0110;2.oR-21WcotWencizy 0 

ELI 	— 	i- 	c.L =YU 5,1  LIV-14>cgOU'sf'Rq-W (De[gl R W:-'-/ 1 22T '9-41:f 4 [9£301 

°:-.Y14 -c'-i-V4% 	(3 L L 7`) 9Ael3 £0c19COW-Y'1 -21NAJosS4 

f4-21uo1!sda EG3C09Ad3 £0c19 	'=-/T 	°:-Y1.“'-i-VIV4,-1- '4-1- >q 	(3 L L x) LAel 

3 c3dm:v1 -_Ul[coqej >*TID_Ajos< J- K.1 131-1AS4-421£0c1024111t-P ' ( 

G L L 	, ) 9Ael3 £0c19COW-Y1 LIV_Pc-- (- % 	AjosS4f4-21£3d9-21czi -,'_ -22Aeo 

£0c19 °:-'-PQA 	R 2 S 4 5,1  TE'ili 	TMq4,)-- R 2 S QM' 	O '.3-' A S -0--14215E1 

N1M ri 4' 	' ri r-1 	2 S 4 l'145Z 	< 1- >(.1 	CON,  (CUD) 	fl 	'=-'1C 

-Fi*RMJ/KOLAd3 £0c19 '9Ael3 £0c10 '9Ael3 £0c19 [3rigat) [9E301 

£09LLO/TIOUIT/Iacl 
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[0235] C^0iJ2] GPC3 ERY5S GPC3 ERY6, GPC3 ERY70fF§^£l^ 

fciz, m$KM (GPC3) ££££!>)* 
Z £ %Ufrtc0 GPC3 

ERY2tc3 £>KGPC3Kttt-£scFv£t,9—ottJPLfcM©GPC3 ERY5 (IS 1 7D 

) , ttJPf £GPC3£ttf V£scFv-ett&<Fab©MKL/cGPC3 E 

RY7 (H1 7 F) tf^tl^tlWgk-Ztltzo %tcs GPC3 ERY5CDCD3 epsilontctt 

t-£scFv£M0fc£#$LfcM©GPC3 ERY6 (H 1 7 E) bWgkZtltco 

[0236] ttzt>*>s ±BLtcy5mtmm(Dmw^mm<mu^ntcyo^-(^-^m 
^tcPCRfe^(DmM%lZ&^Z'jk%\<Dl5felZ£i>)s GPC3 ERY5 Hh% GPC3 ERY6 

Hk% GPC3 ERY6 Hh% GPC3 ERY7 Hh% GPC3 ERY7 L£^tl^tl=l - FtZtf') 9 

0\y^1 

[0237] J^TtC^-riI^^^-&®^il^^^-tfFreeStyLe293-F|ffl^tC®A^tls 

[0238] A. : GPC3 ERY5 

%i%*o o -tzmxisntctf ij 90 i Ktcj; y n-
1 K : GPC3 ERY5 Hh (BB?!I#^ : 3 6, *> O'i~ & Z> 7 $ J Mm 1 9 

. GPC3 ERY2 Hk 

[0239] B. : GPC3 ERY6 

* -lzMX3titctf 'J 9 0 btf 1 KKJ: y =l- K3ti£*° 'J^7° 

^ K : GPC3 ERY6 Hk (BB?!I#^ : 3 7, */9 

, GPC3 ERY6 Hh (BB9!J#^ : 3 8, *> 

0'i~)\s®JMm 1 9 T7^ 
[0240] C. : GPC3 ERY7 

%l%*0 0 -tzmXlStltctf 'J 90 btf 1 KKJ: y =1- K3tl3*° <j*y 

1 K : GPC3 ERY7 Hh (IB^U#^ : 3 9, mZfoZ7<S^m1 9 

T7^ , GPC3 ERY7 L (IB^U#^ : 4 0, is 0' 

1 N GPC3 

ERY2 Hk 
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[0241] 14641.tc_- *II_EM7`Ant i 	FLAG M2t 711, (Sigma ±) 	t:.-..)ju ;Loa, 	,!,A t 7 

AVA349-0,1, 	0.1 	mg/m1- FLAGS 7° 	K 	(Sigma ±) 	le:.-..ck Zgffle"ffl--)tt.tc_-. 

IAO'g3-A-tiNg37VHisTrap HP)J711. 	(GE Healthcare#) 	6:.))11-;_g-t,, 

A t 7 1.,. a) A 341-0,1, -f Z Y V — )1,021.1-fraa t: ct zgffl e-A-A -1 /435 tt.tc. IA 

0173• 	''A-tiNA3751.LU- 6 AM --CS' a' -,_g-t. tz-_- ,l, 	a 1E13 75'S uPe rdex 200t 

7L 	(GE Healthcare#) 	6:.))11-,3_q'1,, 	gffla0)*j1 12tKg30),7).111117 -Z a' 

Lt.: ck t') a 1.1-,3- tttc-- 	ffIrlig37V 14' 641.k-  . 

[0242] 'Lt. 6 a) t I) /'•7° 	K -R -a 12tK L GPC3 Bi TEL WeiNIA.V.3tt0)ELVetst) 

ttd-c_-. -t-  oem, 	z.41. 6 0 t ,) 	'7° 	K 'Rai* aMEJNICV. 3t,ht 1, 0 Vrt, t GPC 

3 BiTEVtftt:.-..)katsoz:LelE916/3\Lts-Dtc (4 2-4) . 	'Loa.' Li3N6 

, 	B i TEO)* 	Z1,N1, 1't.V'AMi,tc**It:.-_Fcilliu L, 	-:5 66::_ati-ag6: 

1, --C2firee-a -ZWV)a)--etVA 01gL -Z3•A*1J,11-Z a'. L e-e V-so 

to)LA.64-t.tc_-. 

[0243] [ 	{ 	3) GPC3 ERY8-2, GPC3 ERY9-1, GPC3 ERY10-10)4lf2''LM4 

(1) GPC3 ERY8-2, 	GPC3 ERY9-1, 	GPC3 ERY10-10)41MI 

V:, BiTEOD*CStitc Pe: IA 01903tftti-D3 0)*1-1 -1I egitg)- 6 411c. 

attLE, (GPC3) 6:.311-ZIgGa**14L L, 	a' 413:.:CD3 epsilon t:31- ZscF 

v 	,11-)in 1, tc):M37V,VF1.1-,3_g-t. tc. 	a'. OE, a**I4L 	z IgGO)Fc L 1, -c 

(,, ±3LR I., tctaa L PI 0 t:.-_, 	FcgR (Fc7k7412tK) /a)*Ii-aft75%N -,3_ 4-td-c:  it 

4 i, 	1- miFcejEil o 6 tttc_- . CD3 epsi lon6:311-ZscFvefAGPC3tM2tKIgGIOH$14 

0)Nl,:.:1111:1-,3_41.7L- GPC3 ERY8-2 	(4 1 	7G) 	, 	Ht140)Ct:.:171)JFItg-Ltc_- GPC3 ERY 

10-1 	(4 1 71) , 	13140)Ct:.:1111:1tql.tc_- GPC3 ERY9-1 	(4 1 7H) 	e-t.tt,Vrt, 

4IF tizi -,3_ 41. tc: . 

[0244] -1-s1--)t, ±21„7-c5IL1700ift-b)J1-sgEMIllin Lk-  7°7 -f 7 — CE11 0  

A.--  PCR5/ 	a) 	46:.-- 8 ki \ --C 	Illa) 	a t:.-- ct t), 	GPC3 ERY8-2 Hk 	(gOli# 1-41  : 

4 1, 	‘J-)1/gOIY-CZ77 Z11 9 7 Z i OgrgTAgENie:.-_t -g- tt.t's 

0) , GPC3 ERY8-2 Hh (gOli# 1-41  : 4 2, 	:>t/l/g0d-rsZ77 -Z J 	ii`A' 1 

9 7; ingigaVI,g0gle::_t -A-V1.1-S.1,\) . GPC3 ERY9-1 H (gOli# 1-41  : 4 3, 

WO 2012/073985 90 PCT/JP2011/077603 

[0241] t#^tl7tip||±;#tfAnti FLAGM2;fr^A (Sigma#) tC^Jp^tl, 

A ©}&}#© fit, 0.1 mg/mL FLAG^7°51 K (Sigma#) iZ cfc tffrfotl/co 

@ft#^£#fr®#tfHisTrap HP^A (GE Healthcare#) «JP3tl, ^ 

i^)7A©;»t, -f $yV-JU©}fJt^lB^ tf»3ti/c0 @ 

^M^tfSuperdex 200* 

^ A (GE Healthcare#) tC^Jp^tl, CI 

tltZ&V mmZ tlg tf t# e> tl/c„ 
[0242] dtl£>©tf 'J ^7°^ K^fr^GPC3 BiTE£ ©«1IS;£14©hb$3^tf fr&ta 

tl/Co tl tl £) © tf'J ^ 7 "5~ Ks'n''tfc©it[lt[lH|lS/£'|,:fefc£ ^tl t GPC 

3 BiTE©^tCM7^d£tfBJ^tfttZ-itc (@2~4) „ ZOZtfrb 

% BiTE©*!^, &£^tt^tl££MLfc«£KFc£ttj!jPU 3 £ 

^(Dt^Xbtltco 

[0243] C^»iJ3] GPC3 ERY8-2, GPC3 ERY9-1, GPC3 ERY10-1 (DWWkttfkM 

(1 ) GPC3 ERY8-2, GPC3 ERY9-1, GPC3 ERY10-1©fEi^ 

%IZS B i TE © j*i££ ft fc t IZ @ ft ©S'I4£ ft"? ©i'Mtf §i^ btltc0 

Vffl^rL^ (GPC3) ^"t^IgG^S*#^ U dtUCCD3 epsi lontCft-t^scF 

vzmuLtcfiKDfiTmtmtsntco c©^, 
&s ±$L/ciIl=r«>:|W|*mc, FcgR (Fcyg^flO ^©^tttfMil^tltcV 

-f b > KMFctfffilM^tl/co CD3 epsi LontC>tff £scFvtf JnGPC3Jn'$;IgG©Ht! 

©N^C<ftJp3tl/cGPC3 ERY8-2 (||1 7 G) , HfI©C^CttJp3 tlfcGPC3 ERY 

10-1 (i1 71) , LfI©C^CttJp3tl/cGPC3 ERY9-1 (||1 7 H) tf^tl^tl 

wmt*ntc0 
[0244] ±IEL/c^;i^|W|^i©M413^0L/c7°^ 

/cPCR;i#©^H^tCfclNT^[]©^;itCJ: U, GPC3 ERY8-2 Hk (13^0#^ : 

4 1, 9 

IN) , GPC3 ERY8-2 Hh (IB^U#^ : 4 2, *> ?i-)l>&m~e$>Z 7 $ J 3^m 1 

97$ , GPC3 ERY9-1 H (BB9!J#^ : 4 3, 
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'j-)1/gUij ---eZ 7 Z ) 	ii'A 1 9 7Z i Ogrg -AgOIJ(,:.-..t -A- 4-t.tskiN) , 	G 

PC3 ERY9-1 	L-His (g0j#1-41  : 4 4, :> -/l/gaNTZ 7 Z) V-A 1 9 7 

Z i OgIgaVI,gaNt:.:(,-A-V-L1:4:0) , GPC3 ERY9-1 	L-FLAG (gOli# 1-41  : 4 5 

, :> 	'j-)1,g0g---eZ 7.Z ) 	ii`A' 1 9 7Z ingMaVIIENt:.:(,-A- 	41.1:4:0) 

GPC3 ERY10-1 Hh (gOli# 1-41  : 4 6, :> 	-/l/gaNTZ 7 Z ) VA 1 9 7 

Z JO  grMAgOlit::_t -A-V-LtSkiN) 	-ti-LT.11. 	— K - Z 711 1  ) 	1,7J- 	K 

et*A-,3_ tt.tc —A0)5t1R, 	5' —eilF11-,3_ ttd-c_-. 

[0245] L;1F6:.-..71 -KLW)--al-D -t0)5t1R, 	,9' —10 reeSty le293-FUJEJN(,:=4A -,3_41., 

IA 0193 	—38 ft t:.= RIB, -,3_ -ft Az-. 

[0246] D. IA 01g3 	: GPC3 ERY8-2 

ft1R.51-6:.-..4A-,3_q-1.tz-_- 7J1') 	1,7 	Klz.ck (,) 	— Ktg-t.Z7J1')/7°  

K : GPC3 ERY8-2 Hk (g0j# 1-41  : 4 1 , :> 	-/l/gaNTZ 7 Z J VA 1 

9 7Z iggrga-AgENt:.-_t -A-V-Li-skiN) , GPC3 ERY8-2 Hh (gOli# 1-41  : 4 2 

, :> 	-)1,g0g---eZ 7 Z i 	ii`A' 1 97 1f\) 

GPC3 ERY7 L 

[0247] E. IA 01g3 	: GPC3 ERY9-1 

ft1R.51-6:.-..4A-,3_q-Ltz-_- 7J1') 	1,7 	Klz.ck (,) 	— Ktg-t.Z7J1')/7°  

K : GPC3 ERY9-1 H (gOli# 1-41  : 4 3, :> -/l/gaNTZ 7 Z J V-A 1 9 

7Z ingiMaVIIENt:.:(,-A-V-LtSkiN) , GPC3 ERY9-1 L-His (gOli# 1-41  : 4 4 

, :> 	-)1,g0g---eZ 7 Z i 	ii`A' 1 9 7Z )0WaVIIEN(,:.:(,-gttl:4:0) 

GPC3 ERY9-1 L-FLAG (gOli# 1-41  : 4 5 , :> -/l/gENTZ 7 Z ) v-A 1 

9 7Z J OgrMWAgOIJ(,:.-_(,-A- 4-t.tS.0) 

[0248] F . 	IA 01g3 	: GPC3 ERY10-1 

ft1R.51-6:.-..4A-,3_q-Ltz-_- 7J1') 	1,7J- 	Klz.ck (,) 	— Ktg-t.Z7J1')/7°  

K : GPC3 ERY10-1 Hh (gOli# 1-41  : 4 6, :> -/l/gaNTZ 7Z J v-A 1 

9 7 Z i OgrgaVIIENt:.:(,-A-V-Li-skiN) , GPC3 ERY8-2 Hk, GPC3 ERY7 L 

[0249] 14 6 tttc_- *,I_EMeAnt i 	FLAG M2t 711. 	(S igma#) 	6:.-..)jp-,3_0(t,, 	,!,A )J 7 

11.0)A3  41- 4A, 	0.1 mg/m1- FLAG' 7° 	K (Sigma ±) 	6:.-..ctzgffle-A-1-fttql.tc 

WO 2012/073985 91 PCT/JP2011/077603 

9 ^yitti^iB^ytcti^tift^) N G 

PC3 ERY9-1 L-His (BB9!J#^ : 44, *> O'± )\s®m~Z fo Z> 7 $ J Mm 1 9 7 

, GPC3 ERY9-1 L-FLAG (BB9!J#^ : 4 5 

, 9 T^yittij^lB^tCti^ftft^) 

, GPC3 ERY10-1 Hh (BB9!J#^ : 4 6, *> O'± )\s®m~Z fo Z> 7 $ J Mm 1 9 T7 

$ y^tiJ$&BB^JtCti#£*l&^) £^tl^tl=l- Kt~ £>tf x)9 0\s^1 K 

tf Jf A3 titc-&(D%M*0 0 - ifHtco 

[0245] JUTtC^t"^^;bt!:©fg3I^*-tfFreeStyLe293-F«ffl]&tC#A3*l, 

[0246] D. : GPC3 ERY8-2 

0 0- tcJiA3 tifc tf U 2 ? b tf 51 Ktc<£ y =1 - K3 ti£ tf 'J ^7° 

^ K : GPC3 ERY8-2 Hk (IB^U#^ : 4 1 , *> O'±fo Z> 7 $ J 1 

97$ , GPC3 ERY8-2 Hh (BB9!J#^ : 4 2 

, 9 T^yittij^lB^tCti^ftft^) 

, GPC3 ERY7 L 

[0247] E. : GPC3 ERY9-1 

0 0- tcJiA3 tifc tf 'J 9 0 Is tf 1 K tc J; y =i - K 3 ti& tf 'J * 7° 

1 K : GPC3 ERY9-1 H (IB^U#^ : 4 3, *> O'l-JlsSmTfoZ 7 < S Mm 1 9 

7$ y^tiJ$$BB^JtCti#£*l&^) , GPC3 ERY9-1 L-His (BB9!J#^ : 4 4 

, GPC3 ERY9-1 L-FLAG (BB9!J#^ : 4 5, ^ <fi~ )\s^mxh^>7 $ J Mm^ 

[0248] F. : GPC3 ERY10-1 

0 0- tcJiA3 ntc tf 'J 9 0 Is tf 1 K tc J; y =i - K 3 ti& tf 'J * 7° 

1 K : GPC3 ERY10-1 Hh (BB9!J#^ : 4 6, ^ <fi~ )\s^mxh^>7 $ J Mm ^ 

9 7$ yi£tiJ$filB^]tCti#3;tl&^) , GPC3 ERY8-2 Hk, GPC3 ERY7 L 

[0249] f#£tl7cia§i±?#tfAnti FLAGM2*^A (Sigma#) tC^JP^tl, m&t}^ 

A©8fc&©&, 0.1 mg/mL FLAG/^7°51 K (Sigma#) tC J; if tltc 
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o  HIE11,73-} -gt‘g3-1J4lisTrap Hipt5Ls. 	(GE Healthcare#) 	6z.-..5A)in -.3_01., 

ig<- J-) --51--\0131- 0,1, 4 Z YV—)i/oDSV0123z.-_, 	W74ffl b<y-t-,L tot. 

Hoi9 .-g-ti,1:6375q.Rm-sitt:.-_--,--cTi&-18-1/4•11-Ltc_- "*, 	A IE-3 1A upe r de x 

200t 711. (GE Healthcare#) I. z.-.. 5,jjig tt fl.. 	g ffl A o)*2121K iE 3} o gy. cD IN 

1-  Z :: LC,: ck 9 f MI :35 41. tc: 	IA 019 3i• 	75q141  6 ti tc: . 

[0250] L41,6073•-Tt:.-_ --Dli\ --C in vitroODUNigit Attilt?‹tcL Z. 6, 	01'41, 0) 

3• 	tGPC3 BITELlp7 	1-;1EWElliNiAit3tft77 - z: L fflE111 6 b\ L fci: -D tc (4 

5) . *t::., 	GPC3 ERY9-1, 	GPC3 ERY10-1a, 	HA 675\ t:GPC3 BiTE_EMZU 

NIA ,V,Afthq-E60 641.4-_- „ *RHAr..8o-C, Afti,Etz.3-11- IgGtZ.:CD3 epsi lo 

nt:341-ZscFv4-4)311-4 -}tZ.-..80-CtBiTELPM-.),_haAfinigtitti 

"D Z: L t<M51)--C BA 6 b• L 4'.D It . * VZ.-_, 	GPC3 ERY9-1, 	GPC3 ERY10-10)(t -) 1,:.= 

IFEAJAI,Z.3 -  Mi-S` 1')( 4 > L CD3 epsi LontZ.:Z era K)( 4 .'/G)iTffitfiff 

,t,\  	CZ: 8 0 -C, B i TE 	9 t BA 6 13\ GZ.:.qt OVA'S it At/3<R, 6 ttic a'. La 

M-OtiiM -"C 	-D tc. 

[0251] ( 2 ) GPC3 ERY8-2, 	Ezzi e , 	GPC3 ERY10-10) 	in vivoCthO)affi : 

(1) ---e ga a toatc in vitro0)7v -t4 TGPC3 BiTELITA4V-E0465Aigit 

AftffEge0 6 t1.k- GPC3 ERY8-2, P.M GPC3 ERY10-1 a) i n vivo0)3451t0afff 

fffi--1-s.4-A-Ltzo  Gpc3ftiRA-  6 L. lq$COM, 1T-X--- 3 	PC-10e L. HDBMCLM-a 

1.1\10D scid7 r) Z l,Z.-..4*L1-,3_1"Ltz-_- c, 	pA7''7 Z tom. A-  L., ZGPC3 ERY8-2, 	1,\ 

I, GPC3 ERY10-10)fk4t:.- -8*iM-41;b41,1t. (pre-mix 	52/1/ L M*15:5 ttZ 

) . 

[0252] 1-1'Sbt, 	GPC3 ERY8-20)PC-10 pre-mix.f52/14:.,:t Z 3445thittRta".81,\ -Ca 

, TEO) ck -3 14:14:N7Y-Argt tt.tc_-. RA A ;f 7 	5 4 71..k 9 IVIR 1, It Ala 75\ 

63Alitt.tc_-PBMC/3\ 6, 	CD56 MicroBeads, 	human (MCAS Mi Ltenyi biotec#) 

EHOZNOEEIE7VRAtttico 	E 1-11$X...t1s7591,VJEJN 	PC-10 (A-fA--, ttmff 

%,"'Fiff) 	5 X 106 1M, L, 	NOERIEM5<n 	;3S 41,7:-_-  L. H:)BMC 4. 5 x 106 	8 .,, tie -7  

I. ') it/l/ajtOr47 Imo ') v7 Z (BM) Cgfott la, NOD scid7r 	( El* fJ 

1,7, 	id, 	7W) 07 -t- t1053hTt::_f-PFC's ttlz-_-. T-0-0) El 	day OL 1_, tc: c, 7r, 

WO 2012/073985 92 PCT/JP2011/077603 

o §ft#^£#friIi#tfHisTrap HPrt^A (GE Healthcare#) iCjMStU 

Mall;b^A©>5t>#©^ -f 

gft#?£#frLB#tfP1^3i§tC^T;§Ss$ftfc^ MaM^tfSuperdex 

200*^A (GE Healthcare#) tClisjD^ iMlhi&(D^wfoWfr(Dfr&\n\V& 

tzztizkvmm^tLtc&g hntco 
[0250] ZH^O^^lZ-D^X in vitro^lfflMSStt^P^/c^ C 5, l^ttKD 

#^^GPC3 (H 

5) o #tC, GPC3 ERY9-K GPC3 ERY10-1tf% B££>tftCGPC3 BiTE£±[n].g>|ffl 

^)tJlUC£f1-£IgGtcCD3 epsilo 

ntC^-Ti)ScFv^M-r?>#^tCfc^NTtBiTEhlWl#m±®«{i^)Ste^ft 
-DZtmmxmb-fr t+£-itc0 4$^ GPC3 ERY9-1, GPC3 ERY10-1 © J; 9 tC 

K* -f >£CD3 epsi lontcftl" 3i§££- K-X -f >©£§Htf± 

$ U#? tC fc ^ T\ B i TE4: y =& B£ e> tf tC^UffflJM^mtf H, £ tlfc d t tf 

[0251] (2) GPC3 ERY8-2, RXf, GPC3 ERY10-1© in vivo^$]©!¥II : 

(1) TsBWlZtl/cin vitro(D7>y-tzJ T?GPC3 BiTE£ll#J^±©|fflMI# 

StttfSg<fte>tl7c:GPC3 ERY8-2, RXf, GPC3 ERY10-1©in vivo©^©M 

tffr&foft/co GPC3^^Ii1-^>t h^=(S»^-efei>PC-10tf fc KPBMCh)!^ 

3tlNOD scidV^XtC^a^tlfco ^^7^7>lCttLTGPC3 ERY8-2, 

tfGPC3 ERY10-1©&#tc<£3>£iPtftT&stoftfc (pre-mix^TJ\s£fgfo$tl& 

) o 

[0252] GPC3 ERY8-2©PC-10 pre-mix^E TMZJ: £^$]liti^Cfcl\T tf 

, T§B©J:9&t£ifctf^j5fe3*i7co 7k y MtLfciMtf 
£>#113tlfcPBMCtf CD56 MicroBeads, human (MCAS Miltenyi biotec#) 

£ffl^TNK«tfp&£3tlfco fc hJffil¥±j£tf/ulffl»PC-10 

&ffi) 5x10<*«bs NK«tfP&£3tl/cfc KPBMC 4.5X10<*% 

h 'J >f;uSJS0lv K U <> 0 X (BD#) NOD scidTOX (0*? 

\y7, iHt. 7W) ©^tt^SB&TlC^SStl&o #*it©B£day Q£Ltc0 
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cz cmitin El C: fi-i, 7 	7 Fi GM1 fi-if4c (II"*Vt) 13'0.2 mg/E Tag 	G .:. #R- 

4-:. tt.tc. 4$112HirET1t:GPC ERY8-2e30  m.g/ETlikli9=14:5 tat. GPC ER 

Y8-20)#R4/`day 0 —4VC OM, Fif5lirfft)tt.tc_-. 

[0253] etc, 	GPC3 ERY10-10)PC-10 pre-m i x52/11,:.:ck ZJE-,-Itvt-,-.IikiN -c (,, 	1 

20 ck -3 14: MN 75' 'Alt -,3_ tt. Ai:. I A' A t 7 	5-  -I Tick t') #; ER L, tc: EIVAI75` 6 3' 

All:3.S I'LL-  PBMC75\ 6, 	CD56 M i croBeads, 	human 	(MACS M i lteny i 	b i otec#) CE11 

0 -C NKUJEJN e It 	-,3_ tt, tc: c, 	E 1H1$ FM9 	_h) 	7VA, KH JEJN 	PC-10 ( 	tItN)}5-1.°Pff 

) 	5 x 1 06an L , 1\110M3YRI -,3_ ttt-c E. I-PBMC 4. 5 X 1 06gM, 	8 ,, tie7 I,') 

if)1,ariEN7 1,1) v 	Z (BD#) 75gifil -,3_ tt, NOD sc id7 	( El* 	I, 77  

, 	at 7W) 0)..0•03,N) -F1,:-47 $11:_ttt.tc_- . fV[40)19 	day OL Lk. 7r) U.z.: 

1, *-01-11141E1 r_ti-̀ 07:>7 DGM1ftvf* (Rya-gm) X5`0.2 mg/n-ejigjint:.-.A:4-,3_ 

ttdt. fAl2Hiralt:GPC ERY1 0-1 75<30m.g/E-ClikK9V9:4 -,3_ tttc_- . GPC ERY1 0 

-1 CA9:47Yday 0-4, day 7-11, day 14-160m, 	Fit 1 31=1"fft) tt.tc: . 

[0254] ---OrAiliM, GPC3 ERY8-2, 	Z liNtGPC3 ERY1 0-1 &I:4M: 8 kivz l,, 	a J I- 

1=1 --)ve 	zgpg (PBS) #9:4UL EL/<--C HA 6 i3N t:.:11240)1Meffp$U -,3_ tt,z 

L elEIJI 6 75\ L ts -D tc ( >4 68,trf7) . 

[0255] etc, 	1.10)52/11,:.-_81,vr t GPC3 ERY1 0-1 I,: ck Z in vi vo3A51)30a11475qi- tcl: 

1--Attc_-. V4',1-Dt, 47 $11tql. tc: PC-10(Z ck Z arga)):MefrEgg tql.tc: NOD sc id 

7 r, 	l,Z.-.., 	in vitro-CE IPBMCiia -Z a.' Lt::_ck tJtV11tIc_- TkEljEMMA 

tttco 	it'iA7 r, 	G:.-_ ,f l., ZGPC3 ERY10-1 	#R4 -Z (1.  L CZ_ ck Z58*ff'dfcl: 

btttz-_-  (raln4A52)1/Lt8W,-ti'LZ) . 

[0256] V-S1-Dt, GPC3 ERY1 0-1 ODPC-1 0 TUJEJN47)52/14:.-..ck Z 31Mit:N tz: 8 k, \ ---C 

1,, TEO ct -5 tatiR7M-1--)11. it . OM A t -3 	5-  -I -7 ct I) ts.1414R 1, tcLana75\ 

6 3-}ittEtq'ttcPBMCatfT cell act i vat i on/ expansion kit/ human (MACS M i l 

tenyi biotec#) 	JE111,\ --CTOJEJNOAgjcfiaIeffftstAtd-c_-. 	L I.J1$ Fff,±)se 

hAll liNTLic PC- 1 0 ( 	atItN)}5-1.1 ,'Pff ) 	1 x 10'VIIN L, 	7 F I) it)i.art-oro7 I- 1) 'y 

(BDt) 75361 -,_41., 	NOD sc id7 r, Z 	( 19* 	1, Ti, 	ita, 	7W) 0) . 1,J* 0 

A13)-F tz- 4111;3- ntc_-. MI 0E1 	day 0L L It . 7 	t:.-..t.0014419, 8 ck Ve 

WO 2012/073985 93 PCT/JP2011/077603 

XlZimmrnBlZtfiTi/TaGmtfiW (fnftMH) tf0.2 mg/pc-e0ffl£l*KC& 

^3tl/c0 f£*it20tP^CGPC ERY8-2tf30Atg/E^fltfl£fc&-£3tlfco GPC ER 

Y8-2©&#tfday 0~4£-e©iak ft5|I]fTfc>tlfco 

[0253] ttc, GPC3 ERY10-1©PC-10 pre-mix^^l4C J:£>2£®t£ifcKfc^Ttfs T 

IE©<£ 9 ftlffifctf Htco =7 yi -f 7 J: y }» LfclMtf 

tl/c PBMC tf ij, CD56 MicroBeads, human (MACS MiLtenyi biotec#)^:^ 

^TNK»tfP&£3tl/c0 fc hJffi)I¥±j£tf/u«*fcPC-10 

) 5X106« t s NK«tf 3 tl/c fc S PBMC 4. 5 X 106«N fc J; tf ~7 h 'J 

h'J y<7X (BDtt) tfFbffl^tl, NOD scidVOX (B^b/7 

, Ms 7W) ©^in^&TK^filSft/co ^*6©B£day 0£ L/c0 7-571: 

tf^ffifuB^n^^PGMIJ/El* (ffi^H) tf 0. 2 mg/|Zn-eStJ]£l*UC&^3 

tl/cQ #ffi20|^^tCGPC ERY10-1tf30Atg/ETitfl£fc£^3tlfco GPC ERY10 

-1 ©Jx-^tfday 0~4, day 7—11 % day 14~16©flf]N St13[5]fT;btl/co 

[0254] ^©^HN GPC3 ERY8-2, &£^tfGPC3 ERY10-1&-£®Mcfc^Ttfs ^ 

• (PBS) 

£tfB/j£tf (HI 6 fcctt/ 7 ) 0 

[0255] £/c, SO © "E 7^143 fc^TtGPCS ERY10-HC J: Z> i n v i vo^$]©l¥Htffj& 

fotl/c0 ^ffl3tl/cPC-10tCd:-g)|I^l©JFMtf5ilI3tl/cNOD scid 

VOXtCs in vitro-efc hPBMC^±§S-r^C<htCd; y±i^3i±/cT|fflBStf#A 

3tlfc0 ^^vOXtC^LTGPC3 ERYie-l^^-r-SdiitC^^/^tf^ 

to tl/c (T»^A^^uh^3ti&) o 

[0256] ?t£t> %, GPC3 ERY10-1 ©PC-10 Tl^AffiKC J: &li^li»CfclNT 

tf s TIE© J: 9 tttSlfctf fjtotl/c0 mMXts^ yHT & U «L /cMtf 

^#113tl/cPBMC&tFT ceLL activation/ expansion kit/ human (MACS MiL 

tenyi biotec#) l^TTiffli^©^A±pStftT^^btl/c0 fc MffiiH^-tJ&tf 

A.^am^pc-10 ^xie*^, ?h>J^JUSJIEM^K>J* 

(BD*±) tf;Fbffi3tls NOD scid7OX (R*<7\s7, Ms 7W) ©^tt^ 

^*S©0£day 0£ L/c0 vOXtCtf#ISfuBs fc<£tf 
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day 6, 	8, 	12, 	16, 	20 t:.= ti-i, 7 :> 7 MGM 1 ttvf2tK (filYagAz) e0.2 mg/n-ejigKo 

t: #9:4 -,3_ tt.tz-_- . 4#11•16Q IA t:IlErgit 4 X L 12M  t::_g.7‘ l; --CU30- 7Y"ff 40-Dtt. 

tcA, ME M 	to 	t:.-.. ck -D -C1'41  6 tt.tc TVIIN7Y1 x 1 GAN/ n TI1RK° 	(,:.:4$11-,3_ 

tt.tc_-. 	-t.  0211%1'175\ 6, 	GPC ERY10-1e30 iLg/nTliklin#9:4 -,3_ tt.tc_- . GPC 

ERY10-110#9:46day 7, 	8, 	12, 	16, 	17(Z, 	Eit5111"ffl-Dtt.tc_-. 

[0257] -t- otliiM, 	z.:0)52)14:.-..80.--c t, GPC3 ERY10-1#9:4m.-..8k,\ -c wgpm. 

4U6:.-.. EL V LZ 13/1 6 75` fci: tiL 112 a 1if PI 75q2 6/3 6 tt. tz-_- 	( >4 8) . 

[0258] J-;1_h0) a.' L 75\ 6 , 	+t-' 1, 	MI Fcti'D I9Ga*fit'i4L 1,, 	a.' 413:.:CD3 ep 

si Lon t:311-  Z th`,12tK0)scFv 	- -D ITIN L tc_-)W0 - A0)3 	tvA 675i-sin vivo 

t:.=.80•ZtAllErg")- 4 - Z a.' L7Y7Ttg-t.tc_-. 

[0259] ( 3 ) 11114.1*Mia ft ON% 

GPC3 ERY8-2, GPC3 ERY9-1, GPC3 ERY10-10)-A0)37Y, GPC3 BiTEt: 

ELV L -COAC:R01[1:14.1**1011J 	Z 75`1'75` VtgI -  Z tz-_-  6/3 t:, amen 
75qPiltqlt 0 I'S I,\ NOD sc i d7 r, 	6:.-_ -,11_, -C30 m•g/nTN:4tq'ttc_- , GPC3 ER 

Y9-1, 	GPC3 E RY 1 0-1 01[1:10 r1=1  21. 759111i r119 I,: ALI t -,3_ 41. tc: . 

[0260] V'Stpt, TEE) ck -3 tSPKAPhittERe,tql.tc_- . NOD sc id7 r, Z (El* 

i, 7, 	Iiii, 	8W) 	Oliklin t:.-..GPC3 ERY9-1, 	GPC3 ERY10-17Y30µ,g/n-e#9:4 -,3_ 

tt,tcc, #A'4,1, 	15mi n, 2HirA, 	1 El, 2 19 , 7 El CA- t 4 1 I- T7 r, 	0)MIFIIR 

ck (')••7 	') v laW, 	(5-)1/ 	) 	C'Il kivrilll:13Y•'fft)tt., 	-t•01[1:1417YER 

2'4-1-,3  ttd-c . 

[0261] GPC3 	RIB, -,3_ -ft tc: Ba/F3VIEJN (GPC3/BaF) 	8 ct VeL I-CD3 epsilon 	ft1R -,3_ 

-ft tcBa/F3WEJN (CD3/BaF) 	t::_iLARAC 1, k- GPC3 ERY9-1, 	GPC3 ERY1 0-1 5 )11A. 

6 41., 	GPC3 ERY9-1, 	Rl,, 	GPC3 ERY10-1 LGPC3/BaFRtCD3/BaF LaPi.7\ -,3 -ft 

tc . a' tt. 6 OM IiN VA Ai-  OA , FITCMVS tt.tc2t-Al2tKiPin A_ 641., 	,!,A=) 

ttv12tK 	-,3_ 6 t::_aZ -,3_ -ft AL-. 	,g0;ENEn0)A349-aA, 	Epics XL7D-1J-4 I)( - 

,9' - (Beckman coulter#) k ct (,) 	1,0iNiNt::_frat 	ttcg3.11t1.75q],rift tt. 

, 	-tti,14“:.-.. -D 0 -c• of,Mit mnegM -1 /435 tt.tc_-. 

[0262] GPC3 ERY9-1, 	GPC3 ERY1 0-1 7Y#9:4 -,3_ 41. tc: 7 r, Z ck t') Wirl'91,:tUR-,3_ ttit Ell 

WO 2012/073985 94 PCT/JP2011/077603 

day 6, 8, 12, 16, 20^^^^T7 PGM1 (fflftfefcH) #0.2 mg/E"efltll£ 

mz&s-zntco mmmu @tcjM+M x£<*tttcj& i;T$#tf 
tern. mmjk±%miz£ ^Tt#^ti/cT«tfi 
titzo GPC ERYI0-1^30 ngm-emwto&^-ztitco GPC 

ERY10-10$^tiday 7, 8, 12, 16, 17tC, mWi^Utco 

[0257] ^0^H, Z(D=E^MZ1D ̂ Tfc, GPC3 ERY10-1 JS^tCfc^T 

^ig¥tC.tb$$ LTl1^ tf ftJ/EJMfFffl tf SStf) £ tl/c (i8) 0 

[0258] £Lt©Cl£tf£>, +M b> KMFc^ftoIgG^S*#^ L, CtltCCD3 ep 

si lontCftt~£>#Lft©scFv£ —L/cM© —^©#^ti BE <?tf&in vivo 

t«— tf" *2> •§> il ii. tf ^IN3 tl/co 

[0259] (3) 

GPC3 ERY8-2, GPC3 ERY9-1, GPC3 ERY10-1 #©-}g©#^ tf, GPC3 BiTEtC 

im L T mm iz m tp^mm z M t %> tf s tf z &M.t •& tc &> tc, 
tf #163 tlT IN NOD scid7OXtCttLT30At,g/E"C&-£3tlfc, GPC3 ER 

Y9-1, GPC3 ERY10-10Mf^)I^tf^0lfttC)|JJ^3tl/co 

[0260] tt£t>-l5s TIE0J:9^PKM/f^tf»3tl/co NODscidvOX (0* 

OVT, iHft, 8W) ©SfJ]£|*ltCGPC3 ERY9-1, GPC3 ERY10-1 tf30M,g/|Zn-e&^3 

tl/cQ 15min, 20m 10, 20, 700#*°-f > K0X©*ItlM 

& y^W h? ij >y (TJ^) ^^TMltftrfotU f0tltfi 

^3tl/c0 

[0261] GPC3£fgii3-&/cBa/F3« (GPC3/BaF) fcj;t/L KCD3 epsi Lon£fgii3 

•t*/cBa/F3M (CD3/BaF) tCjgl:^ L/cGPC3 ERY9-1, GPC3 ERY10-1tfjQpL 

£tl, GPC3 ERY9-1, Xti, GPC3 ERY10-1 ^GPC3/BaFXtiCD3/BaF^J5J^3"& 

/cQ Ctl^0lffl^0)7t)#0^, FITCtlfi3 tlfc2&ft<*tf in*. £ tu 

tfH*Z3t>lZJxJ&$-&tco Epics XL7P-+f^hP<-

£ — (Beckman coulter#) tC<£ lJ tl/c^7lD^^tf>UJAE!3tl 

, &J/tfrtCO^T©*I^Mtf^J$3tl/c0 

[0262] GPC3 ERY9-1, GPC3 ERY10-1 tf&^3 tl/c70 X<£ U fl0tfttC}«3 tl/clfil 
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75\ 6 ,101-,3_ tt.tc_- .01-MeiLAS1A fR ;3_ tt.tz-_- . ± 2 a)Sit ::: *A a) i'M a) taa L PI 

et: 	A ETA L GPC3/BaF, CD3/BaF L. ag.3-:s -ft, itilorrit.:4/±- . GPC3 ERY 

9-1 EzVeGPC3 ERY 1 0-1 0 	-KHIEJN^ a) eca RI  egiLl t -,3_ tt.tc: . girif -,3_ 41.k-  4F1LME 

0A,Mit:1:61,11 0 -C, ETA* aA-ttL12tK21..eXffl -,3_ ttd-z-_-  . 

[0263] -t- MiliM, GPC3 ERY9-1aVeGPC3 ERY1 0-1 1, 	L t 6:, #9:4•12 FM:: 8 o ---c 1 

o nmi,;t_t on r1=41 Vitti I., -c o z L.' L eliJI 6 75\ L ts -D tc ( 4 9 8 ck *0 1 0 

) o 	a.' CAiiiM75\ 6, GPC3 ERY9-1)3WeGPC3 ERY10-10)—A0)30101:1011:1 # 

[0264] 

AAJJ 6 BiTE t:.= EL /< -C -t-  1, < 2Z* tql, ---C I, \ Z a.' L 7Y7T tql, tc: c, 

(4) atto4rivvoigt--( 1- t -I Ji14.6:.=.8 0' Z It-f 1, J 

(4 — 1)4 — 1 ) FcgRecaMFc -DGPC3 ERY15-10)4'F11 

GPC3 ERY8-2, GPC3 ERY9-1, GPC3 ERY10-107—a0eat-n-,E4rip# 

ntst-r 	t -I Ja),17A.kl, Z_' 	-75`1'75NVCIZAL- 673(,:.-_, FcgRecaM-IFc 

[0265] 

#i-DGPC3 ERY15-1 	( >4 1 	7 J) 	ilf,tia,tc_-,, 

-f-: 	t, ±,E1051L1706:.-_, ift-b)JtsgOAITIN 1, tc 7°7 4 7 -CE110  

tcPCR51, 	8 ck VeQuikChange Site-Directed Mutagenes is Kit 	(Stratagene# 

) 	CE11 liNtc: 	)10)41,:.-. L -D -C L.110)511,:.-_,,k c), 	GPC3 ERY1 5-1 	Hh 	(ga 

m#24' : 4 7, 	:> 	-/l/gENTZ 7 Z ) 	ii`A' 1 9 7 Z i OgIgaVI,g01J1,:.= 1,  

-A-Vrt,"-S1,\) , 	GPC3 ERY15-1 Hk (gOli# 1-41  : 4 8, 	:> 	't/l/gEN-C'sZ 7 Z 

i 	ii'A 1 9 7Z ingrgIAgOilt::_t -A-V-LtS.0) 	-t. tt.T.1-t.— K - Z7J1') 

1,7t 	Ket*A -,3_41.7-cf0R, 	,9' —efF1,1-,3_41.7-c_-. 

[0266] GPC3 ERY15-1 Hh (EN* '4 : 4 7 , :> 	'J-JI/gENTZ7sZi VA 1 9 7 

Z i OgIgaVI,g01J1,::_t -A-V-L1:4:0) , GPC3 ERY15-1 Hk (g0d# 1-41  : 4 8, 	:> 

-)1,guij-eZ 7 Z i 	iA'A 1 9 7 Z J O  grg IAgOIJ 1,::_t -g- 	41.1:4:1,N) , 	8 

ck VeGPC3 ERY7 LO)RIR, 	'9' —75qkt:FreeSty I. e293-FMIN t:AA -,3_ tt, GPC3 

ERY15-1 	—3Kiftt:.-..5t1R, -,3_ -ft AL-. 14' 6 tttc_-*,I±MeAnt i 	FLAG M2t 711, 	(S 

igma#) 	t:.--)J1:1:35 41., 	,!,A)J 71x0 A3 	0. 1 	mg/mL FLAGS - 	K 	(S ig 

ma ±) 	(,::_,:t Zgffle-Alttq'ttc_- . GPC3 ERY15-1 	-.A-t,,Iyj3•7YH i sTrap HPt 7 

L. 	(GE Healthcare f) 	6:.))11-,3_q't,, 	,!,A)j 71a07A349-07T , 	4 zyv-)1,0 

WO 2012/073985 95 PCT/JP2011/077603 

fofr £>1^3 titco ±m(Dmmmmwi$(Dm£>tm 
£GPC3/BaFN CD3/BaF t ZKlfcZ t!\ MfitplZfefct £GPC3 ERY 

9-1&tfGPC3 ERY10-10#«^0^Mtf)lJJ^3tl/co )UJ^3 

(DtWM£ m ̂ TN Mf^ 0;f JtifWHH 3 titc0 

[0263] ^0^H, GPC3 ERY9-1&t/GPC3 ERY10-1 tf ^ t tZs 

) o £0^Hfr^ GPC3 ERY9-1&tfGPC3 ERY10-1 #0-}g0#^0lM^ 

MSStfBiTEtChb^TigL < B^S3tlTl^-g)C^tf^3tl/co 

[0264] (4) mKmmftfo-y-i SFC©®^ 
(4 - 1 ) FcgR^MFc£ftoGPC3 ERY15-1 ©fE§U 

GPC3 ERY8-2, GPC3 ERY9-1, GPC3 ERY10-1 #©-}g©#^ifHfflJaHIMific# 

\*t}4 XDmrnzmztfr^ftZfoM-tZtctolZ, FcgR^MFc^ 

ft^GPC3 ERY15-1 (HI 7 J) %WmLtc0 

[0265] ttatts ±IE0^;i^|W|«tc^ mwmmzmnLtcy^j 
tcPCR;i% fcctt/QuikChange Site-Directed Mutagenesis Kit (Stratagene# 

) Zm^tcljfemo^M^lZt^T'jktoOljmzjL y, GPC3 ERY15-1 Hh (IB 

?)j#^ : 4 7 N *> ^JUB^y-efe £ T7 $ y 1 9 T7 $ J I£tfI&m&M IZ tf 

N GPC3 ERY15—1 Hk (IB^US^ : 4 8, i/ O'UlySB^llT&^T < 

JMm 1 9 7$;m*I&%MmiZ&-££titj:\,\) £^ti^ti=i - Kf £tf 'J 

[0266] GPC3 ERY15-1 Hh (IB^US^ : 47, -> Jl/BB?!]"C£>£ T7 $ J Mm 1 9 T 

$ yiltfJ^^IB^tCtf-a^tl^lN) N GPC3 ERY15-1 Hk (IB^US^ : 4 8, *> 

9 ^yittfj^iB^ctf^tift^) , & 

ctt/GPC3 ERY7J_©fgii^^-7^CFreeStyle293-FMtCa#A3tU GPC3 

ERY15-1^-iitttC^ii3-&/c0 mbtltci%m±)mifknf\ FLAG M2*^A (S 

igmatt) "y A©}#;;#©^ 0.1 mg/mL K (Sig 

matt) GPC3 ERY15-1 £#fr®#tfHisTrap HP*^ 

A (GE Healthcare#) m%t) "y A©}#;;#©^ -f $ -?V—JU© 
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21.-/Egga6::_ctZ3effle*Yth-,_q'1.tc_- . GPC3 ERY15-1 -gt;g3•7511U-6386::,,t 

-D ---caVtg-Ltz-A, 	,!,A1E13•7YSuperdex 2001 711. 	(GE Healthcare f) 	t:.-.. 

)J1:1 -, 	41, 	gffl'ff-YO* Ii12tKO)GPC3 ERY15-1g30),7-).111117 	Z a.' Lt:.-_,:t(,)ittiiG 

PC3 ERY15-1 el4 6 ttd-c: . 

[0267] (4 — 2) ati-LEN4-r4P401g1-sit-f I- t -f 	1,734.g0);141_1-Z 

GPC3 ERY15-10)attLE4r1MVIVSIt4 ICJ 4 JE,734.8bY, GPC3 BiTE, GPC3 

ERY9-1, GPC3 ERY10-1, avecatumaxomabo-t- ttLELV - tc_-. 1n'At7 

%T -f 775\ 6 i-T'Efx I., tcEIVA-Lt (,) ±20)511,:.-.. ck () PBmC751101-,_ ttd-z-_-  . 	I 	I- PBM 

Cgff-Y50 	µ,L 	(2x105 KNEJN/r,i)i.) 	t:.-_, 	40 nivit.37tAtql.tc_- -tAl2tK50/11_7ft 

)iiii -,3_q't, 	%6.100m,L0y 10%FBs/D-mEmeNA.6tttc_-. azi-y65cfgogiol, 37 

tA-ft- 6:.= -CittI-,3q-Ltc_- . 72HiMODittI0A6:, 	iiiitI-EM751i1117 -,3_g-t., 	Human 

Th1/Th2/Th17 Kit 	(BD ±) 	CE111,\L- Cytometric Beads Array 	(CBA) 	at  :.-_ ---c 

iiiiII_EArrit:_-_35;:stt.tc1J--f I- t -f 	et'i'-:54-t.tc. 	3A,.ITJ- 7c1=1 I- 	—AA:At 

.D tc_- ;141J7f511,:.-_,:t Zift:ERttr i pl. icatel,:-C"fftALtc_-. 

[0268] -t- 0)*IiM, 	FcgRecaM-Tcti-DGPC3 ERY15-1, catumaxomab6ZtV11675NtSit 

4 I-  t 4 	03475q2673 6 tttc: ot:3-4 1,Z, Fctitz-_- ts1,\GPC3 BiTE, aVelj- 4 

V J IM-IFcti-DGPC3 ERY9-1, GPC3 ERY10-1-e6Vt-1 1)j-f ip74.7Y,  6/3 6 

tt, ts 5"-D tc ( >4 1 	1) c, 	ct 	Z, 	it-f 1, i H2Fcti-DGPC3 ERY8-2, 	GPC3 E 

RY9-1, 	GPC3 ERY10-1 	1g)-3ta)31,V.Z.%t-r`LEN4-r4P401gtsi t 4 I- t-f 	,!,734. 

az_'-sT, 4-r41:.-..Akittti-D3 --eZta)LA.64-t.tc. 

[0269] ['ATOM] GPC3 ERY18 L1, L2, L3, L4, 510)MtILM4 

scFAILAtSZCD3ea K)< -(J 	ti --D3•0)$t!,47Y,'ffl--)tt.tz-_-. atim ( 

GPC3) 	6:3-,11- ZIgG0)2*0)H$140)C6 .-_-t. ttTA-LCD3tAl2tKO)VH'IlAil, 	VL'lAil 

ecaLtc-- 3M-ITZGPC3 ERY18 (4 1 7K) eliftizitql.tc_-. 	a' OE, 	ri.10') 

J)J— (Gly • Gly • Gly • Gly • Ser) 0)1111N11E-40:.-..A7A_L- -Aa 	( 

GPC3 ERY18 L1 —L4) eff_tizit tt.tc_-. 	e i-z-_-, 	LAM tSg3iita)7 Z ingCyst::-IM 

L --c)1,7-f Ktlii-a4A -z a-  LUiRL - Z3 	(GPC3 ERY18 S1) 

tAllit:.-_,WIltql.tc_-. 

WO 2012/073985 96 PCT/JP2011/077603 

T;®ls3^|^®#^Superdex 200*^A (GE HeaLthcareft) 

ADstu j§ai^©^M^©GPC3 

PC3 ERY15-1tf?#£*ifc0 

[0267] (4-2) yimtmmfe 
GPC3 ERY15H©||sftJI3M&#ft&+M GPC3 BiTE, GPC3 

ERY9-K GPC3 ERY10-1, &t/catumaxomab©ttlttb$$3tlfco 

yilTfrbmiLtctiy±IE0^;itCJ: U PBMC tlfco tl KPBM 

C;#^50 M-L (2X 105 IIS/^IJL/) tCN 40 nMtCfJIli^tl7t&Jjtfr50 AtLA^ 

flPStU HtCl00ju,L©10XFBS/D-MEMtfiJpAe>tLfco JSJ^Stf X, 37 

°C|M£-RCTi£S3tl/co 720|^0±«0^tCN ±M±;*^[g]i]X3tl, Human 

Th1/Th2/Th17 Kit (BD^di) ^rffil^/cCytometric Beads Array (CBA) ;£tCT 

fc+M sa>r )^7°p szi-jucft 
o tr ipL icatetCTtTtotl/co 

[0268] FcgR^MFc^ft^GPC3 ERY15-1, catumaxomabtCtf BJ3 ^ t)s%(.V~ 

-f ym&tfmtobtltcmzMLTs Fc£ft/cftiNGPC3 BiTE, 

b> KMFc^ft^GPC3 ERY9-K GPC3 ERY10-1"etf+M h £> 

(i1 1) o +M b> hMFc£ft^GPC3 ERY8-2, GPC3 E 

RY9-K GPC3 ERY10-1 ̂ 0-^0#^ tf 

[0269] C^»iJ4] GPC3 ERY18 L1N L2N L3, L4N S10fFi^^ 

GPC3) Kttt-£IgG©2*©H^©C^K^ft^ftCD3#Lft©VH$Ii& VL$I$£ 

GPC3 ERY18 (||1 7 K) IfWWk^Utco £©P^ ^0'J 

>*— (GLy • GLy • GLy • GLy • Ser) ©j|Ili££ 1j|I|~4i|I|tC|£;i/c —jjS©#^ ( 

GPC3 ERY18 L1-L4) IfWWk^Utco 7I££CystCM 

^LT^Jl/7^ (GPC3 ERY18 S1) 
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[0270] -t-: 	t, ±,E1051LP]alzifA-b)JtsgUlAiltil Ltc 7°7 4 7 — CEHOtc_- P 

CIR510746:.:. L .D -- 	C- .%1g)511,:.-.. „k (,), 	GPC3 ERY18 L1 	Hh 	(g0j#1-41  : 

4 9, 	‘J-JI/gOIY-CZ 7Z 1 	ii`A' 1 9 7 	JggrgAgOlit:.=t -A- 4-t.ts 

0) , GPC3 ERY18 L1 Hk (g0d# 1-41  : 5 0, 	:> -)1/g0d---eZ7.-Z iV-A 

1 9 7z iggiMa-AgaNt:.-..tVA-VV-so) , GPC3 ERY18 L2 Hh (g0j# 1-41  : 

5 1, 	‘J-)1/gOIY-CZ 7Z 1 	iih-'1 9 7. 	iggMWAgaMt:.-_t -g- tt.ts 

0) , GPC3 ERY18 L2 Hk (g0j# 1-41  : 5 2, :> -)1/gENTZ 7 Z /VA 

1 9 7Z igtga-#1,g0gl,:.:(,-A-V-t.44:1,N) , 	GPC3 ERY18 L3 Hh (g0j# 1-41  : 

5 3, :> 	-)1,guij--ez 7 z 1V-A 1 9 7 	iggiMa-AgaNt:.-_t -gtt.ts 

0) , GPC3 ERY18 L3 Hk (g0g# 1-4 : 5 4, :> -)1/g0g---eZ 7 Z i VA 

1 9 7z iggiMa-AgaNt:.-..t -A-V-LI-so) , GPC3 ERY18 L4 Hh (g0j# 1-41  : 

5 5, :> 	-)1,guij--ez 7 z 1V-A 1 9 7 	JggiMa-AgaNt:.=t -gtt.tcl: 

0) , GPC3 ERY18 L4 Hk (g0g# 1-41  : 5 6, 	:> -)1/g0g---eZ 7Z i 	iA"A' 

1 9 7z igtga-AgaNt:.-..t -A-V-LI-skiN) , GPC3 ERY18 S1 Hh (g0j# 1-41  : 

5 7, :> 	-)1,guij--ez 7 z 1V-A 1 9 7 	JggiMa-AgaNt:.-_t -gtt.1:4: 

0) , GPC3 ERY18 S1 Hk (g0g# 1-41  : 5 8, :> -)1/g0g---eZ 7 Z iVA 

1 9 7 Z i ggrMWAgEN t:.-. (,-' A - 	tt.tso) 	-t. tt.T.'tt. 	— 1 -  Z 7J1 ,) 	1. 

7J- 	Ket*A-,3_ tt.tc_- -AORIR 	5' —efFl,' -,3_ tt.tc_-. 

[0271] J -F6z.71 -Ndg)--al-D .t.07RM'—eFreestyl.a934gN6z4Atql,, 

IA rlig3 	—ilitt t:.= RIR -,3_ -ft tc: . 

[0272] G. ffirlig3 	: GPC3 ERY18 	L1 

ftIR, ,9i— : GPC3 ERY18 L1 Hh (g0j# 1-41  : 4 9, 	:> -/l/g0g-rsZ 

7)i1 9 7Z iggiMa-AgENt::_t -A-V-t.1-so) , GPC3 ERY18 L1 Hk ( 

gaM# 1-41  : 50, :> 	-)1/g0g--eZ 7 Z )V-A 1 9 7Z i gga-AgaN t -   

6 -A-V-Ltso) , a VeGPC3 ERY7 L 

[0273] H. IA 01g3 	: GPC3 ERY18 L2 

ftIR, ,9i— : GPC3 ERY18 L2 Hh (guij# 1-41  : 5 1 , 	:> -/l/g0g-rsZ 

7 ) i1 9 7Z iggiMa-AgENt::_t -A-V-t.1-so) , GPC3 ERY18 L2 Hk ( 
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[0270] -?-zm^tcP 

CR&m-3 GPC3 ERY18 L1 Hh : 

4 9, 

IN) , GPC3 ERY18 L1 Hk (BB?!l#^ : 5 0, *> 7 < J Mm 
1 97$ , GPC3 ERY18 L2 Hh (BB?!l#^ : 

5 1, is?i-)\s®m-ZfoZ>7$;Mm'\ 

IN) , GPC3 ERY18 L2 Hk (BB?!l#^ : 5 2, is Vi )\,m^fo&7 $ J Mm 

1 97$ , GPC3 ERY18 L3 Hh (BB?!l#^ : 

5 3, is?i-)\s®m-ZfoZ>7$;Mm'\ 9 

IN) , GPC3 ERY18 L3 Hk (BB?!l#^ : 5 4, is Vi )\,m^fo&7 $ J Mm 

1 97$ , GPC3 ERY18 L4 Hh (BB?!l#^ : 

5 5, is?i-)\s®m-ZfoZ>7$;Mm'\ 

IN) , GPC3 ERY18 L4 Hk (BB?!l#^ : 5 6, is <?1~ )\,m^fo&7 $ J Mm 

1 97$ , GPC3 ERY18 S1 Hh (BB?!l#^ : 

5 7, 

IN) N GPC3 ERY18 S1 Hk (BB?!l#^ : 5 8, is <?1~ )\,m^fo&7 $ J Mm 

1 9:P$yi£tfj$filB^Ctf#Sft&iN) x)90\y 

tf 1 Ftfffi A3 0 f-tfW tltco 

[0271] £mc^tf£I<^tot*0fgii'<^-^FreeStyle293-FM^A3tl, 

[0272] G. : GPC3 ERY18 L1 

: GPC3 ERY18 L1 Hh (BB9!J#^ : 4 9, ->V1 fo Z> 

7$JMm 1 97$ , GPC3 ERY18 L1 Hk ( 

: 5 0, *> T?& £ 7 $ J TI^MM 1 9 7$ y Ittf IZ 

tf#Stl^lN) % &tfGPC3 ERY7 L 

[0273] H. : GPC3 ERY18 L2 

: GPC3 ERY18 L2 Hh (BB?!l#^ : 5 1 , 

7$yMm 1 97$ , GPC3 ERY18 L2 Hk ( 
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gOli# 1-41  : 5 2, 	:> -/l/gaNTZ 7 Z) 	ii`A' 1 9 7 Z i OgIga-AgOli (,:.= 

6 -A- 1.1:4:1,N) , 	a VeGPC3 ERY7 L 

[0274] I . 	IA 01g3 	: GPC3 ERY18 L3 

foR,, 	,9' — : GPC3 ERY18 L3 Hh (gOli# 1-41  : 5 3, 	:> 	‘J-JI/g0d-rsZ 

7Z i V -A 1 9 7 Z inglga-AgOlit:.:(,-A-V1.1:4:1,N) , GPC3 ERY18 L3 Hk ( 

gOli# 1-41  : 5 4, 	:> -/l/gaNTZ 7 Z ) 	ii`A' 1 9 7 Z i Ogiga-AgEN t:.-.. 

(, -A-V'ttskiN) , 	a VeGPC3 ERY7 L 

[0275] J . 	IA 01g3 	: GPC3 ERY18 L4 

foR,, 	,9' — : GPC3 ERY18 L4 Hh (gOli# 1-41  : 5 5, 	:> 	‘J-JI/g0d-rZ 

7 Z ) V-A 1 9 7 Z ingMa-AgENt::_t -A-V-LI-so) , GPC3 ERY18 L4 Hk ( 

gOli# 1-41  : 5 6, 	:> -/l/gaNTZ 7 Z ) 	ii`A' 1 9 7 Z i OgIga-AgOli (,:.= 

6 -A-V1.1:4:1,N) , 	a VeGPC3 ERY7 L 

[0276] K. 	IA 01g3 	: GPC3 ERY18 S1 

foR,, 	,9' — : GPC3 ERY18 S1 Hh (gOli# 1-41  : 5 7, 	:> 	‘J-JI/g0d-rsZ 

7 Z ) V-A 1 9 7 Z ingMa-AgENt::_t -A-V-LI-so) , GPC3 ERY18 S1 Hk ( 

gOli# 1-4 : 5 8, 	'J-)1/g01J ---CZ 7 Z i 	1 97Z ingrMWAgENt:- 

(, -A-V'ttskiN) , 	a VeGPC3 ERY7 L 

[0277] 14' 6 tttc_- *,I±MeAnt i 	FLAG M2t 711. (Sigma ±) 	t:.-. 	)iii ;Loa, 	,!,A)j 7 

1 VA349-0,1, 0. 1 mg/m1- FLAG' 7° 	F' (Sigma ±) t:.-..ctZgffle-Algtql.tc_- 

,, 	lAlYg3 -A-tiNg3•7YHisTrap HP)J711. 	(GE Healthcare#) 	t:.-. ,)iii tg-t,, 

„pit 7 IA a) A Ai- a) ,l, -f Z Y V—)1/0)21.1-frg gE t: ct ZgffleAlth -1 /45 tt.tc. 

ffliYg3 -A-tiNA37511U-6'),Rt:.:ck -D --CSE'S'tg-Ltz-_-1, 	i!,A1E137`Superdex 

200t 7L 	(GE Healthcare#) 	6:.-..1:1-,3_g-1., 	g ffl ,,f-y a) * 2 12tK A 3• a) .7-). 	111117 

- Z a.' L V: ck t') a Tz.-,3_ ttd-c: 	- ff I O'g 	e14' 6 4 - t. tc: . 

[0278] GPC3 ERY18 L1, 	GPC3 ERY18L2, 	GPC3 ERY18L3, 	GPC3 ERY18L4, 	GPC3 ERY18 

S1 CA-30)in vitroCAeliNIV.3tfteETIfitql.tc  ( 	1 2 8 ck -0 1 3) c, 

-t. 	M,, 	GPC3 ERY18 L1 	It< 1iNT41.073t,GPC3 ERY1 0-1 L Ip7 	073t,ht 

Z L.' LeRiffitg-td-c_- . scFv--e6V-so**I-Z37`Ip70MIINIA.V. 
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: 52, % 7$y^ii 9 y $ j tz 

, &tfGPC3 ERY7 L 

[0274] I . : GPC3 ERY18 L3 

: GPC3 ERY18 L3 Hh (BB?!l#^ : 5 3, */V+)\,WM~Z $> Z> 

97$ , GPC3 ERY18 L3 Hk ( 

IB^S^ : 54, *> £ 7 $ J ;« 1 97 $ J Ittf IZ 

, &tfGPC3 ERY7 L 

[0275] J . : GPC3 ERY18 L4 

: GPC3 ERY18 L4 Hh (BB9!J#^ : 5 5, 

97$ , GPC3 ERY18 L4 Hk ( 

IB^S^ : 56, *> £ 7 $ J TI^M 1 9 7$ y Ittf IZ 

, &tfGPC3 ERY7 L 

[0276] K. : GPC3 ERY18 S1 

: GPC3 ERY18 S1 Hh (BB?!l#^ : 5 7, 

7$;Mm 1 97$ , GPC3 ERY18 S1 Hk ( 

IB^S^ : 5 8, *> £ 7 $ J TI^MM 1 9 7$ y IZ 

, &tfGPC3 ERY7 L 

[0277] t#£>tl/ci£S±;*tfAnti FLAGM2*^A (Sigma#) «JP3tl, mttl^ 

A©8fc&©&, 0.1 mg/mL K (Sigma#) tZ <£ tl/c 

o @3J®#7^HisTrap HP*^A (GE Healthcare#) KgsflDS tl, 

^i^7A©M©ll ^ $yV-JU©>fJt^lB^tf»3tifc0 

^M^tfSuperdex 

200* ^ A (GE Healthcare#) tC^Jp^tl, 

t&ZttZk tltc&E btltco 
[0278] GPC3 ERY18 L1, GPC3 ERY18L2, GPC3 ERY18L3, GPC3 ERY18L4, GPC3 ERY18 

S1©&#^©in vitro©|fflJ^IS;£14tfl¥lI3tl/c (HI 1 2£<£tn 3) 0 

^©i^H, GPC3 ERY18 L1£P&< tl©#^ tGPC3 ERY10-11H#©S1f£ 

MT& Z scFvTii^lN^ja^r^t"£tf HIffllKI 
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3t'ht 	- Z a.' L7V71 -,3_g-t.tc_-  . ati-Vg (GPC3) 	6:.3-,-11-  Z1gG0)2*07Ht140)C 

iYA 1,: -Z•tt.TA-LCD3tAl2tKVIK*11. 	\11-q±A*,i-a I., tz-_- **It:.-..ck z, 	*BARBA t::- 

Zt I) i' .7° 	K-Ral2tKaYkiffE^Ong75q1A471-,3-41,Z0 

[0279] [-o] 5) GPC3 ERY19-30)ffl'LW4 

;Z,:.-_, CD3eca K )4  -f 	7`Faba*CIS--e 	Z 30)$V,J- 7Y,'ff tAt,tc: 0  afii`,E, 

(GPC3) 6:.-.1,j1-  Z IgGtAl2tK072*07H$1407CiAh6: -ti-t. TA-LCD3tivf2tKOVOati L CH 

1;:all, 	8ckt1evLqtmcLIA11759,i-a Ltz-_-3m-i--eZGPC3 ERY19-3effti't 

tt.tc (4 1 71-) 0 	-7`st-)t, 	±,E1051L1706:ift-b1JtsgEM1llint.,t.c .7.7 

4 7 — CEll Otc_-PCRaa)tt:.-.. L -D --C 01:10)511,:.-  _ „k (,) , 	GPC3 ERY19-3 H 

h (gOli# 1-41  : 59, :> -)i/gEN-e77z )V-A' 1 97Z ingMa-#1,gEN 

6::6 -A-V-Lts1,N) , GPC3 ERY19-3 Hk (gog#'-4' : 60, 	:> -)i/gEN-ez 

[0280] 

7 Z i 	iA'A 1 97: -f) 	-t. tt.T.11.— K -z 

t 1  ) z 	L,  t 	Ket*A-,3_41.7-cftIR ,9'—efFl,,-,3_41.7-c_- ,:, 

GPC3 ERY19-3 Hh (g0d# 1-41  : 5 9, 	> 7 ) 11 97 

ingMaVliENt:.:(,-A-V-LtS.0) , GPC3 ERY19-3 Hk (g0d# 1-41  : 6 0, :> 

-)1,guil ---ez 7Z i 	iA'Al 9 7Z i OgrMWAgENt:.:(,-A- 41.1:4:0) , 	8 

ckVeGPC3 ERY7 L07RTR,15'—eltl,:.:FreeStyle293-FUJEJN6Z4Atql., — 

ttl,:.:GPC3 ERY19-35t1R-,3_ -fttc_- 0 	146tttc_- ittI_EM7`HiTrap rProtein A FF 

t71, 	(GE Healthcare f) 	6:.=)iii -,3_g-t,, 	,!,At7./,,a)A349-1jA, 	ogig: ctz.t'r,  

ffl/P-*Ittg-t.tc_- 0 GPC3 ERY19-3 -A-VA3751.RM-6ilizck -Dc2S,_q-Ltc_-,1 

1,AIEI3•5 Superdex 200t 7A 	(GE Healthcare f) 	t:..))11-,3_g-t., 	3effla07 

Wi12O)GPC3 ERY19-3g30),7).D17 -z z.: Lt: ck(,) a2iIGPC3 ERY19-3V4 

64-0-co 

[0281] GPC3 ERY19-336:.= ct Z in vi troOMIENCV.3tftealfitq'ttc_- 0 -t'otliiM 

GPC3 BiTELPM0)3tft -Z a.' Le71-,_41.7-L- 	(4 1 4) 0  Fab 

ZCD3*ii-a F )< 4 	t:.:ct z, *BARBA t:_=*Z t I) 	7° 	K-R--a14K3a)-- 

-/fiLa).Ne75q1JJ471-,3_41.Z0 

[0282] [A 	{ 	6) GPC3 ERY 10-1 OCH3 K )4  4 	/07A_,x4.A6:.—..ct z 7°1=I 5-  -f Jiqit 

WO 2012/073985 99 PCT/JP2011/077603 

UstftJI (GPC3) tCtt"t£IgG©2*©HfI©C^ 

£tf ij*7°1 K:§n^#^©£^b^©KMffl#3 ti£0 

[0279] C^»iJ5] GPC3 ERY19-3©fFi^^ 

(GPC3) iztttzi&MtM^mmvcMrniz'tti'e'ticmn.Wvv^mtCH 
lit &£ZfVL%mtCL%mm$£iLtcfiTm-?:'foZ>WC3 ERY19-3tf^3 
ti tc (m 7 L) 0 ttatts ±.m<D^)£tw\mzmwmm%:m\\LtcX^ 
^7-£ffllNfcPCR;£^©^||^C^T£^[]©^;£tCJ; U, GPC3 ERY19-3 H 

h (i3^ys^: 5 9, 

tCtf#Stl^lN) , GPC3 ERY 19—3 Hk (B3?!l#^ : 6 0, is <?+J^m^'& Z> 

:p$y»n 9 7$;m*i&%Mmiz&-££titj:\,\) £^ti^ti=i-Ktf£ 

tf 'j 9 o u tf i vtfffiA3 ntc%M*<? o-mtmz titco 

[0280] GPC3 ERY 19—3 Hh (13^0#^ : 5 9, i/ O'UlySB^llV&^T < J 7^m 1 9 7 
s GPC3 ERY 19—3 Hk (B3?!l#^ : 6 0, *> 

v-y^m9 ̂yitMfM^ctf^ti&iN) * & 

cfct/GPC3 ERY7J_©fgii^^-tf^CFreeStyle293-FM^A3tl, ~M 

14tCGPC3 ERY19-3^^il3-&/c0 t#^tl/c±M±;*tfHiTrap rProtein A FF 

(GE Healthcare#) tC;^Jp3tl, I£ til cfc £ 

tttf»3tl/c0 GPC3 ERY19-3^#^®#tf^5iitCJ:^T;Ils3tl/c^ 

, ^|^®#tfSuperdex 200*^A (GE Healthcare#) tC;^Jp3tl, ;#tJH}S© 

^M^©GPC3 ERY19-3®#0^^[g]J]X-r-g)C^tCJ: yiti^GPC3 ERY19-3tft# 

btltco 

[0281] GPC3 ERY19-3#^ IZ£ Z> in vitro© M3 tlfco 

, GPC3 BilEtmmO^^t^Ztif^tltc (HI 1 4) „ Fab*lMf^£ 

^b^©KMtfSM3ti£o 

[0282] C^»iJ6] GPC3 ERY 10-1 ©CH3 K* -f >^©^Sa#AtC J; £ 70PTM >A*f 
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tklif'10),)-E110k-t ')/7° 	K -R-a14K0,17M 

( 1 ) *5 

-AAR 3 ---egle' ,_ tt.tc:GPC3 ERY10-1--e6, CH3 K )( -f i Ig)**Ii L L ""C knobs- 

i nto-holeME110 641.-COZ. 	-t.t.T.11.0)H$140)Cat::_tHis,91 	LFLAG ,9' 

e1l-M -1 /43541.--C1-3(,), 	a.' tt. 605' 	CEllotc_- 2fEffi0)77 7 -f =54 —M,11,1) 

a.' L V: ck (') , 	IA rl'g LL -COZ 2fOROF1t147V/•5-  1=1-Rat L k- GPC3 ERY1 0-1 3• 

751it2Itg-t.tc_- . GPC3 ERY10-13E3AzaL L -c_lcztiii-a, GPC3 ERY1 

0-1 	ftTRA-WaNa)±3,I_EN/J\ 67°1=15-4 	Al=17177 -I — CE111X-CF 

c K)< 4 	- Z7J1') '' .7° 	K-Ra14KITM11:354-t.Z. 	:35 66::_, 	His5' 

77 7-1=5- 4 - 1=171-77-1— LFLAG51 77 7-1=5- 4 - 1=171 

7 -I — 02affia) 	1=1 7 I- 	7 A 	JEll ki N  tC-Ilt-Iklif ill  7`;05 LtS,('), 	it-lk4.'-'1f10) 

aZ 1- e-04 < tSZ L 1,\ -') All.75 	Z. -t.  L'T*-4101J-Ct, His'91 LFLAG5' 

CE111,\ZZ:Lfci:<, 	7c =1 5-  -f 	A 	17 	774 —0,7)-CEIlk,\Zz.:Lt: 

ct -D ---CHO'gL - 2fOROFItI4e^5- 1=1 -RaiL L tc:GPC3 ERY1 0-1 	ittil 

-Z32,ZgAti4e ,'ffl---t.tcc. 

[0283] 412tKOig6:.- 6, 	2fEffi0FIE4a) -3 t, 	—0)FitAa) 7°1=I T-( .iPt,NO)*Ii-a):: < 

VA719)$E,47Y"fftStptt.tc_-. 	a.' 02Z,::_ck ('), 	7°1=15--f JA/Optlii-a,;.<   L 

tcHt147V* -R-alE 1, tc 31,, 	7°1=1 T-( 	Al,::_tlii-i -Z a.' LeT ,71-sotc: 673 

7°1=15-4 JA1=1717-1— Zc, —, 	7c =15-  4 JA/a)tl,i-a 

,;.< I., tc 1-0 L 7c=i 5-  4 	p"a)tlii-aqti L/Z 1,\ Z 11$14 eiN 5-  1=1-Rat 1, tc3• 

L, 	7°1=15-  4 	Aoptlii -aqtil,--CliN ZH$1475-R-afEl j tc3L a), 

7°1=15-4 	P"arAiliatta)Mi-±4-AfinEll - Z a Lt:: ct -D --  C , 	7c =1 5-  -( 	A 	Q7 

l' 7 7 -I — t::_ct (') a.' 41.6103103AtEeUi R--('Z LA.64-t.tc. 	'LOB 

, 	tivi* 0) Fc K )( 4 	6:.-..8ki\ --C, 	7°  1=1 5-  -f 	A L tivi* 0)1[1:14.11=r1M8 ft t: M5  ts Fc 

Rn759,i-az'Opffl,M*1_,---c-  0 Z a.' L75` 6, FcRn0AiliattVitti Lk- 

, 	7c =1 5-  -f 	P"IgAiii-atta)a)-311tROigt:1Erfil -z;o5ez. - t . 10 	) 7̀s2, 

A.,  L L-C, 	Ellt 	/ 	I) 	'435#1A OH i sArgt:.= !MAI-  Z 	A7`R,ffl ;3_ tt.tc_-. 

a.' 0)At:.-.11:1A;C, 2fM01-1$140/•5-1=1 -RaiEV/1ZEL L -C W02006 

WO 2012/073985 100 PCT/JP2011/077603 

d) mw 
^6fe0!J 3-?!!§!*;* *ifcGPC3 ERY10-m*N CH3 KP< -f ><DM3t£ LTknobs-

into-holetf P)tlTlN^)0 \ s5> ^^FLAG-^ tf 

tf ttJP 3 tlT fc y, fc2ffl|l0 T7 7 < - T1 -T £ fx 9 

C^tC^y, @ft£: LTlN£2fflH0H|Itf^P£l^tL/cGPC3 ERY10-1# 

^tflii^tlfco GPC3 ERY10-1#^^E^pnp(>: GPC3 ERY1 

0-1£fgii1-£»©i£S±*itf £>7°P7M >A^7P7 h^77 -f -^ffllNTF 

c KPW U^70^ K£l^tfW*ti^tl£o His^^ 

77<-T<-^P7 K 7 -f — £: FLAG-57t?~7 7 -f —7^ <-^7 

7 -r - ®2ail© ̂ P7h^7A4ffl^ fc*ii^i*M tf £ & y N *ii^i U<D 

PX Ktfi^< &£>£^9l$§Itf£>£>o His*?£FLAG* 

7°P^M>A^P7 

<£ o T g ft t T&2mm<DHMtf ̂  • £^b L fcGPC3 ERY10-1 Zffi&T 

ZZt ZpIffitTZftT&ga&Ettffttotlfco 

[0283] 2aiI©H|l09t)s -WiO^Pf'f >A^0^4i< 

t-&^©*fcltftffT&fo*lfco ClOe&^tCcfc y % 7°PTM >A^0^^te< ^ 

fcH^tfjfc^^bLfc#?^ 7°P7M yMZffi&TZ Z t&VZft^tctf) 

^Pf^>A^P7h^77<-;&/Uti>o — ft* ^Pf'fVA^®^ 

M < L fcH|I £ 7° P1 -f > A^ 0^ L T IN £ Hfl tf /\^ P lb L fc# 

7°PTM LTlN£H|Itf*^£^bLfc#^ t(D, 

7°P7M yA^©^Mf©4Sg£fl]fflt~£££lC:J:c>-C\ 7°P7M >A^7P7 

\* tf =7? 4-IZ&V Ztl b(D^(D^n,if^mXfoZ>t%7ibtltc0 zom 

N JnfrCOFc KP< -Y VtCfclNT, 7°P7M >A£}jttfc®Mf ̂ JwratttCfillf&Fc 

Rntf £Mp/rtf mm L TI ̂ZZtfrbs FcRn^0^14£ftft LfcSS 
% 7°PTM 

LT, EU^VA'J >^435#@®His^ArgtCM^-r^^Stf^ai3tlfco 

C0^StCjPxT, 2ffl|l0H|l0^^P^^b;&te3t"r^B^^ LT WO2006 
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/1069056:=Eat tttz--A (- 01-1$14a)Eut Jii) 	'356#1A 0)AspLyst:.= 

VA L, 	t -3 —a)1-1$14a)Eut J/'') 	'439# IA a) Lys 	G lut::_ffitkl-  Z) 

Ca-)--atp -tz z.: L (Z. ck (,) , 	7°1=15-4 JA1=17 17 7 4 —ODW-f-CGPC3 ERY10 

-1 	0)7J1 ') i' .7° 	K-Rai2tKitt -Z a.' Leicilb5N Ls -3 75`75qtgl -,3_ tt.tc_- 

. 

[0284] ( 2 ) tiv12tKitt1RRIR. 	51 — 01/F1.1  L 	#n12tK 0 RIR 

ttvf*FitIMVAIAL L-C, GC33(2)H (#-A L IGlypi can-WA HtMkilAtpl, 

gOli# 1-41  : 6 1, :> -/l/gaNTZ 7 Z ) 	ii`A' 1 9 7Z i OWaVI,g0li (,:.= 

6gV1.1"„IniN) 	a — 1 -ZiR4Rett:L -D --CLIOalz,,0)41F11  

tql, tc: . 	P]# I,:, 	tti, 12tK I- $14 L 1_,Z, 	GC33-k0 (tA L IGlypican-3ftvi*L$14, 	gam 

#24 : 6 2, :> -/l/gaNTZ 7 Z ) 	ii`A' 1 9 7Z i OWaVI,g0li 6:.-.6 -A- 

V1.1:4:0) 	a — K -ZittfR7541,:.-..L -D - C L.1:10)11,:.-.. ck t') 4/F1.1-,3_ tt. 

It . Z:.-  _ , 	tti1*1-1$14tWAIAL LZ, 	J-;t-Ft:71 -3.11R754(,:.-.L -D ---cri 

loat:.-.. ct t,) limi-,3_ tt.tc. 

[0285] L . 	IA 01g3 	: LALA-G1d 

IgG107gaMit07EUt 	/ 	1) 	234#1A 8 ck rf235CA 0)LeueAlat:.:fflitlt 

41., 297CA 07AsneA la (ZIVA tql.tc: _'A7`4.A;3_ tt., C*0)GlyaVeLyse 

It 	-,3_ tt. tc: LALA-G 1 d (g0d# 1-41  : 6 3, 	:> -/l/gaNTZ 7 Z J 	ii`A' 1 9 

7Zintg -NIEMIZgV1.7'SO) 

[0286] M. 	IA 01g3 	: LALA-G1d-CD3 

LALA -G1d (g0d# 1-41  : 6 3, :> -/l/gaNTZ 7 Z J 	ii`A' 1 9 7 Z JR 

l, a-#1,g0IJ (Z. (,-A- 	41.1' O) 	(:.:CD30)scFv (ti-i, L ICD3ftvi2tql$141PkilAilarffh`, 

I ICD3tiL12tK1-$141 k*Ilet I) 	.7° 	K I) 	t — 	L -Ctlii -a -,3_ tt. tc t 0 ) 

eCii`Al,:.-111i-a,_41.7L- LALA-G1d-CD3 (g0d# 1-41  : 6 4, 	:> -/l/gENTZ 7 

Zia197Z)Ogrg -NIEMIZgV1.7'SkiN) 

[0287] N . 	IA 01g3 	: LALA-G3S3E-G1 d 

LALA-G1d (g0d# 1-41  : 6 3, :> -)1/gaNTZ 7 Z ) 	ii`A' 1 97)R 

6a-#1,gaN6:.-..6 -A-V-LI:4:0) 0EM itioEut 	i 	I) 	'435#1A OH i s 	Argl,:.= 

WO 2012/073985 101 PCT/JP2011/077603 

/106905tClEic3 tl/c(—>?'356#gGOAsp^LystC 

M^L, t9-^©HH0EU^->/<'J >^439#g©Lys«:GLutC£ 

<<J, 7°PTM>A^PV K^^7-r-0^-eGPC3 ERY10 

-1^0*° 'J ^7°^ tl/c 

o 

[0284] (2) 

LT, GC33(2)H (^t: SGLypican-3^rL^ HURT^I^, 

: 6 1 , *> XfoZ> 7 $ y TI^MM 1 9 7 $ y Ittf J^IB^y IZ 

tf-a^tift^) £=| - yfNBl 

3tl/c0 ^LII^LT, GC33-k0 (J/Et KGLypican-3^L|I% IB^U 

s§: 6 2, *>£T7$ y 1 9 7$ y ittfj^iB^yiztf # 

Sti&lN) £P- UfEi^ti 

/Co LT, 

(DJ5)£IZ& VftgkZtltco 

[0285] L. gft#^ : LALA-G1d 

IgG 1 GO IB^y ^ (D EU ± > / < 'J > ̂ 234# g fc J; t/235# g GO Leu if A L a IZ 3 

tl, 297#g0AsntfALatCM^3tl/c^Stf^A3tl, CMmO)G\.yRXflysif 

P££3tl/cLALA-G1d (IB^y#^ : 6 3, is ?'±)\smmxfo&7 $ y Mm 9 

7 $ ym^mmmz^^n^) 
[0286] M. gft#^ : LALA-G1d-CD3 

LALA -G1d (IB^y#^ : 63, is ?'±)\smmxfo&7 $ y Mm 97$ym 

tf/£&BB^lCtf#i;tl&^) tCCD30scFv (tftH hCD3Jjtl*HfM^:i»mn 

£ KCD3^L|IpT^IJitftf K 'J ytl-^ft LT^1=r3tl/ct©) 

tfC^MtC^3tl/cLALA-G1d-CD3 (13^]#^ : 6 4, *>7 

$ y ^ 1 9 T7^ y Iitf^i3^ytctf#sti^iN) 

[0287] N. gft#^ : LALA-G3S3E-G1d 

LALA—G1 d (I3^y#^ : 63, is ?'±)\smmxfo&7 $ y Mm 97$ym 

tfJ^IB^Ctf-aStl&lN) 0l3^y^©EU>?'435#g®His£ArgtC 
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imipc -zA..,AR-(fEut Jii) 	'439#1A 0)LysGlut:.-..ffit -ZA.7A7V4A -, 

tt.tcLALA-G3S3E-G1d (gOli# 1-41  : 6 5, :> -)1/gEN--CZ 7 Z) VA 1 9 

7, i OgrgWAgENt:.-..1,-A- 4-Ltso) 

[0288] 0 . 	IA ri,g3 	: LALA-S3K-G1d-CD3 

LALA-G1d-CD3 (gOli# 1-41  : 6 4, :> 	-)1/gEN---C77Z i VA 1 972 

IngrgAgENt:.-..t -A-V-Li-so) 0gEMitia)Eut 	I) i 	356*IA 0)AspL 

yst:.:ffit -  Z&.'_'Ae4A -,3_ tttc: LALA-S3K-G1d-CD3 (goi#-'4 : 6 6, 	:>- 

)1,gog--ez 7 Z I 	iA'A 1 9 7 Z i Ogrg -AgENt:.-..t -A- 41.7`so) . 

[0289] GC33(2) HOT5 	:=LALA-G1d-CD3 	Z 1iN6LALA-G1d 	3,tel 	Z a.' LT, tAL 

1-GPC3t-Al2tql$14511RNTAlLZI,NtNTAlRelif tizitql.tc: . GC33(2) H0)-F5 	6:L 

ALA-S3K-G1d-CD3 	. liNtLALA-G3S3E-G1d 	Ciii -  . a.' LT, tj-i, I F GPC3ftv1* 

HtICIVRNTA2L 	Z If \ (, NTA2R elif Tzl -%3  tt, tC 0  

[0290] NTA1L, 	NTA1R, 	NTA2L, 	NTA2R (H A) a tFGC33-k0 (314) CA-3.11R 	, Mt 

IMEINRIR. ,9'—v:Nda-)-31AVz.:Lt:.-..ck -D --C 	1,AittfRa)ftlR, 	9' —7Y4iF 

11-,_41,7-cc, 	L;CF1,:.:71 -Nda-)--al--).-t1,:.-_ck (,J, 	z.:41.610 ,9-75VL\,.%a) 

51"-CFreeSty1e293VJEJN ( i nv i trogen#) /4.A 	1,Z a.' L (,:: 	-D  -c, 	-FE 

t:.-..7T - -7J1H) ,-7° 	K-R--a1 —igttt::_ftlRt -ttc_-. 	J-;CH,:.-..71 -  ck -3 I,: , 	4 

A L tc it 1Romaw).-al--).-tm— oHt14/m0H$14/314opiR*-e7i - z.: LI,: 

ck -D -Ct') ,..7° 	K-R--a12tKa),114L L -CVEtql:TOZ. 

NTA1L/NTA1R/GC33-k0 

NTA2L/NTA2R/GC33-k0 

[0291] (3) RIRM- 	•7°)1/aAit,t1 L,N5-1=i -R-a17tqfa),W115 

-Fp06::7 -7j11) .7° 	K-R--a4 -gt,NFreeStyle293WEJNO)i±M (J-;CFC 

M L tiVttg-LZ ) 7544A-L L ZJEll 0 6 tt.tc. 

NTA1L/NTA1R/GC33-k0 

NTA2L/NTA2R/GC33-k0 

[0292] D-PBST„flE I., tc rProte i n A Sepharose Fast F lovvt 71a 	(GE Healthcar 

e) 	(,:.= 0 0. 22 m.m7 4 )1/51 ---e23181_,7-cCmeffil,,-,Lort,,   1 6:.-..7j -/ 	v 7 7— 

WO 2012/073985 102 PCT/JP2011/077603 

y-K'J >?'439#@®Lys£GliHcM^-t£^stfa#A3 

tl tc LALA-G3S3E-G1 d (BB?!l#^ : 6 5, *> V+)\,WM~Z $> Z> 7 $ J Mm 1 9 

yi£tfJ»IB^Ctf#^tlftlN) 

[0288] 0. : LALA-S3K-G1d-CD3 

LALA-G1d-CD3 (BB?!l#^ : 6 4, is <?+& Z> 7 $ J Mm 1 97$ 

yi£tfJ»IB^HCtf#3;tl&lN) >?'356#@®Asp£L 

ystCM^tf£^Stf®A3tl/cLALA-S3K-G1d-CD3 (BB?!l#^ : 6 6, isVl~ 

)\s®mXfoZ>7$;Mrn'\ 9;p$y&tf/£&BB^JlCtf#£tl&lN) o 

[0289] GC33(2) H©T3fclCLALA-G1d-CD3£>£LALA-G1d£ji^f £ d £T\ J/Et 

KGPC3^^H|Mfe^NTA1Lfe^lNtfNTA1Rtf^3tl/co GC33(2) HCDTSfclCL 

ALA-S3K-G1d-CD3fe^lNtfLALA-G3S3E-G1d^^"r^C^-e, Sit: KGPC3^fr 

NTA2Lfe £ IN tf NTA2Rtftltc0 

[0290] NTA1L, NTA1R, NTA2L, NTA2R (Hfl) &tfGC33-k0 (Lfl) ft 

w- ztiz^-o i *-tfw 
M^tltco J^TtC^-tfl^tot^Cj; y, Ztl t>(D*<7 

^";i"TrFreeStyLe293|ffl^ (i nvi trogen#) ^#A^ tl£> CI t tC cfc o T, TIE 

A L tcmfe?(DM.&-&to£ !§•-0H|I/% ~ (DHfl/L|I(D]!#'T?f d t iZ 

K££-ft©£iiu£ LTH§E3tiTlN£0 

NTA1L/NTA1R/GC33-k0 

NTA2L/NTA2R/GC33-k0 

[0291 ] (3) > -fjwmmt*1 • 

TIEtC^-ttf K£^<*£#frFreeStyLe293«0±M±;t (J^TC 

utmm-znz) tfuntLxm^bntco 
NTA1L/NTA1R/GC33-k0 

NTA2L/NTA2R/GC33-k0 

[0292] D-PBST'^^'fb L/crProtein A Sepharose Fast FLow^^A (GE HeaLthcar 

e) ^0 0.22^1117^^^— TlJiiiL/cCMtftl, il (C^t^'>7?-
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[0293] 	 

[0294] 

[0295] 	 

[0296] 

(,::,:t (,) A349-1, 2, 	8 ck Vegffl 10A- Z 5-  v .7W-Alttg-t.tc_-. A ,, tg-LzttotKit 

en mg/mL res i ne I,: tcl: Z ck -3 vz_cmool ,iiti75qmfo- -,3_4-td-z-_-. 	314y,_ tt.tc_- gfflA 

3'4)1J-  4 Xt4Ht 	1=17 l' 7 —*:)..6 	gffig31,:.= -A-V-t.--C 1,\ Z 

3 e Pit 	. tc: . 

[1]  

TOTIL D-PBS 

itni-  1 1mM sodium acetate, 	150mM NaC1, 	pH6. 5 

&ill-  2 O. 3mM HC1, 	150mM NaCi, 	pH3. 7 

ffl 1 2mM HC1, 	pH2. 7 

'74ffl 1E13•101t -I Xt4Ht 	1=17 	7 7 -I —34notIlim 

t.:7T,L,tc_-. 	41-i6 	3.g. ffl  E.-10*--1ei--t J I, ---e,E-,3_0(t,--Ck,\ 

1 R/GC33-k0azgITA2L/NTA2R/GC33-k0 	RIB, -,3_ -ft tc Cm iti t:.-..t, 

Z*ti-i-A2tK (NTA1 L/GC33-k0, 	NTA2L/GC33-k0) ea L A, Effl -,3_ 

,, 	GPC3 t:.= M-  Z*tj-T12tK 	(NTA2R/GC33-k0) 	(,::_riA L, ---c (,, 	NTA1L/NTA1R/GC33-k 

0 	RIR -,3_ -ft tc Cm iti -C1, 76°AfiVAffl -,_ tttc_-  0) t:.-. --j-  1, Z, 	NTA2L/NTA2R/GC33-k 

0 	ft1R,-,3.-ttz-_- CM11=1 "--e62c#11 g.1,75`ffitg-t.1:4:75\ -D AL-. 	V-St)t, 

I) 	''435#1A 0H i s 	Arg lz !MAI-  Z 	A6:.-.11:1A. ---C, 	-1-1$140),N5-1=135- 3 

$ 0'9 1,  ::_ff -VS -ft Z tc 6-e5 (,:.= , 	— 	0) 1-1 $14 0) 7J1 ') 	7° 	KEN iti 

356CA 0)AspLyst::_ffitkl-Z 	A8 ,:t Vet -3 — 0)F1$140)t 

itia)Eut 	/ 	I) 	'439#1AoLysGi.u6:.-..ffli-kl-ZA4A -Z 

- t , 	7°  CI 5-  E(J A CE11 kiNklitll ifla)g)-1,:.= ck (') , 	IA nO)GPC3 

a)3):03\ 6 tsZ ,N5-  1=1 --e-R--a- z t 1),..7° 	K-R--al4K980/0J,;t_honft--e5th 

soigt:.-Att-z a.- Leii -R --eZ a.' L /Pi)] 6 75\ t:.-.. is -D tc. 

[2]  

1 5 arf 	2 

Zo  NTA1L/NTA 

A t:.-..CD3 t:.= 

tttS75` .Dtz-_- 

EUJ- Ji 

a)Eut 	,) 

')'' .7° 	KEN 

a.' Lt:.-.. ,:t -D 

ERY10-1 L He 

CD3 t\-1-tia* ----)--- i=i 7-t1* GPC3 411--Lf* 

NTA1UNTA1R/GC33-k0 0. 7 23. 5 75. 8 

NTA2L/NTA2R/GC33-k0 98. 2 1. 8 

[-AVM 7 ] GPC3 ERY 17-2)3WeGPC3 ERY 17-30)1MI  L W4 

( 1 ) GPC3 ERY 17-2BWGPC3 ERY 17-30)1 2'i 
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tf20 mg/mL res i netC^ £<£ 9 tCCM0#^i|tffJiil]tp3 tl/cQ #1X3 tl/c;#t±i® 

#®+MXJ«^PV h?'^7 -r ^ StiTiN-Sj^ 

#tf IWI/E! 3 tl/cQ 

[0293] [H1] 

¥« D-PBS 

»i ImM sodium acetate, 150mM NaCl, pH6. 5 

»2 0. 3mM HC1, 150mM NaCl, pH3. 7 

?§m 1 2mM HC1, pH2. 7 

[0294] h 7-f1 5&tf^|2 

tC^L/co K-e^lE3tlTlN^)o NTA1L/NTA 

1 R/GC33-k0&tfNTA2L/NTA2R/GC33-k0 £ fgii 3 tt /cCM ^ tfN CD3 

•Stf^J/Efr (NTA1 L/GC33-k0, NTA2L/GC33-k0) tf tf £ A, 3 tl&tf ofc 

o GPC3tC>^-r^/1-N^^fr (NTA2R/GC33—k0) tC^LTtf, NTA1L/NTA1 R/GC33-k 

0 £ fgii 31* /cCM -e&76%;£jt 3 tl/c(D IZft L T, NTA2L/NTA2R/GC33-k 

0^^^ii3-&/cCM^-etf2%^Ltf^ai3tl^tfEU±yy< 

'J >^435#@®His^ArgtCM^-r^^StCjPxT, P#^%%} 

&ffMZBf&-Z-&&tclsblZ> -j5(Dm(DtfiJ*7°1 KI3^^©EU^->/<'J y? 

356# @ (DAsp£ Lys IZ"T £ fc J: tf t 9 ~15(DHfl0 tf 'J * 7°1 KIB^U 

>^439#@®Lys^GLutCM^-r^)^a^aiA"r^C(>:tCj:^ 

T, 7°PTM >A^ffllN/clti^I^©^tCJ: y, @ft0GPC3 ERY10-1 |W]^ 

©#^Mtf £> ft £ ̂  P TEpt £ tf 'J * 7°1 £ 98%lU±(D$mT® 

TO £ £ £ tfRrtb"efe £ £ £ tf BS ^ tf IZ t£ -? tc0 

[0295] [H2] 

CD3 ^7=- n GPC3 

NTAlL/NTAlR/GC33-kO 0. 7 23. 5 75. 8 

NTA2L/NTA2R/GC33-kO - 98. 2 1. 8 

[0296] C^»iJ7] GPC3 ERY 17-2&tfGPC3 ERY M-3(DWmtmt 

(1 ) GPC3 ERY 17-2&tfGPC3 ERY 17-30^ 
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Z:.-.., 	ath`,E, (GPC3) 	t:.-.. --cil-zigGa*rat&L l.„ 	A- 0)FabCD3 epsi 	l 

ont.111-Zeca K)( 4 	(,:.-_im ,igcciA.7-c_lfm JJ 	eliFTz.i tg-Ltz-_-. 	a.- ow, a* 
rai4L -ZIgGO)FcL 1., --(1, ±ALtclaLPlet:.-_, FcgR (Fc7k7412tK) 

CAiliatt75%Nt tt.tc_- t-  4 1, J I- M-IFceJEll I, \ 6 tt.tc_- . CD3 eps i Lon 1,:.3-,11-  ze 
Q K )( 4 	L 1_,Z, CD3 epsi lont:=M-ZFabOVH K)( 4 JLVL K)( 4 

,itlA_AL-GPC3 ERY17-2 (4 1 9A) 	L, 	CHI K)( 4 JLCL K)( -(J 	ff,itIA. 

tcGPC3 ERY17-3 (4 1 9B) 	754-t.T.11.4lf-l.'tglito 

[0297] V-St)t, ±2 Ltz-_- 51LP100)iftt)JtSgEN1111:11,k-  7°74 7— CEI10 

A.--  PCIR51 	0 	ti,:.-- 8 ki \ --C L-.% 105/(e:.-- ct tj , 	ERY17-2 Hh 	(gOli# 1-41  : 	7 3 

:> 	-)1,g0g 	eZ 7 Z ) 	ii`A' 1 9 7 Z i OgMa*AgEN V: 1,-A- 	4'1.1:4'.0) 

, ERY17-2 L (gOli# 1-41  : 7 4, 	:> 	-)7)j1  1 97'Z JR 

(, -ZNI,gaNt:.:(, -A-V-t,t,in,N) , 	ERY17-3 Hh (g0j# 1-41  : 7 5, 	:> -/l/gEN 

."-eZ 7Z Jii`A 1 9 7 	ingMa-#1401_11e:.-..t -A-V-LtS,O) , ERY17-3 L (gE 

M#1-41  : 7 6, :> -/l/gENTZ 7 Z ) 	ii`A' 1 9 7Z ingMa#1,gENt:.-.1,  

-A-V-L1:4:0) 	-t. 4-t.T.'41.— K -Z7J1') 	1,7J- 	Ket*Atql.tc_- -itOft 

IR 	fj  9' — efF1.1  -,'_ tt. tc: . 

[0298] 1-;CFle::_711fLg)--al-p -t'a)ftIR 	,9' —75q reeSty le293-FUJEJN le:. 	A -,3_ 41,, 

IA rlig3 	—Aft le:. RIR -,3_ -t.  tc: . 

[0299] P. IA 01g3 	: GPC3 ERY17-2 

ftIR.' 	'9' —t:.-..4Atql.tc_AIH) 	1,7 	Kle:_ck (,) 	— Ktg-t.Z7J1') /7° 

K : GPC3 ERY8-2 Hk, GPC3 ERY7 L, 	ERY17-2 Hh (g0j# 1-41  : 7 3, 	:>- 

)1/gog-eZ 7 Z ) 	ii`A' 1 9 7Z ingMa-#1,gENt:.-.1,-A- 41.1:4:1,\) , 	ERY17-2 

L (gOli# 1-41  : 7 4, 	:> -/l/gaNTZ 77 Z ) 	ii`A' 1 9 77 Z inglg)VI,N, 

Mt::_t -A-V-LtS.0) 

[0300] Q. IA 01g3 	: GPC3 ERY17-3 

ftIR.'9' — le:.=.4A -,3_q-Ltz-_- 7J1H) 	1,7J- 	Kle:_ck (,) 	— Ktg-t.Z7J1') /7° 

K : GPC3 ERY8-2 Hk, GPC3 ERY7 L, 	ERY17-3 Hh (g0j# 1-41  : 7 5, 	:>- 

)1/gog-eZ 7 Z ) VA 1 9 7 2 i OgMa-AgEN t:.= 1,-A- 	t1.tS0) , ERY17-3 

WO 2012/073985 104 PCT/JP2011/077603 

;^tC, (GPC3) tCttt-£IgG£g*#te£ U Jn£©Fab£CD3 epsiL 

ontCtttf£^K;W>tCM$^;L/cM0^tffFii3tl/co S* 

LTti, L/c*!£•«>: II*§tC, FcgR (Fcyg^tiO ^ 

0i^14tfM§13tl/c^ b> KMFctfffllN^tl/co CD3 epsi LontCtt"t£^ 

£• KPW LT, CD3 epsi lontctttf-g>Fab®VH KPW >£VL KPW >£M 

$&*fcGPC3 ERY17-2 (g| 1 9A) CH1 K* -f >£CL K* -f 

/cGPC3 ERY 17—3 (El 1 9B) if^tl^tlfFi^ tl/cQ 

[0297] ttatts ±mLtcj5&tmffi(Dmtymm%:mnLtc70^-( 
tcPCRfem<D%M%lZ£^T'jk5Q<Dl5mz£ y, ERY17-2 Hh (13^11#^: 7 3 

, 9;p$y&ti/£&B3^JtCti#£tl&^) 

% ERY 17—2 L : 74, *> o'1-iimmz & z> 7 $ y 1 9:p$yi£ 

ti/£$B3^JtCti#i;tl&^) N ERY 17—3 Hh (13^0#^: 7 5, is?1~)\sW,m 

9;p$y^tij$&B3^JtCti#£tl&^) N ERY17-3 L (13 

: 7 6, *> ^^;ui3^y-efe a T7 $ y 1 9 T7 $ y itti ̂13^0 tc ti 

ti&l^) £^ti^ti=l — Kt~ £>tf 'J 2 £ btf^1 KtfJf A3 tl/c—&(D% 

ii* 0 0 — if fE M 3 ti tc o 

[0298] J^TtC^-tfI<^to-&©fgi!^^-tfFreeStyle293-F«tCa#A3tl, 

[0299] P. : GPC3 ERY17-2 

0 0- tC*fA3 tl/c tf 'J 7 ? b tf 51 K tc <£ y =l - K 3 ti£ tf 'J ^ 7° 

51 K : GPC3 ERY8-2 Hk% GPC3 ERY7 L% ERY17-2 Hh (B39!J#^ : 7 3, 

;i/S3^J-es>i)7$y^4ffii 9T7^yi£tij»i3^tcti#stiftiN) N ERYW-2 

L (i3^y#^: 7 4, 9 ^yn^i® 

tc ti#£ti&i^) 

[0300] Q. : GPC3 ERY17-3 

0 0-tCiff A3 ti/ctf 'J 9 0 l>tf 1 Ktc<£ y =l- K3 ti£tf 'J *7° 

1 K : GPC3 ERY8-2 Hk% GPC3 ERY7 L% ERY17-3 Hh (B39!J#^ : 7 5, isO'± 

)immxh^>7$ 9;p$y^tij$&B3^jtcti#£ti&^) * ERY17-3 
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L (gOli# 1-41  : 7 6, 	:>J-JI/gaNTZ77 --.Z)ii`A'l 97Z inglga#1,N, 

Mt::_t -A-V-LtS.0) 

[0301] (2) GPC3 ERY 17-2)3WeGPC3 ERY 17-307 	2'' 

14641.tc_- *a_EM7`Anti FLAG M2t 711, (Sigma ±) t:.-..iii ;Loa, 	a t 7 

1 VA349-0,1, 0. 1 mg/m1- FLAG' 7° 	K (Sigma ±) t::_ctZgffle-Algtql.tc_- 

,, 	IAO'g3-A-tiNg37YHisTrap HP)J711. 	(GE Healthcare#) 	t:.-.)ip -,3_0(t., 

„pit 7 AVA341-0,1, -f Z Y Ni —11/0)21.1-frggE I,: ct ZgffleAA -1 /4s tt.tc. 

IA 0173• 	-A-tiNA3•7511U- 7't L: cIZ -D --CS'S'tql.tc_-1, 	i!,A1E137YSuperdex 

200t 7./A 	(GE Healthcare#) 	t:.-.. 	)iii -,3_4-t., 	g ffl 'AY a)*212tK 13j̀07 .7)- 	111117 

Z a L t:.-.. ck t,) al.' -,3_ 	'td-c: 	IA rlig 37Y1'41  6 tt.tc_-. 

[0302] (3) GPC3 ERY 17-2)3WeGPC3 ERY 17-307MiNIC03tft 

GPC3 ERY 17-2BWGPC3 ERY 17-3(Z -Dlivr in vitroaMIEJNICV.3ttegi?‹ 

6 tt.tc ( >4 2 0) . 	-t-  MiiiM, 	o Ttta)3 	t EIJI 6 75\ t:.-..GPC3 B i TE 	±111.U 

liN4g.V.3ttt4 -  Z a L /AMY) 6 tt.tc. *RIEIJI t:.-.. 8 o --C, attag6:311-zigG 

a *fit. I 4 L L. 	A-igiJa)FabCD3 epsilont:311-ZeaK)(-f 	(,:.-..ff 	#k A_ 

7-z-_-3tBiTEL pM1-;t_hoMIEJNICV.3tft4 -Z a.' L 75q)P93 --CHJI 675\ L 1-s.D 

tc . 

[0303] (4) PC-10 TUJEJN4A52 /1/CE111,\AL-GPC3 ERY17-2073AMER 

in vitro0)7 'y -t -f TGPC3 BiTELPMJ-;t±aMliNig.V.3tftegla736tttc_- GP 

C3 ERY17-207in vivo0)3A5tha)aft4ePC-10 naliN4A52 /1/CE111,\ --CfftSID 

tttc. V'Stpt, GPC3 ERY17-207PC-10 TWEjN4A52)14,::,:t z3A5wit:Nt-jj-3 

kiN --c-  (,, 	TEG) ck -3 tsgit'Ve"ffl--)tt.tc_-. On'At 7 	5-  4 7 ck t') ts;liy I., kit 

'ff-Y75`63kitql.tc_- PBMCatieT cell activation/ expansion kit/ human 	(MACS 

Miltenyi biotec#) CE111)\ --CTUJEJN07 gjc*ae"fftStptt.tc_-. 	L IHI$FM-E 

175VIAJEJNT4i-cPC-10 (A-A±IN)}5-7,pif) 	1 x 1 ()ANL, 	7 	I) it)i,a1 	i-o7 I. 

1) 'y 	Z 	(BD ±) 	75Mfliltg-t., 	NOD scid7r, Z 	(E1* 	1,7, 	Iiii, 	7W) 	a) -t.  

0- 031131S -F6:=47 $11-,3_q-Ltz-_-. 	*-01-10)E1 	day 0 L Lk-  . 	7r, Z 6:.-.647 $11441E1, 	8 

ctVeclay 13, 	17, 	21, 	256ZtiL77:>71=IGM1ttvi* (filY6n3A) 	50.2 mg/n-eilk 

WO 2012/073985 105 PCT/JP2011/077603 

L (13^0#^: 7 6, 1 9 7 $ y 

9!Uc ti&l^) 

[0301] (2) GPC3 ERY 17-2&£/GPC3 ERY 17-3©*t§^ 

f#£tl7cia§i±?#tfAnti FLAGM2*^A (Sigma}±) m&t}^ 

A©)5t)#©^N 0.1 mg/mL K (Sigmatt) tC J: tftltc 

o Sft^^^^^M^tfHisTrap HP*^A (GE HeaLthcarett) KgsflDStU 

^§£*^A©&}#©^ -f $yV-JU©}fJt^!3tC tf»3ti/c0 

^M^tfSuperdex 

200* ^ A (GE Healthcare#) 

t £ Z t IZ £ y g ft#? tf ?# e> tltco 

[0302] (3) GPC3 ERY 17-2&tfGPC3 ERY 17-3©MHS;£<|4 

GPC3 ERY 17-2&tfGPC3 ERY 17-3tCOlNT in vi tro©|ffl^IS^tttfp^ 

btltc (02 0) 0 lN"Ttl©^^:fc0^^tftCGPC3 BiTE£±[g]£|ffl 

£££tf§I&<?tl/co ^JnJ^^>^t--g)IgG 

Ls ^{^©Fab^CDS epsi LontC^it"^)^-^ KP< -Y > 

tB i TE ^ mmu±(Dmmm^^mt &zt mmxm 
tc o 

[0303] (4) PC-10 TM^A^T^U^ffll^cGPCS ERY17-2©££$i]t£ifc 

in v i t ro© 7 y iz -f T'GPC3 B i TE t IH^J^±©lfflS^'fSS/Stttf §$#) <b tl/cGP 

C3 ERY17-2© i n v i vo©^©I?jltf PC-10 TlfflJ^A'ET^U^ffl l^Tfrftfo 

tltc0 GPC3 ERY17—2©PC—10 TM#A "E 7^143 <£ £>££$] tCfc 

TIE©J: 9 ̂ l^i^tftTtoti/co fl^Atf "yyn 7k y }SIX L/clfil 

/Stf tltcPBMCS.t/T ceLL activation/ expansion kit/ human (MACS 

MiLtenyi biotectt) lNTT$|^©}jfcAip||tf tT&fotl/c0 t: K|$MIP:± 

j£tf/u«*fcpc-i0 1x10*^, VK'J^USJSMVK 
*)v0 7s (BDtt) tfJMlStu NOD scidvOX (B*<7\s7, M, 7W) ©^ 

ttl^j£~RC#*it3tl/co #ffl©S^day 0Ltc0 fc 

ct t/day 13, 17% 21% 2blZ$i7i/ 7 PGM1 fofo (ffi^M^) tf 0. 2 mg/EnTlS 
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jin (,:f9:4 -,3_ tt, tc: c, *-011,1 1 3 El IA t:.:1124 It -( X L 12M:.-.1.7‘ 1.; --C U3• 0- 7V"ff I'S 

AL, 	t114 El IA 	2#g~Ctq 	ck -D --C1'41 6 41.k- TWIN7Y3 x 1 OVIN/ET 

likli9=9-411tql.tc_-. -t- 0)2HirafF5N 6, GPC ERY17-2e30 µg/ETIIFIIR#9: 

4-,3_4'1.tc_- 0 	GPC ERY17-210#9:46day 	14, 	15, 	16, 	17, 	18(Z, 	a t 5 III "ff I'D 4' t. tc_- 

. 

[0304] -t- otliiM, 	z: a) 	52)1.6:.-.1-3 ki \ --c t, 	GPC3 ERY17-2#9:4gt:80-C6 3T40#9: 

4U t:ELV L -CPI 6 13NtStrEllEr'AfFlEll iniR,Ob 6 tat ( >4 2 1) . 

[0305] J-;1_h0) a.' Lb` 6, atiLE6:.3-,11-ZIgGa*rafFrL L, 	A-1141.10)FabCD3 eps 

i lon6:.111-Zeca F 	4 J6:.-.1M,itI7._AL-31,VA675\71:4;in vivot:80- ZtidiE 

4-4) 	4 	Z a.' L 7Y7T tql. tc: . 

[0306] [ 	{ 	8) GPC3 ERY17-2-M200)M2'' L$ C4 

( 1 ) GPC3 ERY17-2-M200)41F-ti 

Z:.-.., CD3 epsi lon6:.111-Zea F )4 4 	Ig)gEN7YV--).D -c t IA Oig 03t,ht 

fi--D3a)All,, 75q-ata)- 6 ttk- c, GPC3 ERY17-20)CD3 epsi lont:.-_ ,j1-Zela K )4 

-f 	OEM 	A. it GPC3 ERY17-2-M20 (4 1 9 A) efFti' tql.tc: . V-S,1-) t 

, CD3tiv1* (M20) Oft IR. 	9' — 7YOM-IL L -C Al 0 6 41., ±2 L tc: 	51L PI 

OODILAM 4:11EN 	11-)in Lk- 7°7 4 7— )Eil kiN tc PcR51 	a) 	4 t:.-.. 8 ki \ ---c• L..% 

a) 	a t:.-.. ct (,), 	ERY17-2-M20 Hh (gOli# 1-41 : 7 7 , 	:> 	‘J-/l/gUIP-CZ 7Z 

J 	ii`A' 1 9 7Z J Ogrg -AgOli I,: 1,-A-V-LtS.0) , ERY17-2-M20 L (gEN*I-4 

: 7 8, :> 	'j-)1,g0g--eZ 7Z 1 VA 1 9 7 Z i Ogiga-AgEN 1,::_t -A-V't 

1:4',0) 	-t. tt.T.'41. — K -Z7J1') 	1,7 	Ket*A-,3_ 41.k- — AIDRIR, 

9' — e 4' F T' -,_ tt, tc: . 

[0307] ( 2 ) GPC3 ERY17-2-M200Attl 

GPC3 ERY8-2 Hk, 	GPC3 ERY7 L, 	ERY17-2-M20 Hh (gOli# 1-41 : 7 7) , 	8 ck 

rfERY17-2-M20 	L (gOli# 1-4 : 7 8) 0)5t1R, 	'9' —75qtt:FreeStyle293-F 

UN t:=4. A -,3_ 41., —Att:GPC3 ERY17-2-M201R-,3 -ft/L-0 141 6 4-td-c: *a ± 

75', 	00.22µm7 4 )1/9' — TIARtg-Ltc_1, 	•11-1E L tc: rP rote i n A Sepharo 

se Fast 	Flovvt7A 	(GE Healthcare) 	(,:.-: 	-,3_41.7-c_- c, 	3 6:.-..7j -iv 7 7 - 

WO 2012/073985 106 PCT/JP2011/077603 

m I*I iz 3 ti tc0 mm 13 s g iz mmv -f x t m tz & i; xw- m? & 
totl, g o T?#£tlfcT«fflJ&tf3x 10^«/^-e 

m.wmzm^tltc0 GPC ERY17-27b<30 !Mg/VZXmm& 

^tltc0 GPC ERY17-20$^&day 14, 15, 16, 17, 18K, ft 5(5]^ tl/c 

0 

[0304] dCD^JUCfc^Tfc, GPC3 ERY17-2$^g^Cfc^T 

LTl1^ tf ftJ/EJMfFffl tf SStf) £ tl/c (HI 2 1 ) 0 

[0305] Ja®Ittf^ ilffiftJIKttt-£>IgG£g*#te£ U JHliJ©Fab£CD3 eps 

1 lonlC^t" KPW yKMS&Afc^&BJ^tf&in vivolCfcttaStfli 

^t] •& tl tf'7J\ 3 tl /C o 

[0306] C^»iJ8] GPC3 ERY17-2-M200fFi^^ 

( 1 ) GPC3 ERY17-2-M20©^ 

;^tC, CD3 epsi LontC^f ̂ Inn" KP< -Y >©|fl^!]tf |£:fo o T t g 

fto^©ilMtf§i^£>tl/c0 GPC3 ERY17—2CDCD3 epsi lonlC^t"K* 

-f >©B3?!l£^a.fcGPC3 ERY17-2-M20 (||1 9 A) tffF^3tl/c0 

s CD3J/E1* (M20) LTffllN^tl, ±IEL/c^;i^|W| 

momwmmzmnLtcy^j^-zm^ tc PCR&# <D ^ iz & ̂  •r & & 
©^JCcfcy, ERY17-2-M20 Hh (B3?!l#^ : 7 7, *> J1/03911-?£>£ j7 $ 

y^1 9;p$y&tt/£&B3^JKtt#£tl&^) , ERY17-2-M20 L (1390#^ 

: 7 8, */?i~J\,E&7\jX$>Z>T$S?I^m 1 9 T $ 7 I£&j»l3^C&#3; tl 

&l^) £^ti^ti=l — Kt~ £><K x)90 \y^1 KtfJfA3ti/c—&(D%1%*9 

*—tffN6U3tifco 
[0307] (2) GPC3 ERY17-2-M200*i§^ 

GPC3 ERY8-2 Hk, GPC3 ERY7 L, ERY17-2-M20 Hh (13^0#^ : 77) , £<£ 

O-ERY17-2-M20 _L (I3^US^ : 7 8) (D%1%*0 0 -tf ̂KFreeSty Le293-F 

«tC»A3tl, -iitttCGPC3 ERY17-2-M20£fgii3-&/co ?#£tlfci&§± 

/flrtf\ 00. 22^m7 -f JU-57 — tl/c^ ^tiHb L/crProtein A Sepharo 

se Fast FLow^^A (GE Healthcare) tcHior^ tl/cQ 3 y 7 7 — 
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[0308] 	 

[0309] 

[0310] 

[0311] 

[0312] 

(,:.= ck t)  5349-1, 	2, 	8 ck Ve3effl10A- 	5-  v .7°7Y *It tql. Z a'. LI,: ck t') it tk4.'-i GP C3 

ERY17-2-M205 	6 tt.tz-_-. 

[3] 

TfitfL FreeStyle 293 Expression Medium 	(Invitrogen), 

1% Pen Strep (Invitrogen) 

Mii- 1 1mM sodium acetate, 	150mM NaC1, 	pH6. 5 

MIT 2 0. 3mM HC1, 	150mM NaC1, 	pH3. 7 

ATI 1 2mM HC1, 	pH2. 7 

GPC3 ERY17-2-M200) 

lont::_M-  Zeca 

rAltiN 9 ] 

( 1 ) 	EpCAM 

We :.-.. , 	*770'9 

6 tttc_- . GPC3 

( 3 ) GPC3 ERY17-2-M200MNICV,3tt 

in v itro OM IIN ig.V. 3t ft 	ilt?sic L L. 6, GPC3 ERY17- 

2 L aaPMONIIiig.V.3tfte06-e5 64-Ltc (4 2 2 ) . L o a-  L /3\ 603 ePs i 

K)(  -f Ja)gEN7YV) -D tz-_-31,:.:81,\ ""C t PMDMINIA.V.3t 

EpCAM ERY17-2, EpCAM ERY17-30)41M L W4 

ERY17-2, 	EpCAM ERY17-30)41f_ti 

L 	z a YEE, b%_R ID -D -c t IA 01g0)3tftti-D3a)*IJ,103git:a.)-

ERY17-20GPC36:M-ZFabEpCAM6:.111-ZFab6:AitEpCAM 

9 A) L, GPC3 ERY17-307GPC36:M-  Z Fab 	EpCAMt:.3-cil-  Z Fa ERY17-2 	( >4 1 

bl,:.:A.tc_- EpCAM 

AMtiv12tK07RT. 

gEN 	1111:1 L 

(,), 	EpCAM ERY17 

-)i,guij--e 

tt.T-1-t. 	— K -Z7J1') 

t, tc: . 

IA rl'g3 

R . 	IA 01g3 

ft1R.' 	51  

ERY17-3 ( >4 1 9 B) 	e-t. tt.T.11.4'Flz'tql.tc_-. 	“1:1--)t, 	EpC 

7 Z jggig -mgamt:.-_(,-A-v-t,i-s,k,N) 

L;1F6:.=.71 -41.,7)--al-p -t07RTR 

51  —7YOM-1  L L "T PI kiN  641., _hE Ltz-_- 51L l7e0iftt)JtS 

tc 7°74 7— 	lEll kiN  tC_PCIR51 	a) 	4 t:: 8 k, \ --c L.;,p0D51(,:: ct 

	

Hk (gOli# 1-41  : 7 9, 	:> 	‘J-JI/gaNTZ 77 Z J 	ii`A' 1 9 

	

, 	EpCAM ERY17 L (g0d# 1-41  : 8 0, 	:> 

	

z 7 Z i 	ii'A 1 9 7 Z i Ogrg -AgOIJle:=1,-A- 4-t.t'S.1,\) 	-t.  

	

z 	1,7 	Ket*A-,3_ 41.k- —3,IORTR, 	51 — eff-t1  

,9' —eFreeStyle293-FUJEJNle:AAt tt., 

— Ai ft t:.-.. RIR -,3_ -ft tc: . 

: EpCAM ERY17-2 

—t:.=.4Atg-Ltc_- 711 1) 	1.7Kle:.-„,k (,)— Ktg-t.Z7J1').7° 

WO 2012/073985 107 PCT/JP2011/077603 

^ k y )9t)§K 2% 33 J: t/;#tJH 1 (D& X1 «j 7° tf ^ 3 tl ZZtlZkV *ii^GPC3 

ERY17-2-M20tf?#£tlfco 

[0308] [H3] 

FreeStyle 293 Expression Medium (Invitrogen), 
1% Pen Strep (Invitrogen) 

?5t# 1 ImM sodium acetate, 150mM NaCl, pH6. 5 
»2 0. 3mM HC1, 150mM NaCl, pH3. 7 

i 2mM HC1, pH2. 7 

[0309] (3) GPC3 ERY17-2-M200M1ISS14 

GPC3 ERY17-2-M20® in d 5s GPC3 ERY17-

(1I2 2) „ d®d«>:tf£>CD3 epsi 

LonK*rr £K * >r > 013^1] tf o tcfi=fIZ 33 ^ T t, 

d t tf 0^ b tf 1ft o fc0 

[0310] EpCAM ERY17-2, EpCAM ERY17-30fFi^£l^ 

(1 ) EpCAM ERY17-2, EpCAM ERY17-3©fE§^ 

:xizs 

ibtltco GPC3 ERY17-2©GPC3Kttt"£Fab£EpCAMl;:ttt"£Fabl;:^3.fcEpCAM 

ERY17-2 (H1 9 A) ts GPC3 ERY17-30GPC3tCtt"t-SFab^EpCAMtCft-t&Fa 

btC^it/cEpCAM ERY 17—3 (||1 9 B) tf ^tl^tlfFi^ tlfco t&%>*>* EpC 

$-mmt ur^^tu 
1390 Z mu L tc 7°^ -f v- £ IN tcPCR&mo) ̂ IZ 33 ^ T tc <£ 

yN EpCAM ERY17 Hk (B3?!l#^ : 7 9, *> T $ J Mm 1 9 

7$ s EpCAM ERY17 L (B3?!l#^ : 8 0, *> 

tl^tizi- Kt~ £>tf 'J 3 ̂  btf 51 \zi?m\lStltc-&(D%M'<t> $ -IfftWk 

3tl/c0 

[0311] £mc^-t!I<^to-&©fgi!^^-tfFreeStyle293-F«^A3tl, 

[0312] R. : EpCAM ERY17-2 

0 0- izffixzntztf U 2 ? b tf Ktc<£ y • - K3 ti& tf 'J ^7° 
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K: EpCAM ERY17 Hk (gOli# 1-41  : 7 9, 	:> 7J-JI/g0d -rsZ 7Z i 	ii`A' 1 

97'; ingrg#1,g0lit:.-..t -A-V-LtS,O) , 	EpCAM  ERY17 L (g0i# 1-41  : 8 0, 

:> 	-)1/gUIP-e 	Z7 Z ) 	iY-A' 1 9 7 Z i OgIg a-# 1, g0gt:.=1,-A- 	41.71:4:0) , 	E 

RY17-2 Hh, 	ERY17-2 L 

[0313] S. 	IA 01g3 	: EpCAM ERY17-3 

ftIR. 	'9' — t:.-..4Atql.tc_AIH) 	1,7 	Kt: ck t') 	— Kt4-t.Z7J1') .7°  

K : EpCAM ERY17 Hk, 	EpCAM ERY17 L, 	ERY17-3 Hh, 	ERY17-3 L 

[0314] (2) EpCAM ERY17-2, 	EpCAM ERY17-30At2'' 

14' 641.tc_- *a_EM7VAnt i FLAG M2t 711, (Sigma f) t:: 	)iii ;Loa, 	g t 7 

1 0DA349-0,1, 0. 1 mg/mL FLAG' 7° 	K (Sigma#) V: ck Zgffle-Arfttg-Ltc_- 

,:, 	IA 0133 -A-tiNg3•7VHisTrap HP)J711. 	(GE Healthcare#) 	6:.))11-;_g-t,, 

A t 7 .z.,. oa Ai- a) ,l, -f ;Y V — ll/ 0)21. 1-frg gE t: ct zgffle -AA -1 /43s tt.tc. 

IA 0133 	-A-tiNA37511U- 7  itt: ck -D --Ca'-1, 	giAlw_137Vsuperdex 

200t 7./A 	(GE Healthcare#) 	6:.--A)J1:1 -,M 	:121'-'ffl'faa)*212tKA3•10.7-)-111117 

Z a.' L V: ck t') al.' -,3_ 41.k- 	IA 01937V"i'41  6 tt.tc_- . 

[0315] (3) EpCAM ERY17-2, EpCAM ERY17-30MNICV,3tt 

EpCAM ERY17-2, EpCAM ERY17-30) in vi tro0MIEJNICV.3tftEFV<AL-  L Z: 6 

liNT41.0)36:.-.1-30 -C tAlMaiNICV.3ttetE6-e5 6 tat ( >4 2 3) . *ft 

Pl6:80-C, ati-Vgt:jcil-ZIgGa*1414L L. 	A-1141J0)FabCD3 epsi lont: 

-Nil-  zAia K)( 4 	(,:.=.fflitIA.t.z3l,:.-.1-30-"C, 	ati-EMODUffi_JA."-CtAd 

NIA .V. 3t,ht 	7i -D L. L 7581 ' ti' LtS .D It . 

[0316] [ -AAR 1 0 ] CH1/CLW-R--a$M7V4A -,3 41,7-c: 	ffiliAtftvi* a) ff,t1  L 

E 

( 1 ) 	M  liA ft i-NK a) giR git 

w!tiAttftv12tKa)-t. tt.-tl-LocHi LCL K)4 -f 	(,:.-..AA4.A L. cHi/cLow 

19DIVAIY9fSaftfillEll L, CH1/CLOW -Rsa$M11 - Z a' Lt:.-.. ct-D -C , GPC 

36:.-..M- Z1-1$14L 3140,7)4PR-a L„ CD3(,:.311- ZH$14L3140),7)-e - tt,ttt,liA 

rlig (,:.-_ -R-a-,3_ -ft Z a'. L 7Vii -R-e 	z L 	A_ 6 41.k-  . 	MaY91-Sa ft 	filE111_, --C" CH1 
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1 K : EpCAM ERY17 Hk (1390#^ : 7 9, is V1~ $ J 

9 s EpCAM ERY17 L (1390#^ : 8 0, 

9;p$y&ti/£&B3^Jtcti#£ti&^) , E 

RY17-2 Hh% ERY17-2 L 

[0313] S. : EpCAM ERY17-3 

0 0- tc*fA3 tifc tf U 2 ? b tf Ktc<£ U =1 - K3 ti& tf 'J ^7° 

1 K : EpCAM ERY17 Hk% EpCAM ERY17 U ERY17-3 Hh% ERY17-3 L 

[0314] (2) EpCAM ERY17-2, EpCAM ERY17-30*i§^ 

t#^tlfc±nll±/#tfAnti FLAGM2^D^A (Sigma#) tC^JP^tU m&t}^ 

A®^}#®^ 0.1 mg/mL FLAG^7°51 K (Sigma#) tC £ tf tlfc 

o gft^^frM^tfHisTrap HP^A (GE Healthcare#) tCgsflDStU 

^i^7A©M©ll -f $yV-JU©;fJt^l3tc tf»3tifc0 

@ft^^^#M^tf^5iitCJ:^T;Ils3ti/c^ ^M^tfSuperdex 

200±i =jA (GE Healthcare#) tC^JP^tU 

~t&z.tt,z& yn§!l;* tl fc# @ tf'rn b tifco 
[0315] (3) EpCAM ERY17-2, EpCAM ERY17-3®MHS;£<|4 

EpCAM ERY17-2, EpCAM ERY17-30in vitro®|ffl^IS^tt^p^fc^ d 5 

, iN-ftl^^^tCfclNTt^lNlffl^ISStttfll^^tlfc (02 3) o 

B£UC&INXN ^/E^tC^tf •i)IgG^:S^#|g-^; Ls lsJjCDFabCD3 epsi LontC 

ytCMSglAfc^tCfc^Ts 

z t tf BS e> tf t & o fcQ 

[0316] C^»J1 0] CHI/CL^S^fy^ptf^A^tlfc-tt^Stt^©^^^ 

( 1 ) 

=tt^1ffttt©^tl^tl©CH1£CL KPW >tC^S£a#AU CH1/CL0^ 

U CH1/CL©J^®£^£$y^f£d£KJ:o-c GPC 

3 tC ft t Z> HII ̂  L|IGO tf L N CD3 tC ft t Z> Hfl ̂  L|IGO tf=t tl¥tlf#S 

tifco UTCH1 
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/cLyT- -R--aaAngo ,"ff -3 tc&51,:.., 	Ht140)CH1, 	7-L- 1, 13140)CLitia)7Z I 

ae, Twl:WCZLys, 	V-z-_- Val:W-CZGlut:.-_ffi'Atq't.tc_-. 

[0317] (2) tiv14Kil1ftIR. 	51  — a) 4lF11 L 	-ti'v12tK a) RIR 

Ant i-CD3ttvi*TZM12 (HM, gog#,4 : 8 1 8,:t .01-$14, gaM*-14 : 8 2 

) L, Ant i-GPC3tA14KTZGC33(2)(F1$14, gOli# 1-41  : 8 3 8,:trf1314, EN* 

'4 : 8 4 )(,:.:CH1/CLW -Ra$1_1•1117Y4Atql., 	-,3_ 61,:=1-1$141q±0)-R--a10•Z 

tceb, 	Knob 	into Hole(KiH) 	(W01996/027011, 	Ridgway JB 	6 	(Protein Engi 

neer ing 	(1996) 	9, 	617-621) 	, 	Merchant AM 	6 	(Nat. 	Biotechnol. 	(1998) 

16, 	677-681)) 	a) 2,7y4.A 	tt,tc: 	wtiAttti--vi2tKe 41F 1,1-,3_ tt,tc 	( >4 24A) c, 

.-41EML 1./T, CH1/CLW -Ra$MIltKnob into Hole(KiHMt4Atql"CliN 

tclniNffiliAttti-E14Kt1lf2'I:354-Ltc 	(42413) . 	414KlYgt:.:6, 	M1201-1$14(gEN* 

'4 : 8 1 )10CH10)N7Z iReLyst:.-_,V4-,3_4-LitM12 TH2h(g0j#-14 : 8 5 ), 

1314(gaM* 1-4 : 8 2 )0)CLORTZ JR7Alu6::_ffitAttt.tc_-M12 TL17(gOli#-'4 

: 8 6) -t. tt.T.11. —  K -Z7J1') 	1,7J- 	Ket*Atql.tc_- ftIR,51-7Y 

46:.-.. L -D --C- %a)51(,:.-_,:t t') 1lf2l-,3- 4'1,  tc. 	Hat:, 	GC33 (2) OHM (gam* 

24 : 8 3 )07CH107N7 Z )ReGlut:.:ffitIt tt.tcGC33(2) TH13k(g0j#-14 : 8 

7 ), GC33(2) TH15k(g0j#-14 : 8 8), 1314(g0d# 1-4 : 8 4 )0)CLON7 Z I 

ReLys6:.-..ffAtql.tcGC33(2) TL16(g0j#-14 : 8 9), GC33(2) TL19(g0d# 

I-4 : 9 0) -t. tt.T. 1. —  K -Zt') 	1,7J- 	Ket*Atg-td-L- ftIR ,9'— 

754(,:.-..L -D --- 	C".%0)511,:.:. ckt') 1/F1,-,3_ ttd-c. 

[0318] J-;1F6:71 -gEN 	— K -z5tIR,,,9'-0)41.,7)--al-).-teFreeStyle293-F 

UN lza. A -,3_ 41., 	IA rlig3 	—iikitt t:.-.. RIR -,3_ -ft/L- 0 

[0319] T. 	IA r1193 	: GM1 

ftIR, 	,9' — : M12 TH2h(g0j#-14 : 8 5 ), M12 TL17(gOli#-14 : 8 6), G 

C33(2) TH13k(g0d# 1-4 : 8 7 ), 	7 veGc33(2) TL16(gog#,4 : 8 9) 

[0320] U . 	IA 0193 	: GM2 

ftIR, 	,9' — : M12 TH2h(g0j#-14 : 8 5 ), M12 TL17(gOli#-14 : 8 6), G 

C33(2) TH15k(g0d# 1-4 : 8 8), 	7 rfGC33(2) TL19(g0d# 1-4 : 9 0) 
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HH0CHK %tcteLmV>CLtpO)7$ 
Sif, IE^-efe5LysN 

[0317] (2) 

Anti-CD3^-efe5M12 (Hfl, B3?!l#^ : 8 1 £J;t/LfI, B3?!l#^ : 8 2 

)t, Anti-GPC3^-efe5GC33(2)(H|IN B3?!l#^ : 8 3 £ <£ t/Lfl, I39US 

8 4){zcm/ci^.m^Mwmx^tis 3 
tclsb. Knob into HoLe(KiH) (W01996/027011, Ridgway JB £> (Protein Engi 

neering (1996) 9, 617-621) , Merchant AM £> (Nat. BiotechnoL. (1998) 

16, 677-681)) (1I24A) 0 

ttmtisTs CM/CLfm^ftJftPfcKnob into HoLe(KiH)B^t»A3tlTlN 

(H24B) 0 mfomzte, M120HfI(|3^# 

^ : 8 1 )0CH10$CP$ y^tfLys£M&3tlfcM12_TH2h(B3?!l#^ : 8 5), 

L|I(I391JS^ : 8 2)0CL0$CP$ y ̂ tfGLu£M&3 tlfcM12_TL17(B3?!l#^ 

: 8 6)£^ti^ti=l- x)90\y^1 Ktfjf A3 ntc%l%*0 0-if 

^M^lZt^T&toGrtmz&VWm-Ztitco GC33(2)0HfI(|3^S 

^ : 8 3)00^01^^$ y IttfGLutCM^3tl/cGC33(2)_TH13k(|39US^ : 8 

7), GC33(2)_TH15k(|39US^ : 8 8), UI(|39!]#^ : 8 4 ) 0CL0$CP $ y 

I|tfLystCM^3tl/cGC33(2)_TL16(1390#^ : 8 9), GC33(2) TL19(B3?!l# 

^ : 9 0)£^tl^tl=l- x)90\y^1 KifffiA 3 tl /cOO — 

[0318] J^"RC^-tl39!J£=l- Kf ^ FreeSty Le293-F 

«^®A3tl, 

[0319] T. @ft^^:GM1 

%l%*0 0~ : M12_TH2h(|39U#^ : 8 5), M12_TL17(|39U#^ : 8 6), G 

C33(2)_TH13k(|39US^ : 8 7), &£/GC33(2) TL16(|39US^ : 8 9) 

[0320] U. @ft^^:GM2 

%l%*0 0~ : M12_TH2h(|39U#^ : 8 5), M12_TL17(|39U#^ : 8 6), G 

C33(2)_TH15k(|39US^ : 8 8), &t/GC33(2)_TL19(|39lJ#^ : 9 0) 
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[0321] V. IA 01g3 	: GM0 

ftIR, 	q — : M120)H$14(gOd#-'4 : 8 1 ), M1207314(gog#24 : 8 2), G 

C33(2) 0)H$14(gOd# 1-4 : 8 3), a VeGC33(2) 0)314(g0g# 1-41  : 8 4) 

[0322] 1141 6tttc_- *a_EM75\ 6, 	rProtein A SepharoseTM Fast Now (GE Healthcare 

#) CE110tc 	401:10751"-C, tiL11751it2''tql.tc_-. 

[0323] (3) GM1, GM2, GM0UJEJNICV,3tit 

GM1, GM2, GMOCA-t')/ -7° 	K-Rai2tKO)in vitro0AeliNICV.3ttE17VAL- 

L a.' 6, GM1 8ck VeGM2l, PMOMIEJNigiV.3tft7i -  a.' L75q2673 641., 	V-z-_--t.  

0)3tfttVIJI 6 /3\ 6:.:GM00)3tft 	_ED Z UlliNICV,3tft --C 	-D tc ( >4 2 5) o  *ft 

HA 6:.=.80 -T, 	CH1/CLV-$1_1"01104ALKiH0)2,41,7-).-al--)-tZ a.' Lt:.= ck .D --C 

' 	ck < =ffiltiAttAl2tKeilft.V_ tt. Z a.' L e13)1 6 75\ L tcl: -D tc . 

[0324] (*YOU 1 1 ) EGFR ERY17-207MtILW4 

(1) 	EGFR ERY17-20)4lFtiI 

-:5 6 (Zit, Oa YEE. V,-71Yg L I., tc IA O'g 0) 3t ft 	ti-D 	OD*1_111  /Art gi- 6 tt.AL- 

c, GPC3 ERY17-20)GPC36:.3-j1-ZFabEGFR6:.3-cil-ZFablAitEGFR ERY17-2 

(4 1 9 A) eilF1,1-,3_41.7L- c, V-S1--)t, EGFIRtA1407RTR 	'9' — ettmL 1, 

ZE110 641., ±2 Ltc_- 51LP100)3LA-b)JtSgEN1111:1 Ltc 7°74 7 —CE110 

tCPCIR5/1046:---80--C.%05/6:.—..ct tj, 	EGFR ERY17 Hk (gOli# 1-41  : 

9 1, 	-/l/gENTZ 7 Z 1 	ii`A' 1 9 7 Z i Ogrg -AgOille:.= t -g- 	4-Ltd: 

0) , EGFR ERY17 L (g0j# 1-41  : 9 2, 	:> 	‘J-/l/gEN-C'sZ 7Z )V-A 1 9 

7Z i Rt 	TAg01_1(e:.:(,-  A - V-LtS0) 	- t . 4' LT.' 4-1. 	— K - Z 7J1 ') 	1, A - 

K et* A -,3_ ttd-c—itoRTR, 	5' —efF2'' -,3_ 4-0-c_-. 

[0325] L;CFle:.:71 -41.g)-al-p -t0)5t1R, ,91 -7YFreeStyle293-FUJEJNle:.-AA-,3_ 41,, 

IA r1193 	—Aft le:. RIR -,3_ -ft t:  

[0326] W. IA 01g3 	: EGFR ERY17-2 

5tIR.'-1:.-..4A-,3_g-1.tc_- 7JIH) 	1,7J- 	Kle:ct (,) 	— Ktg-t.Z7J1') ,-7°  

K : EGFR ERY17 Hk (g0j# 1-41  : 9 1 , 	:> 	‘J-/l/gEN-C'sZ 7Z ) VA 1 9 

7 Z i OgigaVIIEN le:.:(,-A-V-LtSkiN) , 	EGFR ERY17 L (gOli# 1-41  : 9 2, 	:> 
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[0321] V. @ft^^:GM0 

: M120H|I(|B^1JS^ : 8 1 ), M120LfI(|B9!]#^ : 8 2), G 

C33(2) 8 3), &tfGC33(2) : 8 4) 

[0322] % £> tlfcinll-h/ittf £>, rProtein A SepharoseTM Fast Flow (GE Healthcare 

*t) fofatftizmztitco 
[0323] (3) GM1, GM2, GM0«1IS;£14 

GM1, GM2, GM00#tfK£^®in vitro^MlIS^tt^l^fc 

(112 5) 0 

miZ&^Ts CM/CLftW$M<DmX£K\U<D&£%:M.fr'&t>-&Z>Z.£lZ&?Z 
*5b$<fc < tf tl£ d t tf 0^ b tf 1fto fc0 

[0324] C^»J1 1 ] EGFR ERY17-20fFi^^ 

( 1 ) EGFR ERY17-2©^ 

0 GPC3 ERY17-2©GPC3tcMt"i)Fab^:EGFRJCMt"i)FabtC^A/cEGFR ERY17-2 

(111 9 A) tffFi^tlfco EGFR^0^ii^^^-tfiiM^ L 

T m ̂  b ti, ±IE L /c^;i £ ft 1390 £ Jp L fc 7°^ -f v - £ IN 

fcPCR^#©^il#tC33lNT^©^tCj; U, EGFR ERY17 Hk (IB^U#^ : 

91, is?i-)\s9 

IN) , EGFR ERY17 L (IB^U#^ : 9 2, *> VDimmZfoZ 7 $ J 1 9 

T7^ yilM^IB9lJtCti#Stl^lN) £^tl^tl=l- Kt~ £>tf 'J 3 ̂  btf 51 

Ktf ffi\Z tltc~^(D%M*0 0 ~iftifco 

[0325] £mc^-t!I<^to-&©fgi!^^-tfFreeStyle293-F«^A3tl, 

[0326] W. : EGFR ERY17-2 

0 0-tifc tf 'J 3 ̂  b tf 51 K tc <£ =1 — K 3 ti& tf 'J ^ 7° 

1 K : EGFR ERY17 Hk (BB?!l#^ : 9 1 , *> Vi )\sm\\Zfo& T $ J Mm 1 9 

7$ , EGFR ERY17 L (BB?!l#^ : 9 2, *> 
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‘J-)1/gUIP"-eZ 7. 	I 	ii`A' 1 9 77 Z JOgIgtkgaNt:tt-A- 41.1'skiN) , 	ERY 

17-2 Hh, 	ERY17-2 L 

[0327] (2) EGFR ERY17-207424 

"(4' 6tLitigI_EMeAnti FLAG M2t 71A (S i gma#) 6-..; )1p 	a t 7 

1a07A34EGA, 0. 1 mg/mL FLAG' 7° 	r (Sigmatt) t::_ck Zgffle*Ythztql.tc_- 

,„ 	HO'g3 -A-tiNg3•7541isTrap HP)J71.1. 	(GE Healthcare#) 	6:.--A))11:_q't, 

A t 7 IA ODA 340,1, 4 Z Y V - - )1/ OS 1.1177,0:: ct W.12'7ffie-Atft -:5 41.7-co  

IA 01g3 	gtiNA3•eliR9.1- 7  AV: ct -D --C3'N-1 /435 tilc_-1, 	i!,A1E13eSuPerdex 

200t 5 L. (GE Healthcare4i) tZthlil -,'St., ger(V)*Ei*E30),7Y-CDIR 

Z a' L V: ct (,) al'z's tt.tc_- 	Oigel'41  6 tt.tc. 

[0328] (3) EGFR ERY17-207 lln1C0tilt 

EGFR ERY17-20)in vitroOMIENCt3tftP<AL- L a' 6. 	tki\ MINigit3t 

teggeb cA-td-c ( >4 2 6) . *ft HA t:.-.. 8 k,\ Z. Ati-Vgt:.3-4--  z ig0a*rafg- 

L L. 	A-114!10)FabCD3 epsi lont:.:1-Ztlii-a r)( 4 	(,::_ iT 1 /4 ,A.J-c_-3,-,-.8 

OZ. , GPC3, EpCAMODJ)-tS 6 T. ati-ER VOA 	6 t:.-.. 	_J-.' A_ --C t HiliNiCt3tft 

-Da.'LelEIJI6b\Lts -Dtco 

faX_E0t1.11EH ii Agit 

[0329] *ftliAtz:ct -DT. , Bi TEeti'D 	0 tidiErCtft L , atim4r ivv-oig t:.= it 4 i- 

t 4 JZ I- — L.ts Ls 	MS L ts 0 L 0 -') -k-kht_ta)1Ett.tc: ft N /At ti z's 41., 

/3\ -D R onli.iti#A1C 	ti -Afi tc ts7J1 I) / 7° 	r-R--ai2tKepkii#:_tt.tc. *RBA 

oti),..7° 	r-a-a471Ktz8(1Ziti,Jge-a K)< 4 'IM111-4- Z a.' Lt:.-.(t (,), 

giA7J1  I) 	'7° 	r -Rai* 	,)3•L L ---CgtilailiNICVAS.8*AlJeagElliN 

A' ti' e /7 tsAliN VP, 019 L 1_, --CKNIN14.V. 	ttc_-  6 L. a 17 WA 	;1-€)AR td - fi 

- Z z: L e --e 	Z . tt t:.-. L -D --C t , 	'--khtlYIAki\ tSI)\ I,) Ttcl: < , 	414q119 A 

tHIPPtS<tiffEttil-41,\LO'), -13 	Lki\x*/)<-- Z<t -3 t:.-..tsZo 

WO 2012/073985 111 PCT/JP2011/077603 

17-2 Hh. ERY17-2 L 

[0327] (2) EGFR ERY17-20|f^ 

t#£>tlfci£#±;*tfAnti FLAG M2t> ^ A (Sigma#) ICgsJnStU 

0.1 mg/mL FLAG^T^ K (Sigma#) IZ tf tlfc 

o ^-at^M^tfHisTrap HP;fr =?A (GE Healthcare#) tC^jQ^tl, 

-f $yV-JU©;lJt^l3tC tf»3tifc0 

@ft^£#fr®^tf^3i§tC<^T;Ii53tlfc^ ^§£®#tfSuperdex 

200*j^A (GE Healthcare#) fC;»3tl, 

tZ>ZtlZ£Vmmt! tlfc# @ ft#? tf ?# ̂  tifco 
[0328] (3) EGFR ERY17-2©|fflJ^t#Stt 

EGFR ERY17-2© in vitro©ffl]&fc^S1££||'<fc£ d 5, 

tttfll^^tl/c (02 6) o ^;tJlUCft1~-g>IgG£g^#*§-

^ L, JHUCDFab^rCDS epsi LontC^if^ilp'n KP< -Y y \,ZW.^^Xtc%^-\,Z'B 

INT, GPC3, EpCAM0<^&P>t\ ^ iZ^kX 

tf BE b tf £ & o fco 

^±0D^iJfflpT^'l4 

[0329] BiTEtf&^ill^nEi^m^ ^tIC#fe#fttCHt^ h 

>X h-A&^f^L^^l^^ttiaMItlfcttfftftt&^tU 

tf oSlNlfr^MIJ^^fTfc&tf 'J ^7°^ tifco -fcWft 

(D tf 'J ^ 7°^ K £^1* tC 331 j- 5 K ^ -f > £ ®&f 5 d <h tC y % ^ 

l^tf 

"T5d(>:tf-e$5o ££14tfi^W£tfye^<, #ftft# 
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Citi**1] TEO) K)( -f 

( 1 ) tiacilia K)( 4 	, 

(2) Fc 7 ...-b'-'12tK 6:.3c11-  Z ea3mtee-F 1_1 -c 0 ZFcq±5-1-A-tiN K)< 

-f 	, 	1r f,, 

(3) Tuflik.c.h'-'12tqvai**Ii-a K)( 4 	, 

-A-tiN7J1 ,) 	.7° 	K-Rai*. 

Hii**2] TuNk412tqva12milia K)( -f 	7V-IMN.11.7e'.s'i**,i-a K )< 4 	- - - c s 	z 

, IA** 1 (ZENC0)7J1') .7° 	K-Rai*. 

Hii**3] Tuflik.c.7e-'12tKv-is-i2milia F 	- 	i.AD34'1,i-a F 	4 	- - - e 	z, 	,A3RIA 

1 6:.:EgoO7J1') .7° 	KA-al*. 

Hii**4] timea K)< -f 	/31510t-r-awalii-a 	)<-f JZZ, iiii3VA 1 /3\6 
3 a) 0 Ttt,i3N  (ZER4107J1  ') i'7° 	K-Rai*. 

Hii**5] =_Iatotimea K)( 4 	10 (ab' )20)*ES -Z K)( -f 	15 

, i,43RIA 4 6:Egog)7J1')7° 	K-Rai*. 

Citi**6] 

	

F(ab' )20)*CS -z K)( 4 	or)ffitlt-ZW,AtiV* -  z . -D a) 

t') 	7° 	KeFOiRtA**Z 	0)71t I ) 1 ' I 	Ism 	• 17 le::_iCiii:35 

tt,tc_-, 	i,43RIA 5 le:ENC,O)t I) i'7° 	K-R-a14K. 

Citi**7] CD3eca K)< -f 	eFc;',A1=7A**Z---DRt-DO)CH3le:.:1Ciii:35 41. 

tc, 	,143RIA 6 le:Ea0)7111) 1 '7c' 	K-Rai*. 

[ ii**8] cD3e-a K)< -f J 	-Zffitl4FNikfiA-eFc.;,A±AVUZ—a)c 

H36.-..itel-,3stt,, CD3eca K)( -f J 	*1- Ztjltl4FvkfiA-eFOiRtAa 

t Zt ')—a)CH3le::_itel-,54-Ltc, 	iiii3RIA 7 t::-EaaAt I) '' .7° 	F' 

'Rai*. 

Hii**9] cD3e-a K)< -f 	V* -Zstl4FNikfiA- ie:.-J-ri/f7tKocili F 	-( J, 	Ewe 

, 	$1$14 F vkfi A-  ie: ti-̀04K a) c L K )< -f Jeit,*ii-1 /43Stt.tc, 	'I** 8 l:.:Ea0)7J1 

') i'•7° 	K-Rai*. 
ci,43Rmioi cD3e-a K)( 4 	i3q(ab' 	)2V.M-Z--Dxt-Docue:.-..ittlii-,3s 

WO 2012/073985 112 PCT/JP2011/077603 

!t#©S6SS 
T§ E©KPW>; 

(1 ) X 

(2) Fcyg#mcttt-£^S1ftfffiTLT^£Fc^$£#fr K* 

-fX &0\ 

(3) 

£#frtf 
MW] K P< -f > tf K P< -f > ?•£> Z 

, li^il 1 tC§Ei6©tf 'J *7°1 
^113] KP< -f >tfCD3^ KP< -f 1*^11 

1 *7°1 

3<iJt4] JjtJ^ilp'n KP< -Y >tf—,fffi©JjtJ^i|p'n KP< -Y VT'fe'i), Ii5f<ijt 1 tf 

3 ©iN-f tltf tC§Ei6©tf 'J ^7°^ 

^115] -110^^ KP< -f >tfF(ab' KP< -f >-?£>£ 

s 1*^114 tC§Ei6©tf 'J ^7°^ 
3cJl6] F(ab' )2©^££#t~£ K*>T >©tt$l^$I$£l*/£-r£ = o© 

tf 'J ^7°^ Ktf Fc^Ji^^ij55ct--g)-^©tf 'J ^7°^ K©#^ 

tlfc, 1*^115 tC|Ei6©tf 'J ^7°^ 
^il7] CD3i|p-n KP<-f yifrcWi&zmj&tz-'DXte-'Doemzm^n 

tc, li^ll 6 tClEic© tf 'J ^7°^ 
^118] CDSfa-S F* >( >&mtilT&mMFvmfrtfFcftM£mtilT&-Jj<DC 

mzm$tsn, CD3^K*-f ^gfiFvi^tfTc^^i 
9-^©CH3tC^3 tlfc, 1*^117 tC|Ei6©tfK 

zs"nffco 
3019] CD3i|p-n KP< -f >^^"r^ttllFv^^tC^©CH1 KPW X 

s SllFv^^rtC^©CL Kp< -f >tf^£3tlfc, 1*^118 tC|Ei6©tf 

30110] CD3i|p-n -Y >tfF(ab' )2£l*/£f 
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tot-, 	i,,I3RIA 6 (Z. gE a a) 711 ') i' .7°--  KR-al*. 

Egralk1 1] CD3* 	K)( -f >75<F (ab' 	)2V*1- Z----DR1, =_-_ --DOVHIZItel t 

tit, g,t3N* 6 I.: ilaa0)A1 ') i'7°3-  K- —E 14c. 
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