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the I 	i oma) L l,\0, EttORTA 	PLiE,Itligr01:1=1 )ZE (MPM) L kiN -3 

. &MAW) Via tt, IIVIRI=1=1 )ZIM L k,\ -3 0  

[0018] *RP] tz:Iik,\ --C )1> 	'') 7J- :> K G NA 2L6t, 	Ga I NAcie 1 —4 	(SA 

a2-3) Galie 1 —4GIcie 1 — 1 	CeramicleGACS -4- 

Z s'/I.:>J1.-t 	-Z KTV'), *t:GM 2 L Eili,T Z Mat 	Sao Ga IN 

A cttN 7-t 	)1.")1. 	It -Z >, 	G a I (4,ts 	l—, 	G I c 6J",7)1.— 

, 	S A tt:>77 /1/0k75-4-. 

[0019] *RliaLJElll,\641,Ziji',GM2iji'ALL-Ctt, 	Ga I NA c 8 1 —4 	(SA 

a2-3) Galie 1 —4GIcie 1 — 1 	CeramideM3S0a2- 

3 ea Li-c.7)1,1t (s A ) 	A-VI L.° 1 — it: ma-4-  zih-,G M 2 fj-ti*, A 

i E I- — itLeat,--ci7= -5tit -4-zt-i-,G NA 2 ti`,4, 8 ct Vel=1=1 13 

liEt-Z ON7_1<gt 	.tflI1J -4--  Zij-ti*ts E751,1 6 tt.Z. 

[0020] Ott., _E3LR.Oij-t4*e.6inatt.Z liNftt.b\ 1 "D Ofj-ti*Lri,a Lt G M 2 tLe 

al-  zt-i-A, _E3tot-i-,4ema 	.=L°.°  I- — 1 L Pi U i L.°  I- — itLea-4-z 

ij-ti* 8 ct VeAt-i,f41fi A-  ts E JJ 	11 6 tt, Z 0  

[0021] *RP] tLJEll 0 6 tt, z 4.h-A L Li  --cA,f4q/g t:., tt, 	H* 	, 193. 	4 — 3 1 1 3 8 

5 -1L'AVC-iiE$540)7r,J 	1=1 — t/l/iJi`,4KM 7 5 0, 7r,i1=1— 

j-)1.4.j-i,,f*KM 796, 	Cancer 	Res. 	, 	46, 	4 1 	1 6 	(1 9 8 6 

) VCIENC,(/))1=1—j-)1.4j-i/f*Mo A b 5 —3, 	Cance r 	Res. 	, 

4 8, 	6 1 5 4 	(1 9 8 8) vc..,E*54,011=i — t/l/iJi`AMK 1— 1 6, 

.1 	1=1- j - 11/4j-ti*MK 2 - 34, 	J. 	Bi o I. 	Chem. 	, 	264, 	12 

WO 2014/088040 6 PCT/JP2013/082621 

[0016] (me s o t h 

e I i a I tumor) £ =& T £ (00*. 

mm* 
&\mm£s vtn 

<Dmm*>*f£VR<D*&miz&^-ztiz0 

[0017] (pleural meso 

t he I i oma) £\,\\,\ Utt^Sfi^II'fflilEl^Sfi (MPM) £\,\? 

o SIIIJsm^^sfi«h^9o 
[0018] *f£mz&^TXy#lJX*>\:GM2£tes G a I N A c (3 1 - 4 (SA 

a 2 — 3) Gal/31— 4Glc/31— 1 Ceramide (DMis.lk'^'t' 

Z>?)Uz\i/)U1z^$ KT&y, JiMcGM 2 £mmtfo&o Ga I N 

Ac&NZ-tGa GlcTO3-

7, S Ate*/7)\,&%^To 

[0019] *WRlzm^btlZ>$n.GM2$n,W£ LT^i, GalNAc/31-4 (SA 

a 2 — 3 ) G a I /3 1 — 4Glc/31— 1 Ceramide ̂ ^0 a 2 — 

3 L/c'vT'JUt (SA) ^r"atjNx t:° h —7°(C|p-n f^KG M 2^/L{^% jj£ 

xt° h-7°(Ci^LTX7x^^-^tt;&^-r^KGM 2^% 

1" £ into# £ bti£0 

[0020] t/c, 1 2 (CIS 

• t ±^0i/tfaA*$crn'T & ̂  tf K — 7°<h ID U x. tf h — 7°(C$p-n if" •& 

£ <£ Iff ̂  ̂  ̂  If b tl Z o 

[0021] *&BMlzH^btl&in;#£ LTJM*ft(C&, a^|W4-3 1 138 

5 ^A$^IZBBM(DV ^ X "E y 9 •— -f JUtfcftKM 7 50, 7^fy^P-

^-JUirCft K M 7 9 6, Cancer Res. , 46, 41 16 (1986 

) J O M o A b 5-3, Cancer Res. , 

48, 6154 (1988) (ClE®©^ J 1 • —fJUtrC^M K 1-16, =E 

J ^P—f JUtrC^MK 2 -3 4, J. Biol. Chem. , 264, 12 
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1 22 	( 1 9 8 9) tLE$10)) 	1=1—t/l/ij-i/4*D M A b — 1 , 	FgWAffi 

2 0 0 3/04 9 7 0 4 1-4S-3,tVelinW3M0 4 / 5  3 1 0 2 1-4(.,71E$54,0) 

)( 7 fj-tf* D M F 	1 0 . 	1 6 7 . 	4 fj-V*8 ct If 	)( 	fj-tf* C h GM2, 	H* 

14193. 	1 0— 2 5 7 8 9 3 51-UtLEE$60ifW$T117-K M 8 9 6 6 (F E 

RM 	BP-5 1 05) et TITZKM8 9 6 6, TMT117-AKM8 9 6 7 

(FERM 	BP-5 1 0 6) etrZTZKM8 9 6 7, ffMC-1,q 	KM8 

9 6 9 (FERM 	BP-5 5 2 7) etaTZKM8 9 6 98,tt)9MT 

KM8 9 7 0 (FERM 	BP-5 5 2 8) etg-4-zKM8 9 7 0, 

gEm# c-4 1 — 3 0)- .  tt.Ttl3L-s -,S tt.Z 7 Z i OtgENA-  ti` HOC D R 1 — 3 

/-3,ttje§EN#'-44 ---- 6 0)-tt.Ttl3:-..-s -,'S tt.Z 7 Z i gkfiEN 	.-A-ti`L MC D R 

1 --3 	isti'iJ-ii*, gEN# 	7 Z-s 	-,'S tt.Z 7 Z i gkgEN -git,•v H 8 ct vW 

M4 '4 8 --e-s -,'S 41Z 7 Z i OtgEN -A-ti• v L 1J\ 6 tsZili-A, AEN#'- ' 7 --e-s 

--,'S ti,Z 7 Z igkgEm-g-,t,-v H S-3,:g0.1# (-4 9 -e-s -'_g-t.Z 7 Z igkgEN 

-g-,tni L ii\ 6 tsZt-ti*, gEN# '4 1 OZ--L's 41.Z 7 Z i WARN 	-g,-ti•v H 8 

ct ziWN# '4 8 --e-I -L's ti.Z 7 Z i gkgEN -git• V L b` -6 tSZ iM2tc, t Vq:- gE 

M#-'4 1 0 --e-s -,'S tt.Z 7 Z i KIEN 	A-ti• v I-1 8 ct ziWN# '4 1 1 -e-s --L's 41, 

Z 7 Z I gkgEN -git,• V L /J\ 6 tsZt-tf*, /J\6 inatt.Z of ti.b\ 1 "D ofh`,4 

iYtf 6 tt.Z„ 

[0022] 't.c.., _LAG) in-  f* L Ma L -c G M 2 tLeat zt-i`,4, 8 ct tLt3LR.0)t-i42W 

M-I,L, -4-  z i E 1,  — 1 L PI UiEl—itLeatZti`At*RHAtLJE110 ZJ_. L 

eT Z. 

[0023] *RBA rcill 0 6 41, Z fj-i, G m 2 t-i/14Q li --c tt, 	i 	i:i — t)14)1A, 7t') 

El — J-)14J-V, t ,) 	1=1 — J-)14-i,1*0 \f 41--e 	-D --c t ct o es tzT 	1 < 

tt*—  0 i E 1- — itLea-4-  z 	i 	1=1 — t)14J-i,14qYti 6 tt.Z„ 

[0024] *RHAVLJEll 0 6 ti.z 	i 	1=1 — - i - )14J-iAtt, / \ 4 7') K —7 IJ\ 6ta--,s 41, 

zi 	1=1 — J - )14J-i,f2tc-C .D -Z-  t ck.\ 1,, 3.11R+ElicA.-7-0EIL ct -D VIM,  -L's 

41, tz_-. MIR +Clic A. #n4 	T 	-D -c t k, \ f 41.0 #n42---e t ct k, \ „ 	L 1,tz-..8k,\--c,f,--- 

TRIte-F-L'st-Z1-c..6(z, 	L. I- 3:1.L) 	iJ-i,f* (1,),T, 	*t:_) 	iJ-i,42tQtk,\ 

WO 2014/088040 7 PCT/JP2013/082621 

12 2 (19 8 9) f M A b- 1, 

2003/0497 0 4 ggS&lll^ 0 4/5 3 1 0 2^C§Ei6©^ 

^7®DMF 10. 167. 4^feJ:t):+^7KftChGM2, B* 

S#^¥1 0-2 5 7 8 9 3^^(C|E®(Z)^K$E^KM8 9 6 6 (F E 

RM B P — 5 1 0 5) ^it§KM8 9 6 6, if«KM8 9 6 7 

(FERM BP-5106) <5 K M 8 9 6 7, MW&&& KM8 

9 6 9 (FERM BP-5527) KM8 9 6 9 

MKM8 9 7 0 (FERM BP-5528) A^t§KM8 9 7 0, 

1 ~ 3 (D'Ztl^tllZ^ tl&7 $ ygHB£U£^frFlgtC D R 1 ~3 

£<£t/lB?y#^4~6©^ft^tUCil£tl£7$ D R 

1 ~ 3 7 tl'i) T7 $ ^ ItlB^O^r'a tjN V Fl 

^y#^ 8 ti£ ~7 $ J ItlB^y ̂ r"a tj" V L b & •& J/L'tfc, IB^y#"^ 7 

^ tl>2> T7 $ J I£lB?y£#frV H a^t/IB^y#"^' 9 tl%> I7 $ ^ SUB^U^i: 

SB^JS^I 0T-^ft£7$yi£lB^J£#frVH£i 

ct t/IB^yS"^ 8T'^^tl'2)77$ J l£lB?y£#fr V L As bt£%>%KWs MtHC IB 

?y#^i o^ns?^yi£iB?y£#frvH^t/iB^y#^i i-c^n 
yItlB^y^frV jbN£>jitfft£lN1*ftJbx1 ^©trL^ 

£*L£o 

[0022] t/c, ±^©^«h|^LTGM 2 

Kg^t- & x tf h - 7°£ in i; x tf h - 7°tczmt t *fgs£ tcE ̂  & c: t 

tfVZZ o 

[0023] ^0^(CffllN^tl^KGM2^,h LT(i, * U =f 

£n —i-Mn.fas &lJ $n—i-)\/lfifo(D\,^?ti~Z$>?X:b£^t)<y 

&3t—CDX tf h — 7°(CiS^r1";S;Ey £ p— £>tl£o 

[0024] ^/w 7"'j 

ftfiDirCffc'Cfc <fcl\, t: MC£lNTft*£ 
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7) , 	L I- Mg,* [ E 1 91JcompIementarity 	determ 

ining 	region; 	(CDR) fPiliji,14cL t0-5] 8 ct TfilikTE 

rAAIE 	0 tc L. I- #A4* 	ER 0 	.':. L et(T . 	Loc. 

[0025] *RBA 1,7_11 o 6 416i-ft,* LliT tt, 	_L3trz_(,-ftz-.Y-Li*(7)-5 -6, 	hi I-- ibi)-1,1* 

SictzfL 1-iii`,44qATA6LJEll1,\ 641Z0 

[0026] )4 	4.1i,426t, 	L I- 1,),M- 01k-tt 04.1-i,-,1* 0 v H 8 ct VeV L L, 	L. I- in-402 

$14tWati (-;CF, CHLi :ET Z) Siciztf$1$14ZWAil 0-;CF, C L L '  

gial-Z) L75\ 6tsZiA-A---eZ0 U,  ViAtAtL -pk,v-cotitttoDfMrfitt, 7r9 

, 	5 V I. /\1I.'9-"P.-..(V)t- 7cl:E0D/\'( 11) K — 7 	4igt4 L --) Z tht 

-etta-,irc_Frk--,'_tti-soo 

[0027] L I- MJ.L )4  'f)-1-,1, 	G nn 2 6E*A0/9631A-4- 	hi I- 1-:,01-0Ettt 0i-A,4® 

vHs-sctvevi_.—K-4-zcDNAR•fgli, 	L 1-fh`,40`)C HS-3crueC L 

— K -4-Ziii- ± -4-- ZRIR,—(,,z - ti.Tti.t*Al,--c*L. 1- 3:1-)4  

t-ii*RIR, 	— 	L. IMMI18 	-4 A L -C RIR, --L's -ft Z z: LT fff-T I T 

Sa o 	L H1J-)( 54j-i`,40)C HU, 	L I- -(INJ 	''1=11') > (1,),T, 	h I g L'I 

ET 	) -ett.a4CLIRVS41.4.0e, 	h I g G--,a)t,o)/M1_,00 

L. I-T1*)4  5i7-i,1*OC L tt, 	h I g G 6Z.T41-416 -i6LINVSIVS.00 

[0028] L I- tgi* tt, 	L 1-1-1-01,A0t-i,40) v H /-3,ttf V L (DM 	iltAt-tiR±51 

(1V,T, CDRLui ETZ) 	L IfYi-A0)VH8ctZfVLOITAVYSIIINVC-4 

I, itgl*--eZo L I-Mc D R fPtliM4qt, GM  

H,),M-Okt Otii,-40 V HS-3,ttf V LOC D R 	ff.:#,O) L. I- gi4co v H 8 ct 

VeV LO7 1,-1).7 — 	(L),T, 	F RLIIiETZ) r-fPillitc..\0,A±51 a — 

r 	7acDNA1MMl_i, L bi-iì,1*(DCHS-3,t'YCL — KI- DNA 

-4-ZRIR,./ -1,:_ - 4-t,T4-t.t*Al_,-c L. 1-4M,WRIR, 	'—Ml_i, 

IMMEEJ84)0_, ---C RIR, -,S t-  Z J_. L T, 41F-11-  41', 60 	L H.)--i44c0 V H 8 ct 

tf VLOF R 07 Z inkOENtt, 	L. 1-t-if*FIEI ' 077 Z- intgEN-ett.a-it: 

FIZZ 41,4 0 „ 

[0029] L. I-4Lfit-AODC Ha, 	h I g --ett,tX= rc,FRZ_ -,'St1,41,Ne, 	h I gG 

WO 2014/088040 8 PCT/JP2013/082621 

9) , t h 'fbtate [t hlc omp I eme n t a r i t y determ 

ining region; (CDR) f^ittate <h t 9 ] 

KtatefcE^* IA\ 

[0025] ft Stated b"Ui, fctate©? H Mbtate 

£<£#£: State#$?®lCffllN£>ft£o 

[0026] **7tatett. thWHiroWVHfc^tfVL^, State CD fi 

(&~R CH£H&§E-r£) (J^T. CLtm 

13TS) £fr£>&St/Cte-e&So Rl^I±i(C^^T©S!]^©ffilI^, 

[0027] S^**7irCtefcJ\ G M 2 t K£l^©ft^®t/Lte© 

V Hfc^tfV L£=l- K1" S c D N A£®tf#U hKft©C Hfc^tfC L 

£• - K-rsa^^-rs^^^^-tc^ft^ftjfAUTt; hsy^y ^ 

<7 $ - *mm u A -e^M-e $ 

So SIi!**7tate©CHttx th'fAy^P^'JV (J^T. h I g 

!3T£) X&ftt£^tC|5R££ft&^\ h I g GV ^ X(D$>(DifB£ IA\> 

£ S5^y ̂ tateGDCUi, h I 

[0028] t: Mbtatete. t; h J^©Ifltl©tateCD VHJJ^VL 

(J^"F. CDR <hB£I3t~ £) £ t: State© V H £ £ V L (D&W&&SIZ& 

mLfctri;#V£>Zo khiCDRii^t GM2(C#Sft(C|^-rSt 

KWS)i0fift0V HBJ:tfV L©C DR^f0b h^0VH^J: 

t^VL07U-A7-^ 0-MTs FR<hB&13TS) IC&ffi L/c V$iJ$£ =1 -

Kt5c DN A^iHU H hiftroCHfe^tfCL^P - KtSDN A£ 

— IC^ft^fttf A UT t S4btatef§Ill/s^ -9 — £r$til Us 

K^«^ALT^Il^1±SC(hT\ Wm^ti9 So State©VHfcJ; 

t;vL®F R©:P$ t: ht/ctefi5fe®7$ yitiB^-e^fttf#(c 

[0029] t: S4bt/Lte©C H&% h I gX&ft(£#fCl®££ft&l^\ h I gG^7 
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ig) t 0751T 	I, 00 	L 1-4bt-i,40C L64, 	h I g vc..x4- 4-La . r.-.F.R .-z-Ls 41, 

tsk,N„ 

[0030] *RHArciEllk,\ 641,Z L. 1-4bt-i4AL L-CA4nrcit, H* 	-ilEA4 — 3 1 

1 3 8 5 - IiǸat:_,Eili,07 , 	i 	i=i — J-)14J-if40‹ NA 7 5 0, 	7 r , 	) 

CI—f)1. j-ti*KM 7 9 6, 	Cancer 	Res. 	, 	46, 	41 1 6 	(1 

986) tz.-.ENC,G) 	i 	m — t)l/t-ti*M 0 A b 5 — 3, Cancer 	Re 

s. 	, 	48, 	6 1 5 4 	( 1 9 8 8) (Z.Eilt,0)) 	1=1 — t/l/iJi`AMK 1 — 1 

6, 	)1=1—J-J1.4.J-i/f*MK 2-34, 	J. 	Bi o I. 	Che m. 	, 	264 

, 	1 2 1 2 2 	( 1 9 8 9) (ZIENC,ODJ 	1=1 — t/l/iJi`,4 DMA b — 1, 	I3T 

WAffi 2 00 3/04 9 7 0 4 1-4S-3,t 	MWAffi0 4/5 3 1 0 2 24tLia 

Ni,o) 	)( 	iji-,,f* D M F 	1 0. 	1 6 7 . 	4 fj-i,f44-3,t z)e- )( 	4.j-i`,4ChGM2 

, tVer:H* 	-i193 	1 0— 2 5 7 8 9 3 '-4/./*R6:..1,ENC,0):MR-0 'Ts-KM 8 

9 6 6 (FERM 	BP-5 1 05) etTITZKM8 9 6 6, TM$T-0 

KM896 7 (FERM 	BP-51 06) etaTZKM896 7, TM 

filic /7,,-K M 8 96 9 (FERM 	B P-5 5 2 7) eta-4-z KM89 6 9 

s-3,tveffMR4q, /7,-KM8 9 7 0 (FERM 	BP-5528) etTITZK 

m 8 9 7 0 b\65Eatt.Zij-i,G M 2t-i,40C D R 0)7Z i KIEN Vtit, JAI, 

6t-i,40v H 8cizvev L o7Z intgEN -4-Z L. 1-4bt-ti*e6i 6 tt.Z. 

[0031] Et:.,A4nt:..tt, go.1#'-4 1 — 3 a)- . 41,Tti,t,z-s -,'s ti.Z 77 Z i OtgEN -A-

ti• H Mc D R 1 — 3 S-3,tVegEM#-44 — 6 0)- . 41,Ttis,:-s -Ls ti.Z 7Z i OM 

M 	-g-ti• LtACDR1-3 	-g ti• L I- ibt-ti*, g0.1# 	7 7&7) 

OtgEN -gsti`v H 8 ct zn01.1# '4 8 -e-s --L's ti.Z 7Z i OtgEN -A-ti• V L iJN. 6 

tsZ L. I- ibt-ti*, g0.1# 	7 T -s -,'S ti.Z 7 Z i OtgEN 	Asti` v H 8 ct znEN 

#- 	9 --e-s --,'Sti.Z 7Z i OtgEN -A-ti•v L iJN. 6 ts z L. I- ibt-ti*, g0.1#-'4 1 

0 ---e-s --L'sti,Z7Z intgENA-ti•v H SicttnEM#8 -e-s -L'sti,Z7Z ink 

EN 	-A-ti•v L iJN. 6 ts z L. I- ib -ti*, ttnc_g0.1# '4 1 0 77) 

OtgEN -gsti`v H 8 ct zn01.1# '4 1 1 -e-s -,'s ti.Z 7 Z i OtgEN -gsti`v Lb\ 

6 ts Z L. I- i bt-i/i4qY 	11 6 41, Z . 

WO 2014/088040 9 PCT/JP2013/082621 

IA\ MbtrCftCDC h I g ICSt" 

&l^o 

[0030] a^i#l¥4-3 1 

13 8 5 0 XT: J ^ n —~y )V%KW KM 7 5 0, 

0 P— i~JV^n.W KM 7 9 6, Cancer Res. , 46, 4116 (1 

9 8 6) (C§E Sfflfy 9 U—~)~ )\z^KWM o A b 5-3, Cancer Re 

s. , 48, 6154 (1988) (ClE®©^ J 0 P —fJUtrCftM K 1 - 1 

6, f7^P-tJ«MK2 -3 4, J. Biol. Chem. , 264 

, 12122 (1989) \,Z^M(0=tJ £ P-^UtrCftD M A b- U ll^f 

&IH£2 003/0497 0 4 0 4/5 3 1 0 2^(C|E 

^©^^^trC^DMF 10. 167. &."($%• * ̂ trC^C h G M 2 

. MtHC B ̂ i^¥1 0-2 5 7 8 9 3^&*glC§EiM>J12ftfe&&KM 8 

966 (FERM BP-5105) KM8 9 6 6, 

KM8967 (FERM BP-5106) KM8 9 6 7, MM 

»KM 8969 (FERM BP-5527) KM8 9 6 9 

fcv<tt>ll$^tKM 8970 (FERM BP-5528) K 

M8 9 7 0^<b)l^tlSKGM2Kte(Z)CD Z.tl 

e>trC^© VH^t/VL (DT^y *MT£ t; he> tlSo 

[0031] w.izmwfoiztes 1 ~3©^ti^ti(c^^tis7$ 

frH||C D R 1 ~3^i;t/IB^yS^4~6(Z)^tl^tl(C^^tlS7$ yitIB 

MttvLiCDR 1 ~3£#frt: MbtrCtt. SB^J#^ 7 7$ y 

itiB^y BB?y 8t^n57$y itiB^y ̂ OVL^P, 

ftsthibfaWs iB^y#^7-e^W7$yitiB^yv H & <tt/iB^y 

S^9-e^^tlS7$yitlB^y^:#^VL^^^SH MbtrCtt. IB^S^ 1 

0 7 $ y ItlB^y v H £ J; t/IB^S^ 8 7 $ y It 

IB?y£#frV Lfr£>fc£t: MbtrCtt. MtHC|B?y#^1 ot^n57$y 

itiB^y t>iB^ys^ 1 1 -eii £ n s 7 $ y itiB^y 

Mbt/tlW^f ̂ tlSo 
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[0032] 	*RBA V8*PJ1Z-A 	41.1-iì,G M 2 th`,17M A-  LL, --Ctt, _LEA-i-D'ACA- IY 

-gi- tt,Z. gi*MA-VEMS.*:-.MZ.- ,-  r , 1NAit, 	Fab, 	Fab' , 

F 	(ab' 	) 2, 	scFv, 	d i abody, 	dsFv6ctTfCDR .. -git' 

-i-  KIS. efY*(164-1,0 

[0033] 	F a 13(4., 	I g G'n-J (,5. '.Jt3}INENA) --e9tutLi--04 641,6 

MA-0-3 -5, 3 1114J5E0t-t,IReA5tit -4-zt--t4*MA---e. ViGUI 

2 4.)1-,40 F a b tt, VC G M 2 tti,i4 	4 > --C ZIT --4-  Z b`s AtE VIA* 0 F a 

b — K -4-zDNAftiR..—tLfWAL, J:.101 — CF.--,At!tt 

fr\(4,AT-Ati-tM4A Li-cRIR,--,'st- z •J_. L --e, 	4,44-..-) zo 

[0034] F (a 10' ) 2 tt, 	1 g G 	./''7`':> i (MX3A e'„) -eVILi--M 

64-LzmA-0-)t, 3-TIin 1 00t-tff,Aia5tit -4- ti-i-,1*MA--e36 

o 4.  -A" , G M 2 t-t14K 0 F 	(a b' 	) 	2 tt, 4 	GM2iiii*I>.--e01,I1-4- Z75\., 

F a b' 	("fk -__.R) 	7J-I-5-)1/MIS-V-c.tt)1.7 4 Kea--ceat -t6 

z :LT, 41M-L'stV , Z. 

[0035] F a b' 	ti:, 	F 	(a b' 	) 	2 0L 	f)liAtP10),,J1/ 7  4 Kgia -b)ikfilitz:3 

±tlig 5 TOAA,Rea5tit -4- 	43-1`,{41fiA-T)Sao fJ-ì,G M 2 iii,i20) F a b 

' t, 	iti, G M 2 f)'-vtz 0 F 	( a b' 	) 	2 .:') -7-f i---)1.---e91.1_,/1-4- 75\, 	in 

Ei)-'-vi4K0 F a b' 	— KT 	DN A 	tiR, 	..—cz-..f* 	Li, 	z7_0/< ,5' 

—CA-,AtV7-c..ttA-AtiA/N4AL.,-z5tim,-, -t:. L-e, iift.'4-:sti.;) 	. 

[0036] 

-CAM 

tt, 

scFv tt, 	1 70)\/ H L 1 AKOV L L 	At-S.1 7°- 	K 1) '../i3 — CEql,\ 

litc.fARMaAilt -4- 	t;,1*CA--e0 4.)- Gv121)--ti*0s c F v 

yr, G m 2 1.)-&64 0 V H 8 ct -0 V L 	— K*- 	cDNA 	11.V.14 1,, 	scF 

v 	— K -0-z D N A 	Ml_i, 	.Z7.0)D N A 	ftM./ 	—(,:_t*X Li, 	Z.:0 

RIR./ - 1F,,K,ti-tt 	it ctpAtti-tt4A L --c few,-,'_ -ft. -,:i LT .. i/FSi 

[0037] d i abody U, 	scFve 	'14*4b 1_, it fj-i,,f4Iff M- ---e, _-:{504.1--isgela 

gitAl-ztA",,f*MA--ezo ih',GM21h`,40d i abodyt,t, fj-tGM2 

V-1,40)V1-18,tVeVL — rTZcDNAILVi'4'1_,, 	d i a bod y. 

WO 2014/088040 10 PCT/JP2013/082621 

[0032] 

"a^tlSo trCte®Tin Fab, Fab' , 

F (ab' )2% scFv% d i abody, dsFv JJcfct/C D R 

7°=f K& EbtlSo 

[0033] Fabli, I gG^/^WV (*V/^ft#$S^) TMS LTf#e>ft£ 

®T^o)9t>. #cGM 

2^te©Fab(is KGM >-eM5I1"SA\ tuiBtrC^O) F a 

b£=l- KT£ D N A^fPJl'C^-^iAL, 

£ i\ ALT fgSE £ 1± S £ <h T\ £ tl 9 S o 

[0034] F (ab' ) 2&x I gG£^7°^> (* >/\°^Sf^?l##|) -£MiILT*§ 

0 SGM2Kft©F (ab' ) KG M Z> ti\ 

Fab' (&$&) &f^i-T^Sfc(iy^7'f K^TrlSl^l+S 

[0035] Fab' F (ab' ) 2© t y^Mi$(Di/X)[sy < Lfc# 

KGM2KteCDF a b 

' SGM2^ft©F (ab' ) 2%>J3~tX U-f h-Jl/'e&kllTSfr, m 

§3Kte©Fab' £=l-Kti)D N #-IZMAU 

-£Jim^£;UiJI^£t)^»ALT^IjE£i±So<hT\ ft£^ft-5£o 

[0036] scFvtt, 1 ;fc®V H <h 1 ^©V L K'j 

T^LfcKiI$p^t££^TSKtelfr^"T&So SGM2»s c F v 

It. KGM2Kte©VHaJ;t/VL^=l-K-TSc DN A^rlXtiLs scF 

v^P-KTSDNA^IiL, COD N A -(Cjf AL, C© 

ISSE'* £ £ - S fete A L 1± S C i; X\ fEU 

tl9 So 

[0037] d i a b o d y tt, s c F v ^"mte'fb L/cKtelffJn T\ — {ffi©KJ^ip'n 

TfeSo KGM2Kte©d i a b o d y (i, £TLGM2 

»VHfeJ:{fVL^P - K1"S c D N A£IX#Ls d i abody^ 
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— K -4-"Z D N A 	L. 	B C ID N A 	.RIR,, g—(,,zt*Ai_,, 	-,:oftiR, 

	

' — U;57-Ati-tti-z_-.1,t,47-Ati-tt/N4A1, --CRIR,-L'st- Z zr_. LT, 	41F1'1-,'S tt. -3 

Z . 

[0038] d sF v tt, 	V HI /-3,tTf V 1_ 11=1 0)- - tt.Ttl, 1 77 Z inkRa .:>5--( >R 

Itz.-.Z4g, litz:t ') i'7° 	K ., 	:>5--1 >Rarma):-) 	)1/ 7 4 lqii-S`iili 

--C *ii a --,'S tIcti`,41fi A-  T 	Z „ fj-i, G M 2 ti`, i*OdsFy 14-, t-i, G M 2 ti`, 4 0 

V 1-18,tTfiV L 	— K -4-- Z c D N Al4R,f41_,, 	dsFv—K-4-ZDN 

A 	L. J_. OD D N A 	.RIR,/ 	— AL.. 	-,:opRIR,g—u;g7-,A 

t It 	A-. tt A TA t It /N4 A I, --C RIR, --,'S -ft Z zri LT, 41F11--,'S 41, -3 Z. 

[0039] CDR 	-'gst,'11 	KU, 	V H 	tz_-.1,tV I_ G)C D R0)1-< L t 1 ''iRi-d1-). 

As t,`,'7° 	K T 	Sao t-i, GM 2 ti`, 4 0) C D R 	''Asti•,' 7° 	K 14-, fj-i, GM 

24j-i,40)V HS-3,tTfiV LOC D R 	— K -4-"Z D NA .Ml_i, 	L'IOD NA 

IR,1 ' — (,:.t*A L. 	zri(DRIR, —.T;57-Ati-ttittJ--,47-Ati-tt/N4 

A [_, --C RIR, --,'S t.  Z .J_. L Z. 	1/F211-,'S tt, ', Z . 

[0040] 'tz_-., t-i,G M 2 ti`,40)C D R 	As tiN1' 7° 	KU, 	FmocI (7)1,7j-  i= 

)1/)( 	)1/7J- 	-:> )3 )1/t=)1.51) 'ti t t BocI (t — 79 )1.7 	-:> )3 )IA1 

=)1.51) fsEGAL'34aWItLct -D -CtiiFtITZ .J_. LIYT 	Z. 

[0041] *RBA t:..8k,\ --ClEllk,\ 641.Zt-i,GM 2 ti`,4tt, 	17 i 	—5t,It 	Li-CO 

Z. *RIEIAVLS-30 -C 17 m 	—5t'ItL U. iji`,40 F c ;Aid .1i li-C 	I , V,. 

t1.Z5t't 	kiN  ON fj-ti2M4'ItOli8M ,V,5t'lt (AD005tit) . 441A4 

'ItiA ,V,5t't (C D C5t't) , 8 ct t)7 7 1=1 7 7-  i ce L< ttIPIX*E8ts E o 

MlIi8 t: cl: Z fj-i,i2M4't 7 7 	it 4 1- — 	(Ant i body—depe 

ndent 	phagocytosi s, 	ADP5tft)fsEe%:1641,-COZ 

0 

[0042] 17 i 	— 5t'It 1.1411 -4-ZIL 1,--ctt, IN A_ a, 4ji`,40 F c fiR5tRD E 

l.14> s ‘ 	(Kabat 	et 	al, 	Sequence 	of 	Pr 

oteins 	of 	immunological 	interests, 

5th 	editio n, 	1 99 1 ) 	29 7 #H 0)77 > (A s n) r.: 

WO 2014/088040 11 PCT/JP2013/082621 

-KtSDNA^IiU d©DN Afefg^^-lCifAU dCDfgSE'* 

S o 

[0038] dsFvIt VHfiWVL^ftlftll 

&izm& LtctfV ym&momX)\s7 <i Kfp-n L 

T$p^^1±fcKtellTjn T'S>S0 KG M 2 Kte© d s F v (is jnGM 2^0 

VHJ3J:tfVL^p- K"tSc DN A£IXt#U dsFv^- K1"SDN 

A L©DN Afefg^^-lCifAU d©fgSE'<£*-£JI& 

LTfgIl£l±S d <hT\ tl9 So 

[0039] VHffc[iVL0CDR0^<H1®^ 

±^#^7°^ KX^So SGM2^0CDR^t^^fK(t KG M 

2Kft©VHfiJ:tfVL0C D R£=|— K"tS D NA^iiU ^©DNA 

£^11^0 9-(CtfA U o (D%1ft*<7 $ t tc 

ALTfl^M^tl9S0 

[0040] t/c, KGM2Kft0CDR^t^^fK(t Fmocii (7><U^U-

JUJU^I"JoJU/iO Sfclit B o c)J (t — 7•?" JU^I"JoJUTK 

-JU;£) fti^TtifEMf 

[0041] ^0^(caiNTffl^^tlSKGM2Ktete, i7x^^-;mtLT^ 

So KtfcCDF c^£^UT3IS& 

tl ftS ^/N ^/N% (ADCC/c§t4) % 

(CDCiStt) s ^ • 7 7 - ̂yg U < 0 

SKtefS#tt7 T =f+M h —i>7v (Ant i body — depe 

ndent phagocytosis, ADP Stt) & <Jf <Q tlX lN S 

O 

[0042] I7x^^-;gt?:lfflts^;ii: LTli, 0U3.1& Kte© F c$I±iCD E 

U^Vjy^T, (Kabat et a I, Sequence of Pr 

oteins of immunological interests, 

5th ed i t i on, 1 991) 297#g(Z)T'7v/^;7^r> (Asn) (C 
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Q a-4-  z N eia*aMIANG)35c**TC-4? -4-Z N— 7-t 	)1. '')I. 	it Z > 

(G I cNAc) (Za 1 — 6*IiaTZ7— 	(77 7—Ltl,\ -3) 0) 

Il$IJ4111-Z51 ( 	FgWAM 2 0 0 5 /0 3 5 5 8 6 -'4, 	?2O0 

0 2/3 1 1 4 0-, 	*V2.̀,RMO 0/6 1 7 3 9-) , 8 ct Tf ij-i, 4 0 F c 

**tic) 7 Z i OkRaEM-4-  Z J_. LT$1 J411-4-  Z 	511-s ElYtf 6 tt.Z. 

[0043] #n4 0F c t: ma t, --c-  k,\ z N MINkaml,f,g4o) 	77 	—a)-ga 	1j10 

1-  Z J_. LT, iji`,40i 7 i 	—5t'Ittil)iiitc.tte-F -L'st- Z •J_. L /PC 	Z 

o t-i,40 F c t:- ma L --c l,\ Z N ea*a0fg$14t: ma-4-  z 7 	—10)AE 

e-F --,'st-ZIL 1,--c6t, 	a 1 , 	6 —7 	— $R4EFIA3.1ffi+ (fucos 

y I t ransf e rase-8, 	FUT8) 7VIA' I, A-. C H 0„IEJ8 CE11 0 

---c fti* 	RIR, -L's t-  z z.: 	--C, iji,4 0 F c fiAti r: ma L c k,\ z N eA-E;MA,f, 

Mt: 	77 	— 	/yea t, c k,Ntsot-i,4 ov,T, 7 	— 	/yea t, --c k,\ tsk,\ 

ti`,4 Lf-i5 -4-  Z) 	iiR•f'4' 1-  Z •J_. L /Pe 	Z. It -D -C. *RBA ---e1,11 0 6 ti.Zt-i,G 

NA 2 iji`Att, 	7 7 	— 	e-F V-z.-..tteia I, -c k,Ntsk,\ •J_. LiytzT 	1,00  

[0044] 7 	— 	/yea t, --c k,\ ts ot-i-,4 tt A k, \ A D c c 5t,lt 	1-  Z. —, ti`,4 

0 F c t:- ea L --c l,\ Z N *ii a * a 32 MN t: ea 1-  z 7 	— 	aYA-  A' 	VA -L's 

t- ZIL 1,-c tt, a 1 , 	6 —7 	— fif4EFIA3.1ffi+4A1,1-crgOli8 

CER k, \ ---c fj-ti* 	RIR, -,'s t-  z •J_. LT , 	7a- 	/Yea L --c 0 z ti-,42gR,f4'-e 

zo 7 a — 	/yea t, ---c 1.\ Z fj-ti* tt , 7 a — 	/yea t, --c k,Ntsot-i-,4ct 9 t 

el,\ A D C C5tilt -4-Z„ 

[0045] 'tz.-.., ti`,40a F cfiAtI0D7Z inkRaEMTZ .J_. LTADC C5tilt 	tz.-, 

tt C D C5tittil)iritc.tte-F -L'st- Z •J_. L IYT 	Z. 	F c fiAtio 7 Z i WA 

aEM ,"ff 	j_. LT, 	F c y R•Noma5titinu--,'st-z '1-c.tte-F--L'st-Z 

•J__Lt:_ct 9 A DCC5t1t$IJIMITZJ_LeTZ li, 	F cfiA±510)7Z)K6R 

aEM''ff', J_. LT, A 40*Iia5tit 	til)iii -L's t-Z Vtite-F -L's t- Z •J_. L t: 

ct 9 CDC   5t1t$IJIMITZ .J_. L /PC 	Z. 

[0046] NA_ a, * 	,±,jgmm ffi 2 0 0 7 — 0 1 4 8 1 6 5 -'41EIM*S-3,tve* 	,±, 

BAWAM 2 0 1 2 — 0 0 1 0387 	HA„ ,StLENC,oFc'*±_c'Utc.ttc Ho 

WO 2014/088040 12 PCT/JP2013/082621 

(G I c N A c) iZa 1 - 6 |^=rf S 7 =l -7 (=l 7 7 =l —7. t IN 9 ) (D 

m%mnzj5}£ (im?ii2 0 0 5/0 3 5 5 8 6§N 1^1120 
0 2/31 1 4 0§, 1^1100/6 1 7 3 9§) , fccfctftrCte© F c 

^M(D 7 $ y s o <h -e»p-t s <>: b tisQ 

[0043] tfctefiDF c IcH&g- LTN =1 77 =1 -7©#m£»P 

1" S £ <h T\ trCtis© 17 x £ * -^t££i^P £ /c tt{£~F 

o iflift© F C (<_!•*•' U X l/N S N |p*n'^*n'§y^(nil(<_ip*n''^" S 7 P X©'aM^ 

<£~F£-t±S;&&£ LTte, a 1 , 6-7P-®Sli£f (f ucos 

yl transferase — 8, FUT8) LfcCHO ffi^N 

T mt £ fgSE £ 1± S o <h T\ »Fc (C inn" L T S N 

II(C=l7 7=l-7^iS^i (i-MTs 7=l-7^l^r 

trCte^'fS) o *fgBJ3-effllN£ft£tn;G 

M 2 Ktete, =l 7 7 =l — 7 t /cLT INftIN £ t tftfr 

[0044] 7 P - 7A^ L t ADC trCte 

© F c (Cl^LT^S S 7=1-7©#m£i^P£ 

•t±S;fr;£<h LT^ a 1 , 6 - 7 =l-7$iillll5f £>IA L/c?si« 

fgSE 7 =1 - 7 tf L T IN S trite £ T? $ 

So 7=1-7^1^1 LTlNSKtete, 7=1-7^1^, LTlN&^Ktei: lJ t 

ISlNADCCig'i^t^o 

[0045] £ /c, trite© F c m.$0 7$ J ZZtXADCC 
(iC D C;Sft^i^DSfc(iiT$c F c^M(D7^ Jim 

For 

c^iaUADCC Stt£»Pf S F c 7 $ y 

SB&^ £ fr 9 o <h T\ lite © £ ii JP £ 1± S £ tc tt{£~F £ 1± S £ <h (C 

iycDc st££»P t s o <h A<-e $ So 

[0046] *l!diil&HI£2 0 0 7-01 4 81 6 5^BJ^S£<fctf*Sdi 

m&mB2 01 2-001 038 7^B^|ffl»(C|ES©F c /cteC H (D 
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7 Z intgENCE110Z j- LT, ti`,40C D C5t'Ittit)ilil --,'St- Z .J_. L /PC 	Z 

o 	'1-z_-_, 	* 	-ig,m 6, 	7 3 7 , 	0 5 6 '-413)]*11*, 	* 	-ig,m 7, 	2 9 7 , 

7 7 5 I-4IEIMS, * 	-igiM 7, 	3 1 7 , 	0 9 1 '-41E1AUSS-3,tv 	FgWAM 

2 0 0 5/0 7 0 9 6 3 '-4(z,E$)077 Z )031RaEMb--3 Z: LT, ADC 

C5t'ItVtttC DC5t'lt, tit)ilil--,'St- Z .J__Lte-F -L'St- Z .J__Lti-eZ. 

[0047] *RHAV84#AUtt, 1:1=1 1ZI“J-Z'N#R4-,'Sti.ZL, 	3(iiAZ3L1,--C -A- 4-t.Z 

fj-i, G M 2 fj-i,f4qP=1=1 )ZinElli8VC-RIRT Z GM 2 rcy=ipntLea Lk-MA, 1:1=1 /3 

110E80*E8±1141#115J5thA, JRZIKTIt0#115J5-thARTfin a t u r a l 	k i 

I 	I e rOjEn (NKM8) 	- V/91)L -4-Zi7i—VIEntz_-.,tZAD005t 

'Itigf34-4-Z5-thA-Ot-tarViARTZ-4-Z .J_. LT, 1:1=1 )ZIEt-Z1*-4-Z 

•J__LeTZ. It -D -C, *RHAV84#AUL L -C :, iji`,GNA2iji`,V)M 

L 1, --C -Asti 1̀1=11ZIMV8*Je6f6ti.Z. 

[0048] *RBA 01:1=1 )Z2V81#A1] L li -Ctt, fj-i,G M 2 t-i,5-̀ dAZ3L li --C -gsti‘8.  

A1J-ett.ak,Nb\t'sZ t OD-et clz0e, 3,EXIttIr#01grcl,V=.6-sti,z--j 

it. tt 	t t.1,), _E 0 f LI 4 L— 	i:3 	L. -111Air#0)=-Orii3TIVC_S-30-Cct <H6tt. 

ZiISODIt:_ct 9-1M_LitEt-TIAULL-CIVATZOetzTl_ik,\„ 

[0049] t7T 	L < ttzIK, 	it ttfttri, 	s'') 	>, 	%711.— - 	li < tt L I- 7)1/1Z 

=1-07_1Q454-M-07_1<fttl±f*r_174 L tz:-. A:&-M-  n td.;g.54-0,011 0 641,  z 0 	tc, _Tj.  

Aljg'AtIllygAz-,,ft t.,:3,d-it./Ztc.60FACLAIJA-..tt-MiLAIJOct -34, 

Tr#nrciv=4-,'sti.ztmAii. imA_ a. ffOtt I-') r, L., ilibt II)r,L., 'i'L 

Ott 	I) r, L., 	ilibt I) r,/,.--  li < tti>nkt II)r,/,.-t)ilil-Z .j_.L 

ti-eZ. 	'A-.., AeititAlli-Cr-r4L, ICERlit:_iyAW4t/glzMI74 -,'St---CJEll 

[0050] *RHAV84#AIJOIR4Ril.tt, 	.11.1#VC_FgliRt5thArligtStODICE111-ZOD 

iytzT 	Li <, INA_a, RLIIR4, ttnC_LIIIM, ttatl, Filial, ) -F, 6 

If, /411MS-3,tVerIFIIM-04-MLIIR46IZ .J__Le---eZ. 	.j_ti.60) 

1:1=1-et, /411MIR4Vt.ttrIFIIMIR4etzTl,k,\„ 

[0051] RLIIR4VC_V__ 14:11 AULL-Clt, INA_a, KAU, 	i=i V lAli. )3 1"tli/Ali 

WO 2014/088040 13 PCT/JP2013/082621 

7 $ J »CDC 

o t/c, *g^f§6, 7 3 7, 0 5 6^|it, ̂ S^fFSS 7, 2 9 7, 

7 7 *S^f§7, 3 17, 0 9 1 ^BJ^SfcJ; 

2005/07096 3 £ <h T\ ADC 

CS'iJfcliCDCM^, 

[0047] *%m(Dfemmzs tttw 
KG M 2Kte^4qj£Sfi$ffl|[iHC^§Il'f'S G M 2 (C^S^j(c|p-n L/cip^ 

J»jt natural k i 

I I e r« (NK«) %%]fy£t Z^7 *<7 * ~Ml&lZ£Z AD C C% 

<h £>tl£0 

[0048] KGM2Kte£^J$:fr<h LT#fr>£ 

•T? & ti teV ft s t ©T? t <£ IN ® M tt Hil¥ ft (c fF # £ ti S - -^ £ 

^nmcoysmz^^m^LtcmmmMt Lzsmtzvmiz IANQ 

[0049] fcftLOiTKs Ztcte-kiks <fx)isy, K7JI/7"$ 

>^©7K;^^©7Kmite(C)^?L/cM^^)S^ffliN^tiSo t/c, m 

h U t7A, j^b* U ^AgKtt^iVit h U t7A^»JPtS;:<h 

t/c, ^i^'JtLTI^iiU 

[0050] *fgB£©^#J©£.^E&tt% 

mi%L<s mn&s-. M^CPHS^ %Mfos sn^ &T. m 
fates Z.tlbO 

[0051] mn&5-lZ&%tj:mffl£[;-C&. ?L£0. ^7°"tr;u^y 
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, tad, UP] 8 ct vlAftLAIJ 	iY 	ti 6 41. z . IN A_ a, 'i'LAIJ 8 ct z) i 1=1 V lAIJ 

Oct 	ts**01111-ttit, 71<, 	a AA, 	V JI. Es i- —)I.- 	L < ttAA=A- MAN, 

t 1) i 	> 	,) 	— )1/ 	i, < a i 1=1 Lc' 	> 	1) 	— )I. 	o 	I) 	— )1/M, 

ElEI, A-  ,) —1E1E1-1-  Li < a 	,iiEH ts E VEHM 	ID — L K 1=1 	'31-Mki 

5-)14A-0)MJNAIJ, 	'iz.-.A: 	I- D' I) —7 1—/-- ' L < it,'/—•Z > I, 

J-0) 7 	/ 	M-C,.)inAIJL Li -cjEi1k,\ -MIT 	Sao )3 1-t)i/Ad, tad, 

UP] 	Az anftLAM- tt, 'i'L,1, 	1 K r, VA, is A=A-1-  Li < tt7>= 1 — Ji/ J-0) 

PIMP], 52  > 7°>-1-  i, < a 7)1.* Akt I- I) r, /,, j_oil'iliApj, 	5- 71) >K6 

7 	s' , 	r, L.- 	L < tt . )1/-V.14.51iAIJ, 	t') E=J1/ 77)1. a —)k 	L. KI=1 

'1D E/l/ -t/l/1=1-1-  L < tt-'ff 	>j-0)*IiaAl.j. jtMkIT-Ji/J-0)1T- 

5t'ltAl]. 	tc. tt 	I) -Z') >,_opui gAM_c,.)juAdL L -cnIk,\ --clas,---e ,z 

0 

[0052] 4MLIIR4vc_iLAtsl'AIJL Li --ot, IN A_ a, AN-Ad. 	AI.J 8 	ventRAM- 

iJ, 	if 6 41. z . IN A_ a, AN-Ada, ir4A-1-  L < al K ,,V,C74',4I, 	it a A 

oniatttb\ 6 ts ztg,i4J- 	ill o-cut11-4-  zo 	Alittt )3 ta, 7_KAMIIM 

Vtit )3 )1/t >okj- ofgf*CER kivrgAtl-L's tt.Z. 

[0053] it, FtRAIJ tt giAt-ti*- 0 t OD, tS. 0 lAVA516-Z a) LII1,  8 ct vett,31MIR 
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tz_-.tt 	J 	1=1— t)i/ -ti* 0 0 f 41, cER k,\ ---c t ct <, 	Fab, 	Fab' 	, 	'V-z_-. 

tt F (a b) 24E0A-i`,47")<> ICE110-Ctct00 

[0083] It> K-1 V 	E L I S AITJE110Z 2 Mfioti`,404[(7),a4-).-ffL Liztt, 

AtsziE I- —1,044i-4-  Z 	i 	1=1—J -114J-i,41-c. ttt-i,f41fiA-0E(7),a4-) 

-ft T t ct 0 li, t ') 	1=1— t )14J-i`,4 L 	i 	1=1—J -114J-i,41t.ttiJ-V41fiA-  L 

OC(7),abt---e t ct k,N0 

WO 2014/088040 18 PCT/JP2013/082621 

y-ypj '>fEL i sA;i(i, 

K^7°£1±, h^7°£tl/c 

trCH (CH 2 ©trCti*£J5 Jfc£ 1t £ £> £o 

[0079] iEL I SA;iT1t 

wmtizfo-iTs f©?^ 

M 1 ©Kte^/ctet/Ltelffin ^r^it>7°U— h ($yxJi\ 9 6 ^7 x>/U7°U— h) 

^zm^m-Kw^tcm-Kwm^^^ \ TC^M* ̂  
)lt * is $'—itte¥(DMMs £.tc&£t3->te£'Zl£MLT&<o 

[0080] ±§E©KteM*L/c7°U-MC, £>#!&;* ftfc, 

«i£#±;i. Jfajf, SITK. t/c 

H&& ̂ £J5 Jfc£ 1±/eft, *!!$ Lfcfy^P - t /c £ 

J5J&£H\ ^l^K(cj^i;/c^i±is^^tT9o MJtmn©KJi£imwc=ft-

IK L T Wm L /c*im$§ <fc y. > 7°JU * ©MUlJt £ Hl±l 1" S o 

[0081] GM20E L I S At LTteOT© <£ 9 GM2£7 

*7.7 7^V)V^ 'J >tzI 

o ^P^-T^-7°U-h©^xJU(C^tl^tl:fr>EU ILf£ 

|bov i ne serum albumin (BSA) ^"afo p h o s p 

hate buffer sal ine (PBS) (i^lT, B S A — P B S 

•hB&lfl-tS) T7'U >s?TZo otUCGM 2 }/[{*£ 

imi!^ ti/c 2 G M 2 ©#ftt&femtz z -c 

[0082] +)->V<f'y3L EL I S A%lZHl*Z&L#t LZ&s U ^ P 

fcl^y ̂ p-<s Fab, Fab' , £.fc 

teF (ab) 

[0083] Ht> KM >>^E L I S A)^zm^^> 2imi(D^KW(Dm^-b^:t LTte, 
S&SX tf J V 
•tfe t & ̂  U # U 0 p --tMKW t T y <7 p -i~MKWt /c 



WO 2014/088040 
	

19 
	

PCT/JP2013/082621 

[0084] rg,3,6,j-.'Cork-Itt, 	cg.  [Monoclonal 	Ant i bodies 

—Principles 	and 	practice, 	Third 	edi 

t ion, 	Academic 	Press 	(1996),*1=1—>fj-ti*T. 

7= a77)1., ICAtii--(I5- 4 74 v 	(1 987) 1 fsE6:_,12,a-,'_g1. 

1-c:51-egtrif 1-  Z. rgi'A,g-.Arif51-NE110Zatti*L Liz" tt, 12.̀.%:1 Cr.gYt-i, 

,f*m , V7 1- it-i i't ( 1 983) ] orgAirACER 0 Z .'_. LJYT 	Z 

o  gijAix, 	f I u o r e s c e n c e 	i s o t h i o c y a n a t e 	(F 

ITC), R I T C, C y 3, C y 5 Vttt AI e x a t'SECER 0 Zo  

[0085] ftY6,J1-..uglirifIttcg Cti-ttRALM*L'RA 	1§EITA-K*4 2, )1 I I a J ( 

1 9 9 8) 1 td:ErlaNscz'Stl,i1-.51--e3f1M-4-- Z. RA,11-u3fIdifITJEHOZO. 

gtil4Q 1, -ctt, /.L.M0RA'f7mmtievl 6 ti., 77 	I) 	=',/NIT-Jl/, 

it tt 1=1 74 >fsECEIlk,Nz. 

[0086] r, i 	,, 	limy I-; tt, th`,F 	A-. ttt- (. 	RIR 1, tclElats ESDs ( 

r-72:,)1,motit 1,  1) ,,A) —PAGE [Ant i bod i es—A 	Lab 

oratory 	Manual 	Cold 	Spring 	Harbor 

Laboratory ( 1 9 8 8 ) ] --e3LE Ltz-A, gif)1,t 1) 7 v IL Es 

= ,) 52 > 	(P V D F) IrOtt.tt= I- 1=1 -t)1.1=1— 	110(,:_ 1 1=1 v 5-  4 > 	l_i, 	g 

lik- r-iji`,TAVMATZiji`Att.ttiji`ACA- aZ-L'S.t, --,'S 6 VC_F I TctsE0 

gEtAIMN, iji.7J- -:>31s--fftSEOFFIAMii, 	7`,-::.(J:Es7J- StAilii:EA 

1, kiji`,7 r, 	I g Giji`,4V-z_-.tteACA- 	ag,\--,'S-ff-tz_-..1, gf,7-3 	ii -*MT' 

Zz:LtLct -D -CAIJZTZ. --INJ-).-Ft.C.;;-7 .4-0 

[0087] GM2 	RiR, l, -C 0 Z ea 	it. (,g-lawe 	;74f174 L. 3..TGA4-F-el—•.Jt,-:_ 

90)>ILL,""CO. 	1 ^-30µg 	S DS— P AG EItLct 93i1t IT 

Z 0  MAM -,'S tt, tz_-. 	M 	N 	P V D F a 6 L i>2.777-Li1 -̂'1 0% 	B 

SA -Ast,`PBS (1,),-F, 	BSA — PBSLEETZ) tz-:-A-2--e 3 0312m& 

ritA --:s -ff-  ID '2 	> fJlfg'fif 	''ff 3 0 

[0088] j. J. --e*RHAG) 	J 	1=1 — t)14J-ti* 	a )7r,‘ -,'s -ft, 	0. 	0 5-0. 	1 %0T 

wee n-20-Ast,`PBS (1.),-F, 	Twe e n — P BS L-sEE-6- Z) TA 

WO 2014/088040 19 PCT/JP2013/082621 

[0084] iSK [Monoclonal Antibodies 

— Principles and practice, Third edi 

t i on, Academi c Press (1 996) „ 

|£V-IL7JU, (1 9 8 7)] 

tcHfe-emfetZo &*p [^trc 
<*&, V7h^iv^ (1 9 8 3) ] 

0 A. fluorescence i sot h i ocyanat e (F 

I TCK R I TC, C y 3, C y 5 t/cteA I e x 

[0085] fzytftmmi^S4 2, mumis ( 
19 98)] 

n? <( ytzZZm^Zo 

[0086] K&ti, D S ( 

h'J^A) —PAGE [Ant i bod i e s — A Lab 

oratory Manual Cold Spring Harbor 

Laboratory (1988)] Z'ftW Ltc&s I7 yfcfcT 

(PVDF) Ht/cte-h ••fe;UP-7>M(C7°P >>^0^Ls §£ 

^ ̂ tc F I TCftif® 

MftyoWs 

Z>Z.£l<Z<k-z> X/iy^TSo ~0y^rJ^~FtC^'^'o 

[0087] GM2£fgiiUX^SM£fcteMll£}^?U 

y©^>/^i^UX0. 1 ~3 0jiig£SDS —PAGE^C^y^KT 

So VD FflglC h7>X77-b 1 ~ 1 0% B 

SA£#frPBS (£IT, B S A- P B S tm^T Z>) (C^X3 0^S 

J£N£ 1t 7°P V =£ >9 o 

[0088] —0. 05-0. 1 %(D T 

we e n - 2 0^tt?P BS (i^lT, Twee n - P B S ^lUBt"1?)) X/7t 
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A L, 	)1/ A- 	:> Y— -fftg,iti L P.-V*4.h', 7 r, 	I g G 	-A31,1-e 2 Hem a )7r,, -,s 

t.  z„ 

[0089] Tween—PBSTAAL, ECL(t_iitlf,) 	Western 	B I 

ott ing 	Detect ion 	Reagents 	(77 7:>A7-At2O 

14: E 	EIllx-  C 	J 	D-t)14J-i-,,f2weal,tc./>14,±,-4-zJ_LtLct (J, 

Gm2 	4,±,-4-zo 	r,i'>11=1‘Y5--f > ."-e04,±i6LJE110641.ZiJ-i44Q 

L-Ctt, GM 2 (Zeia-eZiJi`,410110 641z. 

[0090] 1-ttTl4b*VgI6t, IN A_ a, t-i,ff,--ez Gm 2 Lij-i,G NA 2 ti`,4 	tc. tt ,- 	0 

ti-,,f41fiA-L 	ia--,s -ftz .J_. L t: ct (,);0**)±MC--,'st--c, 	•J_. op;0**4±, 

1-z j_. Lt: ct 9 ,'ff 	. 	J_. oft vc_i-ttIlib*VgIL Liz, .V111151, —:G, 

J-Y-utv.,-14m, 	,Ji-..u.bLa51 	tz_-.tt 	5- '2 	J-1,-,  t L a I [W-A-K451I'AR, 	F. 

i±,* ( 1 998) ] tSECE110Z .J__Lti- Z„ 

[0091] 5-  V 	,Ji-..,-.LLa51t,t, 	t-i-,,f* 	tz_-.ut-i-( 	/cif --,s t-tz_-.fvfl o . 	1 - 1 /...,. 

roilil.oti)i,75-‘y 	i-seotEl,f*cERo, t‘trit-4-zihtsbzott 

ti-,4 vc_ ci: 9 t-tmt-i-,,f*az 	Id •J_. --.'s -ft z L, aza it! GML Y6 tt VA L. MA. 

Y6a.g,- -4-Z. JADVLI.V-c.ttl3C.NI.L L-c4,±,-4- z •J__Lt:_ct 

9 VZ-Pt > 1)1.1=1=10t-i,FAI.1-s ECRIP-Z-4-  zo 

[0092] —', 	G M 2 eRIR, L -C liN z W11804,±, 	it ttglirif 14., /./_%-_10),&-u.P4o/g4 

,±,IcER kiN  Z .j-- L e--eze, t7T 	L < tt,Kula51, 	,f-A1111i8*t51. 

AtA*t51 	it tt :43`t-ti**t51 ts EJEll kiN  Z. 

[0093] ,f--A-/a5Itt, 	G im 2 	RIR, LitAlli8-1-  L< tt G M 2 	-A-ti•EntEli,±,Ats 

Et-i,G M 2 iJi`,4Vt tt -• OfJ-V41fi A-  L a Tit --,'S -ft A-A, 	7°I=1 5-4 > G — 't 7 

1=1 - tS.E04 L. i 	DI ') > VC_*Antaiakg -  4 - Ztl±f2tili I A_ -cti`,TA 

t-i,42Pka44 .1*-L's -ft Z. 	A-. (4. i-).-F o ct -3 is 	I t.c. ct -D --c t'ff ts -3 zr_. Le 

- - C 	Z . 

[0094] EL ISA JER 9 6 r, i )I. 1 	— 	t:-__E3LR litc*RIEIAG) 	J 	1=1 — t JI/iJi,4 

it  tj-,-- ofj-ti*CA- 	$H,fb Lit,z,l, 	BSA—PBS r: ct 9 1 1=1 V 	> 

z0 	ii *e 	IN A_ a/ \ -I 1') K-7igA_LAts Eofit_II-L's tt.-c k,\ 4: k,N=IX,hre 

WO 2014/088040 20 PCT/JP2013/082621 

I g G£^-C2 0#F^J5J&£ 

1±So 

[0089] Tween — PBS Ls ECL Western B I 

otting Detection Reagents i? A£tM) 

--f L/c/O K f S o <h (c & y, 

GM2^aif^o 

LTte, GM 2 

[0090] 00*.#, trCJl-eS>i>GM2 ^KGM2Kfttfc(if © 

Kte if ^ ̂  1± s o <h tc <£ y ;inte£ffMo ©;iiHte£ *i I±I 
-ts^^y^o LT. -&7cft 

aiUS (1 9 9 8) ] 

[0091] =>T~ v 0 . 1~1 ix 

m £(D Jlte £ ffl IN, ft CSf S iKBtoZ 

Kte(ci;yKJiKtesj^^^o^i±s^:. mm 
3t(il'>t5o c©Hb^DMtfc(il^l»^: LT*i!±!-tS £ <h (ci: 

y > 7°;u ̂  ^ %m%.t s o 
[0092] GM2^IlLTlN^«©^l±lt/cM^te. &fc]©ft^ft& 

£ fc te^Ktelfefe}£& £ £ IN £ 0 

[0093] G M 2 L/c«g L<(iGM2 £#fr$I§IStt!±!;te 

^ftrC G M 2 Kte t /c ^ ©Ktelfr^ «h J5J^ ̂  1± /cti, 7°PTM>G—-tz7 T7 

• - x & £ © -f A y y p 7° u > (c ft ft tb £ ̂  1~ s Jlte £ Jp x. T 

trCte^t-n te£2fcf££ -tt So t /c & £l~FCD <£ 9 (C <£ T t ?r& 9 £ t 

"C $ So 

[0094] EL I S Affl9 6^xjU7°U-h (C±^i L/c^B^©^ 7 £P—fJUtrCte 

£ tc©Ktetr^ £@*Hb L tc.m. B S A - P B S (C i: y 7"P ^ > y 1" 

S0 Kte^\ 0]*Ji'/W 7"U K - V t£#±;i & ̂  0 flS^ tlT & IN T 
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ztmarcit, ti`,74 Ai 	s'i=11,) >, t-i, 	‘y I-1 Ai 	s'i=11,) >, 	7°  

D5-4 > — Atz_-.ttli=15--1> — Gts675\U67')E L I S AJER 9 6 r,i 

)1/11 — HZ 	$H 'fb 1,, 	BSA—PBS --e 1 1=1 ‘y 	> 	l, tz.-A, / \ 4 1 ,) K 

—7±g_E3*At,,a-st-zo 

[0095] ZL, 	BSA—PBS 	tt,--C P B S --ect < AA litz.-A, G M 2 	RIR,l, --C 

\ ZUlatc.tthardomwaa)7r,-,st- zo ct< A A li tz.-.A co ° L'—I.ct9 

,Ku/a1-ttS DS—P AG EjEllit>1)1,/v 7 7 ----Oita L,  _Liao,' i  

'>11=1‘Y5- -f >"(;,:ct 9 4±,TZ. 

[0096] 

	

,f-AFEIJEn*tItzr.tt,g.hdrd*tItt, iji`,TA .RIR, L tcAlli8 	tit„ 

td: E 	, tmatLct-D ---cttiji`,403BAIt.ft < T Z tz_-.61T-5ttAIJ 	A-. tt )( 

i —11. 1-SET91_1,111_,A-A, ti`,GM 2 ih-AL az --L's -ft, 	-,'S 6 VC_ F I TCtsE0 

:43`07-sgti, i')1.7J- 	Y---ffts EODNAMtiV-c tt Es 7J- 	>f,MtitS E 	A L 

tz_-.4j-i,-1 IN i 	1=1 1 ') > iji`, 4 V-z_-. tt -. 0 *ii a kfi A-  L a gi,‘ --,'S t-.  tz_-:"*. 	ANA 

*AL L. BRIMEL-CBANTZ51-eZ. 

[0097] Vt, gY6f,ggtiOti`AL*E8 	a Z -,'_ -ft, 71a — it 4 1-)(——(Z-C1174* 

-4-  Z gYfj-i/f**t51 [Monoclonal 	Ant i bodi es—Pr 

inciples 	and 	practice, 	Third 	editio 

n, 	Ac a d em i c 	Press 	(1 996) , *1=1—>fj-i,44A7= 

a7/1., agg,itit-r i >5-  4 7 4 V 	(1 9 8 7 ) 1 t:_ct 9 4,±A-'ff -3 J_. L 

7` --- _z 0  :it:, *RHA -NEllk,\ 641,Zij-i,GM2fj-ti*V-ctt - Oiji`ACA-tt, 

:g.Yij-t4**tI6:: ct 9 W1181R-Er:RIR, li --C" 0 Z G m 2 	4,±,-4-  z -j_.. L e---e 

Z. 

[0098] '/-',z, gY6t-t4**t510) -3 -5, 	FMAT8100HT S:>5-L. (7 7c' 

4 K / 4 A- 	5-/Nt-I‘1) tSECE110ittaarCit, ffMZ--,'S ti.itiji,4 —t-tm* 

a ,i4Q , iji`,4 — iji`,TA Va 4 0 ffMC VC- r4 4 li -C 0 14: 0 att m+ 	it ttij-i,TA 

IVE -4-  Z j_. L 14: < , ij-i,TAN Vz.-.. ttiji`AN CITJ if -e 	Z . 

A.ati.1 
[0099] 1-).-Flz, ArtiNtLct 9*RHAN.13)J -4-Ze, 	•J_tiSc_firk--,'Sti.Z to)--ettts 

WO 2014/088040 21 PCT/JP2013/082621 

r'J>s trC^f h-f A 7 ?a?'J X 7° 

P^ >-A£fcte7°PTM >-Gft£'£&£>fri;<!s/)E L I SA196^i 

)l7°[s-MCgffilbU BSA-PBSt7"P'y + >^Lfcll /W7''J K 

- -7 mm±m * L T ̂  $ n- & 0 
[0095] B S A— P B S P B St«J: < &># Lfcti. GM2^MLT 

IN &« t fc s j&£ -tt &o <fc < &>#• u fcm© 7° u - h <fc y 
S DS-PAGEit> 7°JUA> 7 T7—"Ctttti U ±IB© £1 

x$y?n VT< y<f[z&y^dif So 

[0096] KJl^^HLfc«tfcMHI 

& ̂  , m-s iz^-oz am#;(D£ & < t z fc &Mt fc & p< * 
y-;U^^-eMiILfcti. KGM2Kte«hJ5J^^1±, |Q(C F I TCte£(D 
mytmms y--t?& t fc& tr* 51 >*i^& ZZML 
TctiMJxJVn 7"U >Ktetfcte^©i^ir^«hSJ^^l±fcm, §£*I!^£ RI 
*nbu 

[0097] tfc. 7P—IM M-*-£TMr 

"f" £ [Monoc I ona I Ant i bod i e s — P r 

inciples and practice, Third editio 

n, Academic Press (1 996) , P — y%KW^$k~? — 

=L7)V, 7< d 9 8 7) ] ic<fcy&ai£fT 

<fc y L T IN £ G M 2 £&a}f £ CI £ "C $ 

^ o 

[0098] tfc, FMAT8 1 OOH TSN>7,TA (77°^ 

-f KAy2b>7^AttM) ffM^tlfcKte-Kmi 

LTiN7^i/\^il(Z)KtetfcteKJl«h 

£#S£fZZ£te<s trCUfitfctttrCftfiSrfcy^'e$ &o 

HSS0O 
[0099] &TC, SltSfMCJ: <-)*mn*kl1iWt Z,b\ C ft I: EI S ̂  ft 51, ® T (J tt 
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00  

[0100] ['AVM 1 ] 	7 I=1-1)- -f 	)< 	1)— 	(F CM) 	EROtz_-.E'lt1=1=1 )ZinE8 	(,-..-. 

86./Z GM2 RIRGAM 

Eftiti)ZIDENEJ8 	NCI—H226 (CRL— 5 826), MSTO-2 

1 1 H (CR L-2 0 8 1) /-3,tT1iNC I —H24 5 2 (CR L— 5 946 

)American 	Type 	Culture 	Collection 

(ATCC) 75\6, Et=1=1 )ZIDE8 	ACC—MESO— 1 	(RCB-2 2 

92) 	.IN3}-t)1./> 	75\. 6A1_,, 	'Oal.:..1A Litz_-. 	(Cancer 	Sci 

2006; 9 7 :38 7-394) 0  

[0101] .J_.41.64a0PRItI:I=1 /Zinfli87"-A0. 	0 2% 	E D T iokv4Al.L ct 9gIfittl_, 

,WJEJ8phosphate buffer 	saline 	(PBS) TA 

5 L. 	1% 	bovine 	serum 	albumin 	(BSA) 	-gst,` 

PBS (1,),-F, 	BSA — PBSL'IEETZ) r.-., 	0. 	05% 	NaN 3 8,tTf 

0. 	02% 	EDTAC)311 [_, tz_-_, ‘y 7 7 - (1,),-F, 	FCM 	buf fer 

L'ETZ) VLSI; 	Litc„ 

[0102] fj-i, G M 2 fj-if4“t, gOIJ# 1-4 1 0 -C-s -,'S tLZ 7 -Z J &Igo] 	.-gst,`V H s-3,ty 

gEm#24 1 io7z) KIEN 	-A-ti•v L iJN. 6 14: Z fj-i, GM 2 L. 	4biJi`,4 ( H* 

-ig,ffi 4 5 5 0 9 4 7 '-413)]*IM, * 	-ig,ffi 6, 	872, 	3 9 2 '-41EIJNM, 

)., 	a1, 	6—fucosyltrasferase 	(FUT8) 0)iti 

Ailffi+ .1 V 	7 r, 	1_, tz_-.0 H 0 Oli8 ( 	FgWAffi 2 0 0 5 /0 3 5 5 8 

6 '-4) 	CE11 0 --C 41f11  1, it t 0) 	'ItEll 1, tz_-.„ 

[0103] Oli8SENA 	2X 1 0 5 ce I I s/5 Om.L/7i/l/LtSZ,t -jr=9 6 

7 m)i, 	u Ai I..—  1- tz_-.3 -t t, A:. VW-04 L 1, -c F c m 	bufferT 

*f/i li A-. 1 0 g, g /m L Ofj-i,G M 2 L l'fbt-i,41-z_-.(4,4j-td i 	n i 	t 	roph 

enylhydrazine 	(DNP) 4.h- 4 	(.iis52 4 i> H=1—)1,) 	( 

Motoki 	et 	al, 	CI 	in. 	Cancer 	Res. 	, 	1 	1, 	3 

1 26-3 1 3 5, 	2005) 	5 0 /..c.L/r,i11.--ell— H.Lt)3I11_,, 31‹ 

1:1=IT 1 Hemaz--,st-tz_-.„ 

WO 2014/088040 22 PCT/JP2013/082621 

[0100] [mfeflyi] yn-v^( h'J- (FCM) 

M£^Sfi»tfcNC I — H 2 2 6 (CRL-5826), MSTO-2 

1 1 H (CRL-2081) fc^t^'NC I-H2452 (CRL-5946 

)^American Type Culture Collection 

(AT CC) Itt^MitACC-MESO-1 (RCB-2 2 

9 2) ^i^C{*L/c (Cancer Sc i 

2006;97:387-394)0 

[0101] 0 2% E DT A^^^yiiJUL 

% phosphate buffer sal ine (PBS) "C)5fc 

1% bovine serum albumin (BSA) 

PBS (£IT, B S A- P B S (C, 0. 0 5% NaN3£i:t/ 

0. 0 2% E DT A^iinUfc/\'>7 7 7- (£IT, FCM buffer 

cisufco 

[0102] KGM2Ktete, 1 0-e^^tl^)7$ 

ra#^1 1 ©7$yitlB?U£#kWLfr^ft£KGM2 t MbKte (B* 

»I4 5 5 0 94 7^1* *g^f§6, 8 7 2, 3 9 2§B^|t 

) &s a 1 , 6 — fucosyl t rasferase (FUT8) ©yy 

y<770 h LfcCHOtt WW2 0 05/03558 

6^) 

[0103] 2X1 0 5 c e I I s/5 0At,L/£iJU£&£J;9lC9 6 

UJS7°U-h(C^)EL/co LT F CM buffer? 

L/c1 0 yu, g / m L CDJ/L GM2 t: h it ̂KW ^ /c teK d i n i t r o p h 

eny I hydrazine (DNP) Kte 7°=l > h • — JU) ( 

Motoki et al, CI in. Cancer Res., 11,3 

126-3135, 2 0 0 5) £5 0 yu, L/1^ xjUT'70U— MCfSflD U ft 

^"C 1 
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[0104] Oa 	PBS"-e31115AA li A-A, 	2 :n-i/i4Q li ""C 3 0 0 ig*gi li tz_-. A I e 

xa 	F I uor488 	goat 	anti—human 	I gG (H+ 

L) 	(Molecular 	p robest) 	50,11.L/r,i)141:IA., )1‹ 

1:1=1, 	FFT 3 031Wakt -L'S .ttz_-.0 	TT P B S CE110 -011i8 	3 IIIAA litc: 

"*, Oa 	P B S VLSALitz_-.0 4 8 8 n m7)1.>— 4 7j-  > I/ - If ---em, 

--,s ti.z 51 0-5 30 nme)g,Yg.g.71=1-1)-4 1)<—— (Cy t om 

i cs 	Fc5OOMPL/Beckman 	cou I tert) TAIJ if L 

A:. 	*iiA .  >4 1 6::77 -4-0 

[01 05] - 0)*IiA, iJi`, G M 2 ti-/f4“tk,\ 	.o 	'h 	vc_ t az Lit. ij-tG 

M 2 ih`,4 8 ct T./4h', D N P ih`,4 7541 a 'N a lt.,‘ li tz_-A CD, 	ti_grgi,y6g.g. ( m e 

an 	fluorescence 	i ntens i 	ty;MF I) fatt, 	-. 

ti,Tti,NC I —H226 	(33, 	1. 	5) , 	MSTO-2 1 1H 	(1 8. 	8 

, 	1. 	03) , 	ACC—MESO-1 	(298, 	1. 	17) , 	NC I —H2 

452 	(5 7. 	9, 	1. 	24) 	--e.Dtz_-.„ 	ct -D --C Eft:I:I/ZS 4 a tt 	---C G M 

2 	.RIR, 1_, -O.\ Z Zr_ L ell)] 675`6Z.: IS. -D tz_-.„ 

[0106] 1,),_LOMA75` 6, 1§NTA-c_LOPEIt1=1=1 )ZIM:.../-30 .-C t GM 2 eRIR, L --C k,\ Z .J_. 

L e 7TAt -,'S tt., ih', G M 2 ih`,4759EitI:I=I/ZIM t: W4-  Z 	1.14*'tc.ttiltkfitLICEIIT 

Z :. L e HA 6 75 \ I,  :.. td: -D tz 7. „ 

[0107] ['AVM 2] iji`,41A4'ItOli814 iVi5t'lt (A DCC5tit) Vgdif 

2. 	1 	tglYAli8SENAGALTI 

Ear =1=1 )ZI „EN 7ki MSTO -211HDIRL, 	5% 	fetal 	bo 

vine 	se rum 	(FBS) 	'.•-gt,•7ii—)1.1.,‘yl -g-RPM1-1 

6 4 0 tigt (WA K 0 tll) 	(1.),-F, A D C CAIPZERigtt L ' :ET Z ) TA 

A L, 	pg ti,,t-b-e 1 X1 0 4 c e I 	I s/50 g, I_ L td: Z ct -3 r.-1 AV, tz_-.„ 

[0108] 2 . 	2 	'7' — D]-II 

I7i . — WIEJ8 L 1_, --C Al 	ICe I 	1st ct 9 MA 1_, tc.AM L HsAitfr 

STALL (m o n o n u c I ear 	c e I 	I; MNC) CEROtz_-.„ AMM N 

C6t741Ft''1, 	10% 	fetal 	calf 	serum (FCS),= 

WO 2014/088040 23 PCT/JP2013/082621 

[0104] mm* p B s -e 3 mm L tcm. 2 t L T 3 0 0 L fc A I e 

xa F I u o r488 goat ant i — human I g G (H + 

L) (Molecular probes £t) 5 0 yu, L / ̂7 xJUj Qx.% ft 

T&ftT-C3 O^SJ^^Itfco Pitf PBS£ffllNT«fflJS£3®&&Ufc 

tts »^PBSCiILfco 4 8 8 n m 7JI/^ V - ̂ t > U - f -

5 1 0 ~ 5 3 0 n m 7 • -+M (Cytom 

1 cs Fc500MPL/Beckman cou I te r £t) T'MJ/i: L 

fco 1 

[0105] KGM2Ktete^-rtl©M4^^Sfi«tt(CtJ5J^Lfc0 KG 
M2Ktefcxi:t/KDN PKte^«^SJ^Lfc0t©. (me 
an fluorescence intensity;MFI) Hi, f 

tl^tl NCI-H226 (33, 1. 5), MSTO-211H (18. 8 

, 1. 03) N ACC-MESO-1 (298, 1. 17), NCI-H2 

4 5 2 (5 7. 9, 1. 2 4) -e&ofco ct9TlM141(^TGM 

2 L T l^Z.t b i)HZ ft o fcQ 

[0106] iXE^J^±©M4^^Sfi(Cfc^NTtGM2^IlLT^^o 

b friz ft o fc o 
[0107] [^«y2] (ADCCstt) 

2. 1 

IftW»ttMSTO-2 1 1 H£H]J|XU 5% fetal bo 

vine serum (FBS) £rl3 3J7 x. y —JU U y R P M I — 1 

6 4 0 mm (W A K 0 ttM) (&~FN ADCC <h B&IEt £) T?gfe 

}#U IfU&iTCI XI 04ce I Is/5 0 M.Lt&Z<l:?lzm§lLfco 

[0108] 2. 2 Jiyjitf-MmmffifcaMSl 
I7i^-»^ITA I I Ce I I stt^yiiALfc^lSt S^Jfil 

(mononuc I ea r ce I I ;MNC) £ ̂ KNfc0 /^|p M N 

C 10% fetal calf serum (FCS) , 
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>')>, 	Z 117° 17-(:>>, 	'')1.''-Z>, 	non—essent 	i a I 

am i no 	ac id 	(N E AA) , 	EA/E>0318,tTfHepes 	.-gst,`R 

P M I 1 6 4 Oigtt ( ---C i n v i t r o g e n t) 	(1,),-F, InigttL '  

ETZ), 	20 	mLr..-, 	5 0µ,LO)DNase 	I 	(DNase 	I 	r 

ecombi n a n t, 	RNase—f re e, 	I=1:>1t) C,)][11_,/ttigt 

[0109] Air_iN3At (4 5 ox g, 	1 03134) '1, 	1. 2 0 m I_ OlniigttLEA 1, 

, 	5% 	C 0 2AitT, 	3 7 °C, 	211rAIIIM LA:. "i'4' 6 tLitperipher 

al 	blood 	mononuclear 	ce I 	I 	(PBMC)ttAD 

c c AMER tigt-e 2 DA549- Li, pigtt-e 1 x 1 06ce I I s/50µLLIS. 

Z ct -.3 t :IFNI' li , 1 7 i 	-Olighaa 	'firt.‘'l 1_, /to 

[0110] 2. 3 	A Dcc 5titvglit 

9 6 r, i/l. 	urE-ii, - 10A-r,i)11,Z.:, 	HrIVAISC.MAI'lLitt-i,GM2iji`, 

4, iji`, D N P ti`,4 ( 	f5--f 1 	> H=1—)14 	'74''A 	5 0 g1-3A li, _E3LR 

2 . 	1 T0111 L it f,Mlli8BAA 	5 0 /1,1- , 	E3LR 2 . 	2 T011 L tz_-_, 1 7 i 

—*1118SENA 	5 0 /1,1- t)ililli -C. =7' 	g—„a ( E ) Lonea 

(T) Of (E/Tth) 	1 0 0 t: 1_, , 	A DCCAZJElliigt)31:1A..-CE 

1 5 0 /..c. L L Lk.. 

[0111] 3111:iN3At ( 5 0 X g, 	3 317.1) 	.,'ff 0, 	3 7 t ---e 4 Ii1Va)7r,‘ -,'s t-  A:. ag,‘ 

,I, 	.giAii_iN3AtE ( 5 0 X g, 	5 3134) 	L. _E3V1=10Yi'Lnk5=sL K 	--ff 

(LDH) 5tiltCytoTox 	96 	Non—Radioactive 

Cytotoxicity 	Assay (Promegat) CE110-C, 

V40),N,13)Jfi VC.It-D -CAM' Lit° 

[0112] A DCC5tilttt;ZAtLct 9 *6 t0 

Cy t o t ox i c i t y (%) = ( [W*0)19kY61.] —( [i 7 m 	q 

-Ulli811MiIittONRY61.] + [fignOli8 liMiIitto[IRY1.] ) ) / ( Cf,7-, 

nOliMittoNRY1.1 - [fignOli8 liMiIitto[IRY1.] ) x 1 0 0 

[0113] Zr_ zri --essnOjEniMihrtolatt, fignOJEV4A 5 0 /../. L, tigt 1 0 0 /../. L 

WO 2014/088040 24 PCT/JP2013/082621 

is 'J >s is >s < >s non — essent i a I 

amino acid (N E A A) , tfJU k?yM35<ktf H e p e s R 

PM I 16 4 Omtft (±X i n v i t r o g e n *±) (£IT, HD§i£ife£lll& 

IBTZ>) s 20 m L 50/iL©DNase I (DNase I r 

ecombinant, RNase — free, • S/ n.£t) L/cip±fe 

(Ci!;!) L/co 

[0109] (4 5 0 X g , 1 0£f^) SS2 0mL©tDli*HU 

, 5% C02^ttT, 3 7 °C% 2^riiiLfc0 fWcpe r i phe r 

al blood mononuclear cell (P BMC) BAD 

cc}iy:^Ei£ire2®sfc&u mmmx^ xioscei IS/SO^Ltta 
£<£9 (CilMU x7x^^-»ISI?;^lLfco 

[0110] 2. 3 ADCC^tt©)!^ 

9 6£UU UJS7°U-@UfctrCG M 2 tfC 

trCDNPtrC^ -f 7°=l > h • — )V) 5 0 \x L£HEE U 

2. 1 0*tU ±^2. 2-eiiML/cX7x 

^^-«i®50^LiliDLT, x7x^-« (E) 

(T) ©Jzt (E/TJzb) £1 0 0 (C Ls ADCC^ffli^Jte^Jp^T^fi?: 

1 5 0 fjuLt Ltco 

[0111] Sa/t>#SI ( 5 0 X g , 3£f^) £frl\ 3 7 °CT4 J5J& 

(5 0x g, 5^) Us Kpy^-—tr 

( L D H) CytoTox 96 Non — Radioactive 

Cytotoxi c i ty Assay (Promega£t) 

Tmfe L/co 
[0112] ADCCStttt^tCcfcy^fco 

Cytotoxicity (%) = ( [^tteCDP^T'cS] - ( [l7i^ 

) ) / ( l±m 
) x 1 00 

[0113] OMU i&ifel OOML 
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. )iliA..tcr,m11/117011_,, 	Vtf,741011i8.1-3,tTfi7i—Oli810.100) 

Ott, tgriqlflag'a, 17 i 	HIIIIIi8g'a, ±g±ttl.Ttl.5 0 µ, L MA_ 

it r, i/l/ 	giN211 L -C, 	-r,i/l/OD[IRI.CRIPZ1_, --Cf47-co  

[0114] f,7-,nOli80.1-001-Mt, tgn*IfIliV4A 5 0 m• L,  tigt 8 5 m• L 	)31:1A_, a 

PL.33 745 3hviitz.-.‘yH,Z.MING)Lysis 	So I ut 	ion1 5 µ,L 

tAil Lit', ill.117M li, Pet: li-CMito *iiA>4 2 	( a ) SictTf ( b ) 

(,:_77 -4-„ 

[0115] -- 0)MA, Eftiti)ZIDE8 	M S TO-2 1 1 H tt, t-i,G M 2 ti-,,f*ot-i-,,f* 

al.fv4n V0140 --,'S tLito 	ct -DT', fj-tG M 2 ij-if4qPNIt1=1=1)ZIDElli8tLfli, 

A D005titX1d-4- Z .J_. Lefeg,-,'Sti.tc.„ 

[0116] 1-l_LOD*IiAct 9, 	Eit1=1=1)ZIM-ZVC-IR4 -,'StLitiji`,GM2ij-tf4“t, 	;it 	'f4q 

tO118 .1i1, --CfM11814,V, 1A4Z j_Le7T*--,'Sti.tc. 

0 

[0117] [ArOlj3] SC I D7r,0)Ett1=1=1)Z1011i8 	MSTO-2 1 1 H 17Ph4 

*1152/1/CEROtc.fj-i,GM 2 iji`4*07 3thiiTifi 

eAlli84mo219nr.:-SC I D7r, 	(19*177 t) tZ:. 3 0 0 ilg 0) 

fj-i,T M — (3 1 t-i/f* (t-t7 r, 	I L — 2 .Az..'-g'-'f* 8 Ofj-i,4) 	[J. 	I mmuno 

I . 	, 	1 4 7 , 	2 2 2 2 	( 1 9 9 1 ) ] 	.I/A'41_,tz_- 0  aglafPFAH, 	7r, 

6.LI-5-)14-4n- -ffk,N, vRe (D.oi 9 	.,-f- -D A:. Zie-, 13 TEM VCb/J 9 

At., 	eifidligrOgi±, -,'St- tc.„ 	2 7 GI)>ICE111_,, 	eifidligrO 

A UZI X 1 06ce I I s/1 00µ,LOMSTO-2 1 1 HOjj8SEN5 

MIT'It.C-IR41_,, 441=1 	ma L it. 

[0118] ti`,G NA 2 ti`,401:1=1)ZiU81*5-thAiNifil- Z A-A, rAlli8f0t1 7, 	1 4 H 

WC_ 1 0 µ, g Ofj-tG M 2 L liji`4 	lial#R41,1t.0 

[0119] it, 	L.1,f-Alli80Drit4VC- -DO-CtiiTifiTZtc.6tL, lit*A*Alrilact 

9Lymphocyte 	Sepa rat i on 	Medi um (LSM) 

E110 -C3`tlitz_-_, 	1 X1 06ce I 	I s 0)L. H$ 	Lt (MN C) 	ama 

f0t1 7, 1  41T VC-011MIR4 Lit. f0t1 2 1 H H VC-7r, 	CW*1 li, 

WO 2014/088040 25 PCT/JP2013/082621 

tcO xJ\s%mm LT, &0 XLTt#/co 

[0114] *Ift«}£5S50MU JS±te8 5 ML^JPTU £ 

J^AII-7 4 5 ^ ^ IrZffiMQ) Lysis Solution^:15yu,L 

»L/c^xJU^flSLs [Wl^HtC LTt#/co i£H£^2 (a) (b) 

[0115] IftW»ttMST0-2 1 1H(t KGM2Kte©Kte 

£iTs KGM 

A D c c zzt tfmmz titco 
[0116] j^±©^m<fcy. 

IZ ^ 7 X ^ ̂ -MB Jkft L T L ?# £ o <h £ tltc 

o 

[0117] [^«y3] SC I D^X©M£^Sfi«tfcMST0-2 1 1 H |f| W& 

lltf>^ffll^cKGM2»i'Mi 

2 Bmiz&sc I (B^UZtt) C300Mg© 

KTM-jS 1 Kte (trC"7 ^ 7> I L - 2 §:#{* /3 ttt/Cte) [ J . I m m u n o 

I. , 147, 2222 (1991)] £&^L/c0 V* 

*izj:-Tj\sfaWt%iTI\ ^J#S 

M^lll^Sl±l^1±/co 27G<>'J^tlU 

IDTI XI 0 6 c e I I s / 1 OO/XL0MSTO-21 1 

iP^rlp Lfco 

[0118] ^GM2»^^fiMM?:!¥itl.fc^ i«ii|7, 140 

tt(Cl OMg0ftGM2thSMiIW^Lfco 

[0119] t; 

y Lymphocyte Separation Medium(LSM) 

%m^T ft&btcs 1 X 1 0 6 c e I I s0t (MNC) mMB 

li|7, 1 4B^(CiI^Lfco »2 1 
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[0120] 	 

[0121] 

[0122] 

[0123] 

[0124] 

[0125] 

JR11311Mr'40),:R„ It 	X, 	MAK OD 	,:R.S-3 cl: VeIRZKE C.,giii?<it.. 

t:.. --D k, \ -C tt, 	Y ,  V i` Opt7.  M.LL$Otif t: ct 9 *6 it. 

1 (;,-..; jT. 

[1] 

Vt., Vitrlig 

3, 	 MA 	>4 

VILW. MA 
14Merg liN* 

T.71-1_1- 	(mg) "i-  '44 	(u L) 
ill 	ii: *E1 ill 	'11 CR1 

I,  t=z —71/ DW 8/8 550 380-650 3/8 0 0-300 

HNC 1 X 106;f[IiIn 8/8 590 380-640 2/8 0 0-200 

GM2A b 10,u g 7/8 360* 0-590 1/8 0 0-250 

GM2A b +MNC 10, 1 X 1064RE 4/8 <10* 0-510 1/8 0 0-150 

'1E6 

-0)*IiA, ti`,G NA 2 t-i,i7t#R4 litc.7r, ZZ6t, 

r,./-3,tVeLlMNC#R4litz_-.7r,L.LL/<-C, JR3,1311MMORt 

ti-gliVAN 10)7Fittcaf,11-75q2/91) 6 ti.tz_-.0 	ti.. 	JRZKRT-gORt$OeT 

6 ti.tz_-.0 

EtL, iji`,G M 2 t-ti*L L I- MNCL OA 	.tfA'4 

NCIR41_,A-..7r,S-3,ttn-i,GM2t-i,4#R4litc.7r,ODOftt„t 

, JR11311MMORt$ 8 ct Veti-gliVANIAVY,11-75q2/9) 

M N COD*MR4Ttt, t-tliVA3thAeN,671) 6 tt.475\ .D 

C ttij-i, G M 2 ti`,40ij-tar45thA”Mg 1,, 	ODMA-1407 5-the"ig 

L 4 A_ 6 41. A:. 

*MA ljN. 6, Eit1=1=1)Z1L% 	6:.4 L --Ct-i,G M 2 t-i,i4qY5Aiire 

/-71]0--,'S tt.tz_-.0 

['AVM 4] 	SC I D7 r, 	(,,7.1-3(1ZRZ5'It1=1=1)ZinE18 

0)PlpfifOi5=s)1/TODGM 2RIR, 

L. 	PRIt1=1=1)ZinEi87 MS TO-2 1 1H 	y#FA 

11=1 V 	tt±i 1,, 	OCT 	compound (,=±1 

n 6 m• m r:r*--o] L. 	-AeltfLM-07 A- 	. 41F-111 L. 

IT'Att Lit. 

( 1 ) EMMA- 	,:,::.7_1<77--t I- >1=1=r-e, 	'13n1tL-C 6 3rim 

t-i,47#R41_, 

li A:7 r, 

6 ti.tz_-.0 

A-. J_. L75\ 

MS 

1, tc.7 r, 

,Ku*Jdn*t 

LA:. 	*±Ilitz_-.11=1 

-C 04:07 

$ 8 ct Ve 

t 

----ett, 	L I- M 

9 t 

ct .D -C, 	i I- 

6, 	L I- M N 

6 tt.it. t OD 

Z iThIgite 

TO-2 1 1H 

ZJR31113clz 9 NM 

V 

.1-).-F0) 

3 0 3rim1 1,tit Z•1, 

^KLik^oe (L) [S2L0] 

& a/l^n IT^ °-^n IT^21 punodujoo IQO ^ 0 & a/L 

L L S-0±SI/M^«SI^1'1H 3 

flig 3 IAI 0 CD X1 (£ i [Ml CD 
H L L Z-0 1 SI/M^fflfSI^l-lfl: U&yYO Aa I OS [PUM^ l>2L0] 

0$-^9#bWl£^MW5!!0-2r 
NIAIH ^ 
H ^ sx<^? "'j-n^wM'WiCDmMmM^ii^^m^cDmM^m * 
g= ri o © * o A ̂ n 5-3*3 z IAI o 
IAI H ^ "¥1i^C-A^n^^^M0^ONI/MH 3^^{SIAI0^{ '-1M [3310] 

^vq^^^OA^n^^oN^iH ^nr&ro 
Avi^\nnt$Btm ^0i [1210] 

05T-0 0 8/1 0TS-0 *0I> 8/f W90IXI V0I ONW+ q vzm 
05S-0 0 8/1 063-0 *09£ 8/Z 3 rfoi q vzm 
002-0 0 8/2 0t9-08£ 062 8/8 «9oi x i om 
oos-o 0 8/C 0S9-08S 032 8/8 Ma 4/— a 4 /;n 

H3I gH£* H3I 5&^s£ 
Maft nrf)*^ (Sui) wu 5&^s£ 
Maft 

mwmm 
Maft 

[l^] [0310] 
°4_^21 L 

^4-S^f °^vii^*«.>aT£Pw^a)>r^ \r>4-

U9Z80/£I0Z<IfAL3d 92 0t0880/H0Z OAV 
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(2) Env] A- 	.5g7j< it! ---e 53rmaA t, tz_-.„ 

(3) EMMA- 	1 0 ig*AVAI.0 M 0 R PHOSAVEI=I=IT, l'atL-C 1 

6 3 124 	if. li A-A, 	P B s --e 5 31.m. 	21=13 5go,t,-.0 

(4)*Rat)JA- ittperoxidase 	blocking 	s o I 

ut ion 	(2U/mL 	Glucose 	oxidase, 	10mmo I 

/L 	Glucose, 	1mmol/L 	Sodium 	azide)itre 

3 7 t (z-z-, 	6 03rmarisi.7,1, 	PBST6 31.m. 	2 III A A li A-. 0  

[0126] (5) ca -b)J A- 	BSA—PBS (1 w/v% 	BSA 	i n 	PBS) 

T, 	'13.EitZ.: -C 1 	0 31Valt,‘ --,'S -ft tz_-.„ 

(6) ti`,G NA 2 ti`,4 ( —:n-i,4) L , —;ni`,40 1 . 	6 4A 311.0 	[ 

(Peroxidase—conjugated 	aff inipure 

donkey 	anti—human 	IgG(H+L)] 	(Jackso 

n 	Immuno 	Research 	Laboratories) 	- 'a' 

Et', 	Erd-b)J A- 	4 t (.:.:-C —Ellitakt -,'S -fftz_-.„ 

[0127] ;(;,-.:., 	4.)-'i/4*0) 1 0 04q;')0) I g G 	f 	r om 	h u rn a n 	s e r 

u rn 	(S i gma—A I d r i c h t20 	Ci.)31:1L, 	-,'S 66z.: 4 t (.:::-C, 	2H 

rata g.7‘ -,St- tz:374Alial li, 	pr e comp I ex 	m i xt u re 	'fift.li 

Lt. L'i CD p r e comp I ex 	mixturei=reglaMA- , -AM.: 

-C2 iirbilag.,, --,s t.  A-A, 	PBST6 31.m. 	3 IIIAA li tz_-.0  

[0128] (7) harg-b)JA-, 	1 5mg0)DAB 	tab I et100mLO)PBS 

--e'41174 li, 	3 3. 	3 /..t I- 0 3 0% Anti b A< A '74 A 	t Ai li tz_-34A (D A B 

substrate 	chromogen) 1=1=1 T,'13.Er="T 23rim, 	a kt, --,s 

t A-A, 	PB s --e53rm, 3DAALitz_-.„ 

[0129] (8) EN-b1JA- Hema t oxy I 	i 	ni=riTakt\ --,'S -ft, 	-0)•13i ZIKI=1=1 "-C 1 

0 31245AA li tz_-.0  

( 9 ) EMMA- 	=g  j —)1474ATEAK,I, xy I ene TVA Li tz.-.. 0  

*t•10-0JA- tt.BANINTEr, li, 1-).-F OIM C'Il 0 --C 3M li , 'V-z_-.. *tii,E13 

WO 2014/088040 27 PCT/JP2013/082621 

o 

(2) 5 ^fplMLfco 

(3) OMW©MORPHOSAVE^t\ 1 

PBSt5m 2 0^}fL/co 

(4) P eroxidase blocking sol 

ut i on (2U/mL Glucose oxidase, 1 Ommo I 

/ L Glucose, 1 mmo l/L Sodium azide)^? 

3 7 °C (C T s 6 PBSt5m 2 0MLfco 

[0126] (5) IgW^BSA-PBS (1w/v% B S A in PBS) ^ 

T\ Igi/mUCT 1 

(6) t/L G M 2 t/bte (—ts ~ "/K^KW(0 1 . 5 [ 
(Pe rox i dase — conj ugated aff i n i pu re 

donkey ant i — human I gG (H + L) ] (Jackso 

n Immuno Research Laboratories) 

5I1f. MM^^4°C(CT-^J5J^^1±/CO 

[0127] )%IZS 1 0 CMn/J!S© I g G from human ser 

um (Sigma — Aldrich ttM) Ls ^ b (C 4 °C(CTs 2 0t 

Ls precomplex mixture 

L/Co dCDprecomplex mixture ^ Il/mUC 

T2mm&iz^vtcms PBstsm 3 0Mufco 

[0128] (7) 1 5mg(DDAB t ab I e t^1 OOmLfDPBS 

3 3. 3ML©3 0%i®I^b7j<m;^^»L/c}^ (DAB 

substrate chromogen) I^mUCT 2^>^% 

PBSt5m 3 0^}fL/co 

[0129] (8) HS^fi^Hema t oxy I i ^(DWJitTK^T 1 

0^1;5t;Hfco 

(9) x y I e n emifco 
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[0130] 	 

[0131] 

[0132] 

[0133] 

[0134] 

q ("IL, OligrA) 	fif N. 1, A:. MA . -s 	2 tz.:771-0 

[2] 

t.'t <75%, 	4 :/=75%. 

„1111 	NA S T 0 — 

c -D --C, 	PdPff 

A- 	Z 0 tt, 

i_„ :6-.3L6 foida 

-2 1 1 H 	pi pff 

OCT 	comp 

sy 	rtb)JL --CT' 

t,l, 	3 (:)3rmratit 

-_D A P I itel'at: 

1 	0 3rFilarit‘ --,'S -fftz_-. 

:4.)-V* (A I exa 

2 IYRIR,L-Coz .J__Le 

TO 

7% I? h 

tiE W 

ALLOANIN 

titiGM24711* -L H IgG1 
20 	,it g/mL 20 	N. g/mL 

S IF S IF S I F 

NISTO-211H MUM C' 	M 3+ 4 C, 	M 3+ 4 Neg 
itflOYALA Neg Neg Neg 

3qj-:4'LOD''671; M: *OA, C: AIM. 
0,N10--7-1 --7-- J) 7; Nes: 	44J-;,-47', 	1+:).-Miri/j,,nt25/x, 

WLS5.1101 74 '-i- ) 7 ; Neg (*tfaVfM"Vi-f 
S: i'd31t. 	I: WA. 	F: Nil. 

- 0)*IiA, 	7 r, 	ligiM 	tz= 

01--,'s tt.tc1=1=1 )ZIM*1111i80*1111i8IRS-3,t 

HA 675\tLts -Dio 

G M 2 8IR,1174* 

OCT 	compound VC_ 

L IPAttl=1=1 )ZIMAMID V 

A'Yff, 1, it. 	K t —MN 

tz_-_, 	tL$01-*L Li --c-  , 	L 

f-01 1, A-. SC 1 D7 r, 	IIWIN,:t 

oundt:±11_, it AMEN 

' 1, A-. -b)J A-  CE11 0t. 1-).-F o) 

( 1 ) Agt)J A- 	,&7_1<77--t 

(2) Aeb)JA- P BST 5 

(3) Ael-b)JA- , 	ddH 2 0-e1 

--C 2 03rm az ,s t. A:. 

(4) Aelb)JA- P BST 5 

(5)1)]5% 	F BS—P 

0 

( 6 ) AM-b)J A- 	P BST30 

2 1 1 HOIRMLSio-C, *IfIligrOS-3,tvlIfIli8Ne*t-L'stLito 

f 7° "), 

*±1 

“) 

[AVM 5 ] L. IPA'It1=1=1 )ZiraeltfLaCE110tcg.Y6rAltRa'(brl#*tt,--clzZ 

P1Pfif-01 

2+:.0)W, 	3+:11[4, 	4-40. 
1: <25%, 	2:>=25%, 	<50%, 	3:>=50% 

1, Pr. L I- Et 

tillflaN t:- G NA 

--,'S tt.tz_-. L 	Eit1=1=1 )Zirae-b)] 

r i gene tct 

4 t.c.,-T T. 

iti )Z1Vajj8 	MS 

Halm V 	. t?4,±, 

sy 	1E11 kiN it, 0  AMID 

-Mt 	.,'ff -D tz_-.0  

-A3Ei tL -c 5 3rim 

a549- t, tz_-.0 

µ g/m L rcirmi 

3 	549- t, tz_-.0 

BS 1:1=1 "-C, 	l'Air.:-C 

g / m L (Z0]-11 Litz_ 

.t-Sck 

1:1=1 1Z1 

(,)A 

li, 

>4 

I- Eft 

9 

1 1=1 

IIIR 

>1=1=1 T, 

3rim 

3rim 

µ, 

 	Litz_ 

-.1 
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iu. (IfflSSSs IffliSlI) ^SlsHL/Co In ̂ £1^2 

[0130] imz\ 

iaw- t hlgGl iaw-
20 jti g/mL 2 ,u g/mL 20 u g/mL 

-t?y ^v:7 h «$/» S ! 1 ! F S ! 1 ! F S i I i F 

MST0-211H flT'/f'-v'i'l^i1! C, M 1 3+ 1 4 C, M 1 3+ 1 4 ! Neg ! MST0-211H tt»aa ! Neg ! ! Neg ! I Neg I fatfiiSfc-ferofdi®; H: mtm, c: man. 
Neg: #*r^7", 2+:$V\ 3+:i|'^, 

Sfefe«fS»^ y4v~ !J 7; Neg 1:<25%, 2:>=25%, <50%, 3:>=50* &ttf <75%, 4: ,<=75%. 
S: I: F: MS. 

[0131] ^TO-

2 1 1 HCDM&lCfclNT, <fcoT, lUpjf 

M £ tl/c^Sfi«©»J]l£<fc t/«lt(C G M 2 1?%l% L T ̂ Z>Z.£1? 

[0132] [^«y5] t; 

GM2fIfi?|f 

OCT compound (CS±I^tl/cll hM^^J^Sfi^ln^jn £>•!> 

tl hItt^^fiM7*P'^?:0 r i genetti^JAfU 

L/co K^-—fi^lx^rUK 

[0133] t/c, MWf ̂  LT, bhIttWl«MSTO-2 1 1 

illLfcSC I OCT comp 

o u n d (C^il y $ £ m^fco ^ip7°P v <7 %WtJ]LXft 

mLtcWfrzm^tco J^T(o^mxm&*n^/cQ 

[0134] (1) 3 

(2) mSWfrtkP BS-e5^^^)f L/co 
(3) d d H 2 OT' 1 Mg/mL(CliML/cDAP I 

T2 0^f|Jg^tfco 

(4) &^fr£PBS?5#^&&Ufc0 

( 5 ) 5 % F B S - P B S ^SICT 1 0 £ tf fc 

o 

( 6 ) 1*0 PBS-e30jLtg/mL (CfiM Lfc 1 )X$n.W (A I e x a 
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4 8 8 tgai B I W— 8 9 6 2 'tz_-_(,t A I exa488 grafj-i, D N P iji`,4) 

T. 	4 ttL-C, 	6 Fq rA a wr, \ --,'_ -ft tz.: „ 

(7) AMVJA- H 2 0-e 1 3rim3111AA Litc..0  

(8) AMVJA- t:_ti —iiili,t-, gYRfatItL-cEr, L. 'v. -Foam 

1,110-c3M Lit. *IiA-s3 vc_77 -4-0 

[0135] -s3 6C. 	0-C, *tg.git, 	0 :*ttSL, 	1 	: J:"<ffil,\*t, 

b\ts*t, 	3 : t1,\*t,-7 -4-0 

2 	: 13)] 6 

[0136] 
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4 8 8*If$B I W- 8 9 6 2 SfcttA I e x a 4 8 8*If^/[D N ^ 

4 °C(CTs 6 0^^SJtN^1±/co 

(7) ;^tJ]^^H20-ei Lfco 

(8) ^mmmzxmmLs ^T<o&m 
L/c0 

[0135] 0 :|fefe&U 1 : 2 : 0^ b 

[0136] 
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C31 

[0137] 

-9- -/=fii f-R1 (%) 6t1 0c i]---7Y:E M.ge 

3 a) G m 2 R 

S T 

7 44 ( 2 

2 eARIR, 1_, 

FR0001D4BA 0 0 B 

FR00020029 30 2 B 

FR0002081F 0 0 Meso 

FR000265FD 0 0 Meso 

FR0002731F 30 3 Meso 

FR00026B23 0 0 B 

FR000265A2 0 0 B 

FR0002939E 80 2 B 

FR00035469 30 1 §V\ Meso 

FR000011E5 0 0 Meso 

FR00002E6B 0 0 11114 Desmoplastic 

FR00006328 50 3 Meso 

FR00006A38 0 0 Meso 

FR00018ABD 100 2 §V\ Desmoplastic 

FR00016972 0 0 Desmoplastic 

SX00002843 90 1 §V` E 

FR00005932 10 1 §V\ Meso 

FR00004AF8 40 3 §0 B 

FR00005E39 80 3 Desmoplastic 

FR00017430 100 3 Meso 

FR0001A6C1 100 1 §V\ B+Desmoplastic 

FR0001CA2A 100 3 NR 

FR0001742F 50 3 Meso 

FR000265FE 20 2 Meso 

FR000293A0 0 0 B 

FR00002E64 0 0 E 

riAtt:/b0-11,  
MSTO-211H 90 3 

) ENM,-_-_-90-CBal=tHT., Ea_LE., MesoaWfOkt-0040/4EM, 
Desmoplastica&AWYVV., NRa**-KT, 	- --11,-11,77-,--1, 

•J_.0e1 A, 2 6 4411=1 1 5 44 TIEME8 VC_ 80Z g1 1 ^' 

IR,75q2/9') 6 tLito 	'1"z_-_, 	1311tM,7.4 L Li -C-  1ER 0 tz: L 	Eit1=1=1 )ZIMMIE187"-AM 

0-2 1 1 H 0 PI Pfif017 r, 	HEIR OIRMENVJ A-  L tht1 li -C, 

7%) -e PI 	/-)._EGAg 0 aZit /AM 6 tt.k... 

ct -D Z. 	L. 11§NTA-KOPEit1=1=1 )ZIM VC_ 80-C )1 > 	') A- 	K G M 
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[H3] 

m& (%) 
FR0001D4BA 0 0 B 
FR00020029 30 2 B 
FR0002081F 0 0 Meso 

FR000265FD 0 0 Meso 

FR0002731F 30 3 Meso 

FR00026B23 0 0 B 
FR000265A2 0 0 B 
FR0002939E 80 2 B 
FR00035469 30 1 Meso 

FR000011E5 0 0 Meso 

FR00002E6B 0 0 Desmoplastic 

FR00006328 50 3 Meso 

FR00006A38 0 0 Meso 

FR00018ABD 100 2 Desmoplastic 

FR00016972 0 0 Desmoplastic 

SX00002843 90 1 E 
FR00005932 10 1 Meso 

FR00004AF8 40 3 B 
FR00005E39 80 3 Desmoplastic 

FR00017430 100 3 Meso 

FR0001A6C1 100 1 B+Desmoplastic 

FR0001CA2A 100 3 NR 

FR0001742F 50 3 Meso 

FR000265FE 20 2 Meso 

FR000293A0 0 0 B 

FR00002E64 0 0 E 

MST0-211H 90 3 

DesmoplasticNRfiTfc^pr,, 

[0137] Z.(Dt2 1 5*£teTlfi^«(C£^T3j£Jt 1 ~3©GM2fg 

iwimbntcv t/c, Lts^ct hi'&^^i«ttMs T 
0-211 Hcompmm^vxm&cDMmmmjifrttmLT, 7m* (2 

<fcoT, H KGM2 if]Ifil 
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--cozJ_LeHAItc. 
[0138] 	*RBA4t0SOCER0TMRLDMLite.*RHA0SLMHAt 

41,z'J_Lts<$1/74MS-TOYUig-ett, L-DTBA 

675\ --eZ. ts8*,±1,$ 6t, 	2 0 1 2* 1 2 6 19{-4--e±m--,'sti,tc.*DR,± 

pa ( 6 1 / 7 3 4 0 8 7 ) rj_a-il,\Z 8 9 

zo 

, --(1)12oAult.,:c 9 1M's ti, 

RNA? 1) -5-,* 	I- 
[0139]EM#'41:HCDR107ZiftEM 

EM#'42:HCDR207ZifteN 

EM#'43:HODR307Z)ftEM 

EM#'44:LCDR107Z)ftEM 

EM#'45:LCDR207 -$.)ftEM 

EN#'46:LCDR307Z)031EN 

EM#247:LHLVH07ZiftEM 

EM# 1-48:LHLVLO7ZiftEM 

EM#249:LHLVLO7ZiftEM 

EM#'410:LHLVH07ZiftEM 

EM#'411:LHLVI-07ZiftEM 
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T IN 3 d £ tfBB e> fr (c ft -P Tfco 
[0138] *fgB£©E^£i5H£SI 

ft£ d <hft < *i* £ <fcRTfg-efoz>z.£[&, mM%lZ.£^xm 
e>fr-c&£0 &&*!±!gi&, 201 2^1 2^6Bffeaiii^nfc^insai 
gl (61/7 3 4 0 8 7) (CS-3VTSUmc J: UM^ft 

*o) o 

IE5M7 'J—h 
[0139] 1 : H C D R 1 (DJ7^ J ItlB^U 

13^0#"^"2 : HCDR2CD77$y 

3 : HCDRS©/^/I^IB^Ll 

IB^S^4 : L C D R 1 (D7$ J ItlB^U 

13^#^ 5 : LCDR2©7$y 

IB^OS^6 : LCDR3 07$yI^IB^Ll 

7 : tl h it V H (D I7 $ J 

IB^y#^8 : tl h it V L (D I7 $ J miB^y 

IB^y#^9 : tl h it V L (D I7 $ J miB^y 

iB^y#^ 1 o : ti h it v H (D i7 $ y miB^y 

1 1 : ti h it v L (D i7 $ y miB^y 
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gii*C3r2M 

[115RIA1] 	)1 > ') A- 	K G NA 2 (zeal-  z ti-,,i*RttAti-,,i41fiA- 	,)it 	L 

I, -C -A--4-' Z. 	1:1=1)ZIMV81*AIJ 	it ttiltMAIJ. 

[115RIA2] 	ITHE'=1=')Z2e. ligrktIBM. likIrk=1=1)ZIMS-3,t tiii_,N101:1=1)ZIM/J\ 6ina 

ti.Z 0 f ti.b\ 1 -D0 1:1=11ZIMT 	Z. 11th 1 6LENCV81*A1JVtitilt 

MAIJ. 

[115RIA3] 	iEligrk=1=11ZIM 	it ttlitIrk=1=1)ZIMe. EttligrOi=1=1)ZIM 	it UFA& 

Irk=1=1)ZIMT 	Z. 1158M 2 6LENCV81*AIJ 	it ttiltMAIJ. 

[115RIA4] 	nigEfj-ti*e. GM20a 2 -3 ma Lit i 77 )1,ot ( S A) (zeal- 
zij-i-,,f*--ez, 	gfi5R1A 1 - 3 0)0 f 4175\ 1 IA tz.-.ENCV81*Ad 'tz_-.1,J--Eit 

MAIJ. 

[115RIA5] 	nEiji`Ae, 	i 	1=1 - J - )14J-ti* --eZ Z. gfi5R1A1 -S-- 4 0 0f tt,b`. 

1 IA VC_ 	 Eili,o) 	11.1*AIJ 	it tt iltMAIJ. 

[115RIA6] 	nEfj-i, 4 e, 31ffi+E4g,A.ij-i/f4c-e 	Z. 11th 1 - 5 0 kiN  f ti./J\ 1 

IA tLENC,o) 	11. AIJ 	it tt iltMAIJ. 

[115RIA7] 	niailffi+E4g,A. fj-ti* /Y. 	)( 	fj-i`,4, 	L. I- ibij-i,f44-3,t ti L. I- #n4* 

iJN. 6inatt.Z 0 f ti.b\ 1 -D 0fj-i,f4c-e 	Z. 115R1 6 VC_ENCV81#Ali 

I t tt tit CAL 

[115RIA8] 	ni,Efj-t4e, guij#,4 1 - 3 0)- . 4-t.Ttt.6:_-s -,'S tt.Z 7 Z ) OtgEN .  

A-v*0 (,),-F, HO) o$H4,1tAt'ILitt (comp I ement a 

rity 	determining 	region;CDR,L),-FC 

DRL'IETZ) 	1 - 3 SicttnEM#'-44- — 6 OD-tt.Ttt.t:.-s -,'S tt.Z 

7 z j otgod 	-gt,151$14 (,),-F, 	L$14) 	CDR1-3 	.-A-ti•fj-i,44c-C 

z, gfi5R1A 1 - 7 0 Of ti./J\ 1 Mt:_,ENCV81*AIJ '1-z.-.ttiFitkhAIJ. 

[115RIA9] 	nEfj-i'Ae. gEN# '4 7 --e-s -,'S tt. Z 7 Z i OtgEN -gt,` H Mu,  ViA 

ti (1,),-F, v H LET) 8 ct znEM#'-4 8 --e-s --.'s ti.Z 7 Z i OtgEN 

As ti' I- $14;',A±51 (1,),-F, 	v L L ET' ) iJN. 6 ts Z iji`A. gEN# '4 7 T 

-s.c --L'sti.Z7ZintgEN -A-ti•vHS-3,tv,g01J#9-e-s --.'sti.Z7Z i 
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HacOlfiH 
^in] xyvvxis 

#312] fu§E^Sfi^\ J^4^ffi£<fctf/t>I£4^ffijbNe>jItf 

II^II 1 
DT^OO 

^113] tulB^lll^^Sfi£fc&Sf El^Sfi mfeMm*&m£fc&M£Sf 

^f<Ijt4] iulEirCfttf. G M 2 CD a 2 — 3 \stci/~F )\/WL (SA) (Cfp-nt" 

zfcfo-z&z. II^II 1 ~3©^Tti^i 
Mo 

5RII5] iulEirCftjb^ =t J <P n—i-Mn-WXh^s Il^cil 1 ~4 

^t<lI6] iulEirCfttf. Il^cljt 1 ~ 5 (Dl^TtiiT-1 

ii(ciE®©)^^y t fc imm%L 
$317] t: MbirCft £><£#£: StrC^ 

tlfr 1 -3>CDK^"eS)^s Il^cII6 (C|E®CD)^^y^ 

fc&^Mo 

5R1I8] iulEirCft#* IB^y#-^-1 ~3CD^:tl^tl(C^^tl^7$ 

Hfrjlll (i-^Ts HID CDfl=Hitt>££$I±i (comp I ementa 

rity determining reg i on ; CDR, i^l~F C 

D R •&) 1 ~3£<£t>lB?y#^4~6©^ft^tUCil£tl£ 

7$ (&~F. LID CDRI ~3 
Z>, II^I11 ~ 7 (D^ttlfr 1 II(C|ES©)^^y tfc(ii#Mo 

mm tuiEK^^\ i nz y $ y lira HII RT^I 
m CULTs VHtEZt) 8 vmt*tlZ7 
#^L|lRl^I±i (J-^Ts VLtEZT) frbtzztiifa. I3^y#^7-e 

Hfc^t/i3^ys^9-e^^ti^7$ J 
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KIEN 	-A'-ti• v L b \ 6 ts Z ti`,4, gEN# '4 1 0 e-s --L's 41,Z 7 Z i OM 

M -A-ti•v H 8 ct ti,g0.1# '4 8 -e-s --L's ti.Z 7 Z i OtgEN 	A-ti• v L /J\ 

6 ts z iji-A, tverc_gEm#,4 1 0 -e-s -,'s ti.Z 7 Z i KIEN .-A-t,•v H 

8 ct znou#,4 1 1 --e-s --L's ti.Z 7 Z i OtgEN 	-A'sti• v L /J\ 6 is Z ti`,4 

/J\ 6inatt,Zk,\fti.75\ 1 -Dot-i,44c-CZ, 115R) 	1 — 8 ok,\fti,b\ 1 

IA vc_ ENC 0 	11.1*AIJ 	it tt ,It CAL 

Egfi5Rmi oi Ws < L t 1 -Do4):HERAIJA-ti•, 1158M 1 — 9 ok,\ fti.b\ 1 MILE 

NC, 0 	11. AIJ 	it tt ,It CAL 

111  1 1 ilthgE141,11A1Jet'341CIAIJS-3,t Etij\65gatt,zits< L 

t, 1 -D --eZ, ,Ifi5RIA 1 0 vc_,ENCV81*AilVtit,ItMAIJ. 

Egfi5Rmi 2] )1> 	,) A- 	K G im 2 (zeal-  zt-i-AxttAti-,,i41fiA- 	,)omz3 L 

1 - c )110 Z. 	1:1=1)ZIMV8I*51 	it tt,Itkfi51. 

LIM5RIA131 1:1=1)ZIMV81*A1J11 3S-4-Zit6o, )1> 	,)7J- 	KGNA 2 6zeal- 

Zt-ti*RttAti`ACA-0DitEll. 
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SB?U#^ 8 um£ tlZ> 7 $ J I£IB?U 
btezfa&s MtHcras^i H 
£ & SB?U#^ 1 1 £ tl Z> 7 $ J tfC-Hs 

tifr 1 -3>(Z)irL^"eS)^s II^I11 — SCD^Tutx 1 
ii(ciE®©)^^y t fc imm%L 

[11^1110] '>&< <h t 1 rxoffiftSII^I11 ~ 9 (Di^ttifr 1 iKclE 
s©)^^ytfc(ii#Mo 

[11^1111] fu§E{#M;6Mb¥^}££y£<£t^>A^E^;6v^Mt£tl£/>&< t 
i 1 -D-Z'fo&s II^I11 0(ciES©)^^ytfc(ii#Mo 

[ii^in2] %yy 'j tis KGM2 

Lxm^&s ^&m(Dy&mi5:&£tci£&mi5:&o 
[ii^iH3] *&m<D%im#&mi£tz>tcfy<Ds xy?i)x*sFGM2tc^-r 

£ irCttX &§£*/[{* irK" o 


